Recommended INN: List 95
International Nonproprietary
Names for Pharmaceutical
Substances (INN)

RECOMMENDED International Nonproprietary Names: List 95

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of
Recommended International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wld
Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution
EB115.R4 (EB115/2005/REC/1)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International
Nonproprietary Names does not imply any recommendation of the use of the substance in medicine
or pharmacy.

Lists of Proposed (1-117) and Recommended (1-78) International Nonproprietary Names can be
found in Cumulative List No. 17, 2017 (available in CD-ROM only).

Dénominations communes internationales des Substances pharmaceutiques (DCI)
Dénominations communes internationales RECOMMANDEES: Liste 95

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue
du choix de Dénominations communes internationales recommandées pour les Substances
pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10
(résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les dénominations ci-dessous sont
choisies par |'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d'une dénomination dans les listes de DCI recommandées
n'implique aucune recommandation en vue de l'utilisation de la substance correspondante en
médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-117) et
recommandées (1-78) dans la Liste récapitulative No. 17, 2017 (disponible sur CD-ROM seulement.

Denominaciones Comunes Internacionales para las Sustancias Farmacéuticas (DCI)
Denominaciones Comunes Internacionales RECOMENDADAS: Lista 95

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccién de Denominaciones
Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud,
1955, 60, 3 (Resolucion EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4
(EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el presente anuncio que las
denominaciones que a continuacién se expresan han sido seleccionadas como Denominaciones
Comunes Internacionales Recomendadas. La inclusién de una denominacion en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo
de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-117) y Recomendadas (1-78)
se encuentran reunidas en Cumulative List No. 17, 2017 (disponible sélo en CD-ROM).
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Latin, English, French, Spanish: Chemical name or description; Molecular formula;

Recommended INN

DCIl Recommandée

DCIl Recomendada

Graphic formula

Nom chimique ou description; Formule brute; Formule
développée

Nombre quimico o descripcion; Férmula molecular;
Formula desarrollada

abdakibart

abdakibart

abdakibart

immunoglobulin G4-kappa, anti-[Homo sapiens IL1B (interleukin 1
beta, IL-1B, 1L1F2)], humanized monoclonal antibody;

H-gamma4 heavy chain humanized (1-447) [VH (Homo sapiens
IGHV1-69*08 (85.7%) -(IGHD) -IGHJ2*01 (92.9%) R120>Q (112),
CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1 (121-218), hinge
1-12 S10>P (228) (219-230), CH2 L92 (309) (231-340), CH3 (341-
445), CHS (446-447)) (121-447)], (134-214")-disulfide with L-kappa
light chain humanized (1'-214') [V-KAPPA (Homo sapiens IGKV1-
16*01 (82.1%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-
52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (153"), V101 (191')) (108'-214")]; dimer (226-
226":229-229")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens IL1B (interleukine 1
béta, IL-1B, 1L1F2)], anticorps monoclonal humanisé;

chaine lourde H-gamma4 humanisée (1-447) [VH (Homo sapiens
IGHV1-69*08 (85.7%) -(IGHD) -IGHJ2*01 (92.9%) R120>Q (112),
CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1 (121-218),
charniere 1-12 S10>P (228) (219-230), CH2 L92 (309) (231-340),
CH3 (341-445), CHS (446-447)) (121-447)], (134-214")-disulfure avec
la chaine légére L-kappa humanisée (1'-214') [V-KAPPA (Homo
sapiens IGKV1-16*01 (82.1%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107") -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")];
dimére (226-226":229-229")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens IL1B (interleukina 1
beta, IL-1B, 1L1F2)], anticuerpo monoclonal humanizado;

cadena pesada H-gamma4 humanizada (1-447) [VH (Homo sapiens
IGHV1-69*08 (85.7%) -(IGHD) -IGHJ2*01 (92.9%) R120>Q (112),
CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1 (121-218),
bisagra 1-12 S10>P (228) (219-230), CH2 L92 (309) (231-340), CH3
(341-445), CHS (446-447)) (121-447)], (134-214")-disulfuro con la
cadena ligera L-kappa humanizada (1'-214') [V-KAPPA (Homo
sapiens IGKV1-16*01 (82.1%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107") -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")];
dimero (226-226":229-229")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), forma glicosilada alfa



acmopatide

acmopatide

acmopatida
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVQSGEE VKKPGSSVKV SCKASGYTEFL RYWIEWVRCA PGQGLEWMGE 50
ILPGSGDINY NEKFKGRVTI TADKSTSTAY MELSSLRSEL TAVYYCARMY 100
YDYDQGFDLW GQGTLVTIVSS ASTKGPSVFEF LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTKT 20C
YTCNVDHKPS NTKVDKRVES KYGPPCPPCP APEFLGGPSV FLEPPKPKDT 25C
LMISRTPEVT CVVVDVSQED PEVQFNWYVL GVEVHNAKTK PREEQFNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKGLPS SIEKTISKAK GQPREPQVYT 350
LPPSQEEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSRL TVDKSRWQEG NVEFSCSVMHE ALHNHYTQKS LSLSLGK 447

Light chain / Chaine légére / Cadena ligera (L', L™}

DIOMTQSP3S LSASVGDRVT ITCKEFSQDID RFLSWFQQOKP GKAPKSLIYR 50
VKRLVDGVPS REFSGSGSGTD FTLTISSLCGP EDFATYYCVQ YDEFPYGEGG 100
GTKVEIKRTV AAPSVFIFPEF SDEQLKSGTA SVVCLLNNFY PREAKVOWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQOG 20C
LSSPVTKSEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 147203  261-321  367-425
22"-96" 147"-203" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-88" 134'-194"
23M-88" 134™-194"™
Inter-H-L (CHI 10-CL 126) 134-214' 134"-214™
Inter-H-H (h 8. h 11} 226-226" 229-229"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 297, 297"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 447, 447"

N-{[(2-ox0-2-{[2-(2-oxopiperidin-1-
yl)ethyllJamino}ethyl)sulfanyl]acetyl}-L-a-glutamylglycyl-L-threonyl-L-
phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-tyrosyl-L-seryl-L-
isoleucyl-L-tyrosyl-L-leucyl-L-a-aspartyl-L-lysyl-L-glutaminyl-L-alanyl-L-
alanyl-2-methylalanyl-L-a-glutamyl-L-phenylalanyl-L-valyl-L-
asparaginyl-L-tryptophyl-L-leucyl-L-leucyl-L-alanylglycylglycyl-L-prolyl-
L-seryl-L-serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-seryl-N°-(N-
hexadecanoyl-L-y-glutamyl)-L-lysinamide

N-{[(2-ox0-2-{[2-(2-oxopipéridin-1-
yl)éthyllJamino}éthyl)sulfanyl]acétyle}-L-a-glutamylglycyl-L-thréonyl-L-
phénylalanyl-L-thréonyl-L-séryl-L-a-aspartyl-L-tyrosyl-L-séryl-L-
isoleucyl-L-tyrosyl-L-leucyl-L-a-aspartyl-L-lysyl-L-glutaminyl-L-alanyl-L-
alanyl-2-méthylalanyl-L-a-glutamyl-L-phénylalanyl-L-valyl-L-
asparaginyl-L-tryptophyl-L-leucyl-L-leucyl-L-alanylglycylglycyl-L-prolyl-
L-séryl-L-sérylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-séryl-N°-(N-
hexadécanoyl-L-y-glutamyl)-L-lysinamide

N-{[(2-ox0-2-{[2-(2-oxopiperidin-1-il)eti]lamino}etil)sulfanil]acetilo}-L-
a-glutamilglicil-L-treonil-L-fenilalanil-L-treonil-L-seril-L-a-aspartil-L-
tirosil-L-seril-L-isoleucil-L-tirosil-L-leucil-L-a-aspartil-L-lisil-L-glutaminil-
L-alanil-L-alanil-2-metilalanil-L-a-glutamil-L-fenilalanil-L-valil-L-
asparaginil-L-triptofil-L-leucil-L-leucil-L-alanilglicilglicil-L-prolil-L-seril-L-
serilglicil-L-alanil-L-prolil-L-prolil-L-prolil-L-seril-N°-(N-hexadecanoil-L-
y-glutamil)-L-lisinamida



Recommended INN: List 95
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EGTFTSDYSI YLDKQAAAEF VNWLLAGGPS SGAPPPSKE 39

Modified residues / Résidus modifiés / Restos modificados

H3C CHj G
HO,C CO.H e HoN
v\( HN™ “CO,H > NH,
H HN—R H NH,
A(18)
EM 2-methyl-Ala, K (38)
R-L-a-Glu aminoisobutyric acid L-Lys-NH>
R:
o HO,C COzH
H;C NH H
N\/\N)k/s\)J\/ \Mﬁ(
H o
E (39)

C15H31 CO—L-Y-G'U

actinium (?*°Ac) felivotide mopaxetan trinydrogen [(16S)-16-[(31S)-31-carboxylato-40-(4-
iodophenyl)-29,37-dioxo-5,8,11,14,17,20,23,26-
octaoxa-2,30,36-triazatetracontan-1-oyl]-13-[({N-[(L-
glutamato-N-yl)carbonyl]-L-lysinato-N®-
yl}carbonyl)amino]-14-oxo-22-sulfanylidene-
5,8,11,27,304,307,30"3,30"®-octaoxa-15,21,23,30",30°-
pentaaza-28(4,2),32(2)-dipyridina-2(4,1)-
[1,2,3]triazola-30(1,10)-cyclooctadecana-1(1),24(1,4)-
dibenzenadotriacontaphane-
K8N28'1,N30'1,N30'10,N32'1,030'4,030'7,030'13,030'16-286,326-
di(carboxylato-kO)](?**Ac)actinate(3-)

actinium (?*°Ac) félivotide mopaxétan trinydrogéno[(16S)-16-[(31S)-31-carboxylato-40-(4-
iodophényl)-29,37-dioxo-5,8,11,14,17,20,23,26-
octaoxa-2,30,36-triazatétracontan-1-oyl]-13-[({N2-[(L-
glutamato-N-yl)carbonyl]-L-lysinato-N®-
yl}carbonyl)amino]-14-oxo-22-sulfanylidene-
5,8,11,27,30%,307,30"%,30"®-octaoxa-15,21,23,30",30"-
pentaaza-28(4,2),32(2)-dipyridina-2(4,1)-
[1,2,3]triazola-30(1,10)-cyclooctadécana-1(1),24(1,4)-
dibenzénadotriacontaphane-
KBN28.1 N30T 3010 321 (9304 (3307 (330.13 (330.16_Dg6 306
di(carboxylato-kO)](***Ac)actinate(3-)

actinio (***Ac) felivotida mopaxetan trihidrogeno[(16S)-16-[(31S)-31-carboxilato-40-(4-
iodofenil)-29,37-dioxo-5,8,11,14,17,20,23,26-octaoxa-
2,30,36-triazatetracontan-1-oil]-13-[({N?-[(L-glutamato-
N-il)carbonil]-L-lisinato-N®-il}carbonil)amino]-14-oxo-22-
sulfanilideno-5,8,11,27,30,307,30"%,30"-octaoxa-
15,21,23,30",30"°-pentaaza-28(4,2),32(2)-dipiridina-
2(4,1)-[1,2,3]triazola-30(1,10)-ciclooctadecana-
1(1),24(1,4)-dibenzenadotriacontafano-
KEN281 \j30-1 \[30.10 \[32.1 3304 (3307 330.13 (330.16_D g6 306
di(carboxilato-kO)](??°Ac)actinato(3-)
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actinium (?°Ac) pelgifatamab mopaxetan
immunoglobulin G1-kappa, anti-[Homo sapiens FOLH1 (folate hydrolase, prostate
specific membrane antigen, PSMA)], Homo sapiens monoclonal antibody;
conjugated to mopaxetan and radiolabeled with actinium-225;
H-gamma1 heavy chain Homo sapiens (1-453) [VH (Homo sapiens IGHV3-33*01
(96.9%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT [8.8.16] (26-33.51-58.97-112))
(1-123) -Homo sapiens IGHG1*03 (100%), G1m3, nG1m1 (CH1 R120 (220) (124-
221), hinge 1-15 (222-236), CH2 (237-346), CH3 E12 (362), M14 (364) (347-451),
CHS (452-453)) (124-453)], (226-214")-disulfide with kappa light chain Homo
sapiens (1'-214") [V-KAPPA (Homo sapiens IGKV1-27*01 (94.7%) -IGKJ3*01
(100%), CDR-IMGT [6.3.9] (27-32.50-52.89-97)) (1'-107') -Homo sapiens
IGKC*01 (100%), Km3 A45.1 (153), V101 (191) (108'-214")]; dimer (232-
232":235-235")-bisdisulfide, produced in a Chinese hamster ovary (CHO)-K1 cell
line, glycoform alfa; conjugated via the side chain nitrogen of an average of 0.8
lysine residues to (?2°Ac)actinium radiolabeled [4-(2-{[2-carboxy-6-({16-[(6-
carboxypyridin-2-yl)methyl]-1,4,10,13-tetraoxa-7,16-diazacyclooctadecan-7-
yl}methyl)pyridin-4-ylJoxy}ethyl)phenyllcarbamothioyl (mopaxetan) groups

+

3H

actinium (?°Ac) pelgifatamab mopaxétan
immunoglobuline G1-kappa, anti-[Homo sapiens FOLH1 (folate hydrolase,
antigéne membranaire spécifique de la prostate, PSMA)], anticorps monoclonal
Homo sapiens, conjugué au mopaxétan et radiomarqué a I'actinium-225;
chaine lourde H-gamma1 Homo sapiens (1-453) [VH (Homo sapiens IGHV3-
33*01 (96.9%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT [8.8.16] (26-33.51-58.97-
112)) (1-123) -Homo sapiens IGHG1*03 (100%), G1m3, nG1m1 (CH1 R120 (220)
(124-221), charniére 1-15 (222-236), CH2 (237-346), CH3 E12 (362), M14 (364)
(347-451), CHS (452-453)) (124-453)], (226-214")-disulfure avec la chaine légére
kappa Homo sapiens (1'-214") [V-KAPPA (Homo sapiens IGKV1-27*01 (94.7%) -
IGKJ3*01 (100%), CDR-IMGT [6.3.9] (27-32.50-52.89-97)) (1'-107') -Homo
sapiens IGKC*01 (100%), Km3 A45.1 (153), V101 (191) (108'-214")]; dimére (232-
232":235-235")-bisdisulfure, produit dans des cellules ovariennes de hamster
chinois (CHO) lignée cellulaire CHO-K1, glycoforme alfa; conjugué par I'azote de
la chaine latérale de 0.8 résidus de lysine en moyenne au groupe [4-(2-{[2-
carboxy-6-({16-[(6-carboxypyridin-2-yl)méthyl]-1,4,10,13-tétraoxa-7,16-
diazacyclooctadécan-7-yl}méthyl)pyridin-4-yl]oxy}éthyl)phényl]carbamothioyle
(mopaxétan) radiomarqué au (**°Ac)actinium

actinio (***Ac) pelgifatamab mopaxetan
inmunoglobulina G1-kappa, anti-[Homo sapiens FOLH1 (folato hidrolasa,
antigeno membranario especifico de la préstata, PSMA)], anticuerpo monoclonal
Homo sapiens, conjugado con mopaxetan y radiomarcado con el actinio-225;
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cadena pesada gamma1 Homo sapiens (1-453) [VH (Homo sapiens IGHV3-
33*01 (96.9%) -(IGHD) -IGHJ6*01 (100%)) CDR-IMGT [8.8.16] (26-33.51-58.97-
112) (1-123) -Homo sapiens IGHG1*03 (100%) G1m3, nG1m1 (CH1 R120 (220)
(124-221), bisagra 1-15 (222-236), CH2 (237-346), CH3 E12 (362), M14 (364)
(347-451), CHS (452-453)) (124-453)], (226-214")-disulfuro con la cadena ligera
kappa Homo sapiens (1'-214') [V-KAPPA (Homo sapiens IGKV1-27*01 (94.7%) -
IGKJ3*01 (100%)) CDR-IMGT [6.3.9] (27-32.50-52.89-97) (1'-107") -Homo
sapiens IGKC*01 (100%) Km3 A45.1 (153), V101 (191) (108'-214")]; dimero (232-
232":235-235")-bisdisulfuro, producido en las células ovaricas de hamster chino
(CHO) linea celular CHO-K1, forma glicosilada alfa; conjugado por el nitrdgeno
de la cadena lateral de 0.8 residuos de lisina en promedio al grupo [4-(2-{[2-
carboxi-6-({16-[(6-carboxipiridin-2-il)metil]-1,4,10,13-tetraoxa-7,16-
diazaciclooctadecan-7-il}metil)piridin-4-ilJoxi}etil)feniljcarbamotioilo (mopaxetan)
radiomarcado con el (*®Ac)actinio

Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVQLVESGGG VVQPGRSLRL SCAASGFAFS RYGMIWVRQA PGKGLEWVAV 50
IWYDGSNKYY ADSVKGRFTI SRDNSKNTQY LOMNSLRAED TAVYYCARGG 100
DFLYYYYYGM DVWGQGTTVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTEPAVL QSSGLYSLSS VVIVPSSSLG 20C
TQTYICNVNH KPSNTKVDKR VEPKSCDKTH TCPPCPAPEL LGGPSVFLEP 25C
PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE 30C
QYNSTYRVVE VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQPR 35C
EPQVYTLEPE REEMTKNQVS LTCLVKGEYP SDIAVEWESN GQPENNYKTT 400
PPVLDSDGSE FLYSKLTVDK SRWQQGNVES CSVMHEALHN IIYTQKSLSLE 450
PGK 453

[ight chain / Chaine légere / Cadena ligera (L'. L™}

DIQMTQSPSS LSASVGDRVT ITCRASQGIS NYLAWYQQKT GKVPKFLIYE 50
ASTLQSGVPS RFSGGGSGTD FTLTISSLQF EDVATYYCQN YNSAPFTEGP 100
GTKVDIKRTV AAPSVFIFPF SDEQLKSGTA SVVCLLNNEY PREAKVQWKV 150
DNALQSGNSC EBSVTEQDSKD STYSLSSTLT L3SKADYEKHK VYACEVTIIQG 20C
LSSPVTKSFN RGEC 214

Post-translational modifications
Disulfide bridges location / Positior. des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  150-206  267-327  373-431
22"-96" 150"-206" 267"-327" 373"-431"
Intra-L (C23-C104) 23'-88'  134'-194'
23™-88"  134™-194™
Inter-H-L (h 5-CL 126) 226-214' 226"-214"
Inter-H-H (h 11, h 14y 232-232" 235-235"

N-terminal glutaminy! cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamy! (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolila}

HVHQI: [, "

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 303,303"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2:453,453"

Modified residues / résidus modifiés / restos modificados®
K
*(mopaxetam:mAb ~ 0.8:1)

Q.

+22< NZ
5 Ac/
\/\/YcOQH
0\) K/©/ RN H



actinium (?°Ac) vipivotide tetraxetan

actinium (?°Ac) vipivotide tétraxétan

actinio (***Ac) vipivotida tetraxetan

adibelivir

adibélivir

adibelivir
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{N-[(N8-{3-(naphthalen-2-yl)-N-[trans-4-({2-[4,7,10-
tris(carboxylato-kO-methyl)-1,4,7,10-
tetraazacyclododecan-1-yl-k*N',N* N7,N"%Jacetamido-
kO}methyl)cyclohexane-1-carbonyl]-L-alanyl}-N2-L-
lysino)carbonyl]-L-glutamic acid}(*?°Ac)actinium

{acide N-[(N®-{3-(naphtalén-2-yl)-N-[trans-4-({2-[4,7,10-
tris(carboxylato-kO-méthyl)-1,4,7,10-
tétraazacyclododécan-1-yl-k*N',N* N7,N"%lacétamido-
kO}méthyl)cyclohexane-1-carbonyl]-L-alanyl}-N2-L-
lysino)carbonyl]-L-glutamique}(***Ac)actinium

{acido N-[(N8-{3-(naftalen-2-il)-N-[trans-4-({2-[4,7,10-
tris(carboxilato-kO-metil)-1,4,7,10-
tetraazaciclododecan-1-il-k*N',N*,N’,N"*Jacetamido-
kO}metil)ciclohexano-1-carbonil]-L-alanil}-N2-L-
lisino)carbonil]-L-glutdmico}(**°Ac)actinio

CaoHes?>°AcNgO16

TI---

2-(2',5"-difluoro[1,1'-biphenyl]-4-yl)-N-[5-(S(S)-
methanesulfonimidoyl)-4-methyl-1,3-thiazol-2-yl]-N-
methylacetamide

2-(2',5'-difluoro[1,1'-biphényl]-4-yl)-N-[5-(S(S)-
méthanesulfonimidoyl)-4-méthyl-1,3-thiazol-2-yl]-N-
méthylacétamide
2-(2',5"-difluoro[1,1'-bifenil]-4-yl)-N-[5-(S(S)-
metanosulfonimidoil)-4-metil-1,3-tiazol-2-yl]-N-
metilacetamida

C20H19F2N30282

F
O CHs
o
S0P
N~ S *
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adupegimer

adupégimére

adupegimero

poly-(a2—8)-(N-acetylneuraminic acid), terminal 2-[O-
(2-aminoethyl)oxime], N-acylated with O-
(carboxymethyl)polyethylene glycol O'-ester with
poly(glycolic acid-co-DL-lactic acid);
a-(2-{[2-({[(2—8)-5-acetamido-3,5-dideoxy-a-D-
glycero-D-galacto-non-2-ulopyranonan-a-osyl-(2—8)-
(2=)-5-acetamido-2,3,5-trideoxy-a-D-glycero-D-galacto-
nononic acid-2-ylidene]amino}oxy)ethyllamino}-2-
oxoethyl)-w-hydroxypoly{(oxyethylene)-block-
[{oxy[(2RS)-2-methyl-1-oxoethylene]}-co-[oxy(1-
oxoethylene)] (130:45)]}

poly-(a2—8)-(acide N-acétylneuraminique), 2-[O-(2-
aminoéthyl)oxime] terminal, N-acylé avec O-
(carboxyméthyl)polyéthyléne glycol O'-ester avec
poly(acide glycolique-co-acide DL-lactique);
a-(2-{[2-({[(2—8)-5-acétamido-3,5-didésoxy-a-D-
glycéro-D-galacto-non-2-ulopyranonan-a-osyl-(2—8)-
acide (2=)-5-acétamido-2,3,5-tridéoxy-a-D-glycéro-D-
galacto-nononique-2-ylidéne]amino}oxy)éthylJamino}-
2-oxoéthyl)-w-hydroxypoly{(oxyéthyléne)-bloc-
[{oxy[(2RS)-2-méthyl-1-oxoéthyléne]}-co-[oxy(1-
oxoéthylene)] (130:45)]}

poli-(a2—8)-(acido N-acetilneuraminico), 2-[O-(2-
aminoetil)oxima] terminal, N-acilado con O-
(carboximetil)polietilenglicol O'-ester con poli(acido
glicélico-co-acido DL-lactico);
a-(2-{[2-({[(2—8)-5-acetamido-3,5-didesoxi-a-D-glicero-
D-galacto-non-2-ulopiranonano-a-osil-(2—8)-acido
(2=)-5-acetamido-2,3,5-tridesoxi-a-D-glicero-D-galacto-
nononico-2-ilidenolamino}oxi)etillamino}-2-oxoetil)-w-
hidroxipoli{(oxietileno)-bloque-[{oxi[(2RS)-2-metil-1-
oxoetileno]}-co-[oxi(1-oxoetileno)] (130:45)]}

C15H27N3011 (C11H17N08)m (C2H4O)n (C3H402)x (C2H202)y
m = 20-60, n = 110 (5 kDa), x + y = 130 + 45 = 175 (12
kDa)

COZH\LNH o
O OH
A \/Ho)%h
R

m = 20-60, n~ 110, z~ 175, R = CH3 / H (CH3 : H »~ 130:45)

alcudacigib

N-{2-[(3S)-3-(aminomethyl)piperidin-1-yl]-4-phenoxy-3-
(trifluoromethyl)phenyl}-2-(pyridazin-4-yl)-1,3-thiazole-4-
carboxamide



alcudacigib
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amdiglurax

amdiglurax
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amétefgene parvec
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N-{2-[(3S)-3-(aminométhyl)pipéridin-1-yl]-4-phénoxy-3-
(trifluorométhyl)phényl}-2-(pyridazin-4-yl)-1,3-thiazole-4-
carboxamide

N-{2-[(3S)-3-(aminometil)piperidin-1-il]-4-fenoxi-3-
(trifluorometil)fenil}-2-(piridazin-4-il)-1,3-tiazol-4-carboxamida

P
o 2>‘*<ij>N
ﬁ/EN \ N/
NH
L :
o C(\
CF; NH>

(4-benzylpiperazin-1-yl){2-[(3-methylbutyl)amino]pyridin-3-
yl}methanone

CZ7H25F3N6()2S

(4-benzylpipérazin-1-yl){2-[(3-méthylbutyl)amino]pyridin-3-
yl}méthanone

(4-bencilpiperazin-1-il{2-[(3-metilbutil)amino]piridin-3-
ilmetanona

C22H30N,O

o HN\V/A\T/CH3

CH;

recombinant non-replicating adeno-associated virus serotype 2
(rAAV2) vector encoding human glial cell line-derived
neurotrophic factor (GDNF; also known as astrocyte-derived
trophic factor (ATF)) pro-peptide under control of the
cytomegalovirus (CMV) enhancer/immediate early promoter and
a human growth hormone polyadenylation signal. The expression
cassette also contains a human B-globin intron upstream of the
transgene and is flanked by AAV2 inverted terminal repeats

vecteur recombinant non réplicatif du virus adéno-associé de
sérotype 2 (rAAV2) codant le pro-peptide du facteur
neurotrophique dérivé de la lignée cellulaire gliale humaine
(GDNF; également connu sous le nom de facteur trophique
dérivé des astrocytes (ATF)) sous le contréle de
I'activateur/promoteur précoce immeédiat du cytomégalovirus
(CMV) et d'un signal de polyadénylation de I'normone de
croissance humaine. La cassette d'expression contient
également un intron de la 3-globine humaine en amont du
transgéne et est flanquée de répétitions terminales inversées du
géne AAV2
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ametefgén parvec

amsokigene autoleucel

amsokigéne autoleucel

vector de virus adenoasociado del serotipo 2, recombinante
(rAAV2), no replicativo, que codifica el pro-péptido del factor
neurotréfico derivado de la linea celular glial (GDNF: también
conocido como factor tréfico derivado de astrocitos (ATF)) humano
bajo el control del potenciador de citomegalovirus (CMV)/promotor
intermedio temprano y una sefial de poliadenilacion de la hormona
de crecimiento humana. El casete de expresion también contiene
un intrén de la B-globina humana mas arriba del transgén, y esta
flanqueado por repeticiones terminales invertidas de AAV2

autologous tumour-infiltrating lymphocytes (TILs) derived from
patient tumour tissue such as melanoma or non-small cell lung
cancer, transduced with a self-inactivating (SIN) gamma-retroviral
vector encoding a fusion protein comprised of interleukin-15 (IL-15)
fused to the C-terminal part of human CD80 that ensures membrane
tethering of IL-15 via the CD80 transmembrane domain, separated
by a GS linker from a human carbonic anhydrase 2 derived drug
(acetazolamide) responsive domain (mbIL15-CA2DRD). The
transgene is preceded by an immunoglobulin kappa light chain
leader sequence and is under control of a retroviral MP71 promoter
derived from a fragment of the myeloproliferative sarcoma virus U3
promoter, and the Woodchuck hepatitis virus post-transcriptional
regulatory element (WPRE; viral X-protein deleted). The vector also
contains the Moloney murine leukemia virus (MMLV) psi packaging
sequence, the MMLYV psi+ region, and is flanked by 5' and 3' long
terminal repeats (LTRs). The vector is pseudotyped with the Gibbon
ape leukemia virus (GALV) envelope glycoprotein.

The lymphocytes are mechanically isolated from resected tumour
biopsies and culture expanded using a two-step protocol consisting
of a cell expansion in medium supplemented with human AB serum,
recombinant human interleukin 2 (rhIL-2), anti-CD3 antibody
(muromonab-CD3) and anti-4-1BB antibody (urelumab). The cells
are then activated with anti-CD3 prior to transduction with the
gamma-retroviral vector. Following transduction, the cells are further
cultured in the presence of irradiated feeder cells supplemented with
human AB serum and acetazolamide. The final cell substance is
primarily comprised of CD3+ T lymphocytes (280%) predominantly of
CD8+ lineage, and 230% of cells express the IL-15 transgene. The
CD8+ T lymphocytes generally consist of 290% effector memory T
cells, <10% central memory and terminally differentiated effector
memory T cells. The T-lymphocytes demonstrate interferon gamma
(IFN-y) release modulated by acetazolamide after CD3/CD28 bead
stimulation

lymphocytes infiltrant la tumeur (TIL) autologues dérivés de tissu
tumoral de patient, tels que le mélanome ou le cancer du poumon
non a petites cellules, transduits par un vecteur gamma-rétroviral
auto-inactivant (SIN) codant une protéine de fusion composée
d'interleukine-15 (IL-15) fusionnée a la partie C-terminale du CD80
humain, qui assure la fixation membranaire de I'lL-15 via le domaine
transmembranaire du CD80, séparée par un coupleur dipeptidique
GS d'un domaine de réponse au médicament acétazolamide dérivé
de I'anhydrase carbonique 2 humaine (mbIL15-CA2DRD). Le
transgéne est précédé d'une séquence leader de chaine légere
kappa d'immunoglobuline et est sous le contréle d'un promoteur
rétroviral MP71 dérivé d'un fragment du promoteur U3 du virus du
sarcome myéloprolifératif, et de I'élément régulateur post-
transcriptionnel du virus de I'hépatite de la marmotte (WPRE;
protéine X virale supprimée). Le vecteur contient également la
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séquence d'encapsidation g du virus de la leucémie murine de
Moloney (MMLV), la région y+ du MMLYV, et est flanqué de
répétitions terminales (LTR) en 5' et en 3'. Le vecteur est pseudotypé
avec la glycoprotéine d'enveloppe du virus de la leucémie du singe
Gibbon (GALV).

Les lymphocytes sont isolés mécaniquement a partir de biopsies
tumorales réséquées et cultivés selon un protocole en deux étapes
consistant en une expansion cellulaire dans un milieu supplémenté
en sérum AB humain, interleukine 2 humaine recombinante (rhIL-2),
anticorps anti-CD3 (muromonab-CD3) et anticorps anti-4-1BB
(urélumab). Les cellules sont ensuite activées par I'anti-CD3 avant
transduction par le vecteur gamma-rétroviral. Aprés transduction, les
cellules sont a nouveau cultivées en présence de cellules
nourriciéres irradiées supplémentées en sérum AB humain et en
acétazolamide. La substance cellulaire finale est principalement
composée de lymphocytes T CD3+ (280%), majoritairement de
lignée CD8+, et 230 % des cellules expriment le transgene IL-15.
Les lymphocytes T CD8+ sont généralement constitués de 290% de
lymphocytes T effecteurs & mémoire, <10% de lymphocytes T
effecteurs a mémoire centrale et 8 mémoire terminale différenciée.
Les lymphocytes T présentent une libération d'interféron gamma
(IFN-y) modulée par I'acétazolamide apres stimulation par billes
CD3/CD28

linfocitos infiltrantes de tumor (TILs) autdlogos derivados de tejido
tumoral del paciente, como el melanoma o el cancer de pulmén no
microcitico, transducidos con un vector gamma-retroviral auto
inactivante (SIN) que codifica una proteina de fusién que consta de
interleuquina-15 (IL-15) fusionada con la parte C-terminal del CD80
humano lo que asegura el anclaje a la membrana de la IL-15 por
medio del dominio transmembrana de CD80, separado mediante un
enlazador GS del dominio de respuesta a droga (acetazolamida)
derivado de la anhidrasa carbénica 2 humana (mblL15-CA2DRD). El
transgén esta precedido por una secuencia lider de la cadena ligera
kappa de inmunoglobulina y esta bajo el control de un promotor
retroviral MP71 derivado de un fragmento del promotor U3 del virus
del sarcoma mieloproliferativo y el elemento regulador post-
transcripcional del virus de la hepatitis de la marmota (WPRE;
proteina viral X delecionada). El vector también contiene la
secuencia empaquetadora psi del virus de la leucemia murina de
Moloney (MMLYV), la region psi+ de MMLV, y esta flanqueado por
repeticiones terminales largas (LTRs) en 5'y 3'. El vector esta
seudotipado con la glicoproteina de la envuelta del virus de la
leucemia del mono Gibbon (GALV).

Los linfocitos se aislan mecanicamente de biopsias de tumor
extirpado y se expanden en cultivo usando un protocolo en dos
pasos que consiste en una expansion celular en medio
suplementado con suero AB humano, interleuquina 2 recombinante
humana (rhlL-2), anticuerpo anti-CD3 (muromonab-CD3) y
anticuerpo anti-4-1BB (urelumab). Las células se activan después
con anti-CD3 antes de la transduccién con el vector gamma-
retroviral. Tras la transduccion, las células se cultivan mas en
presencia de células alimentadoras irradiadas suplementadas con
suero AB humano y acetazolamida. La substancia celular final
consta primariamente de linfocitos T CD3+ (280%)
predominantemente del linaje CD8+, y 230% de las células expresan
el transgén de IL-15. Los linfocitos T CD8+ consisten generalmente
en 290% de células T de memoria efectoras, <10% de células T de
memoria central y de memoria efectora diferenciadas terminalmente.
Los linfocitos T muestran liberacién de interferon gamma (IFN-y)
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modulada por acetazolamida tras la estimulacion con bolas de
CD3/CD28

immunoglobulin (H-gamma1_L-kappa)_(scFvkh-G1(h-CH2-CH3)-20mer-
scFvkh), anti-[Homo sapiens CD79B (immunoglobulin-associated
coreceptor CD79 beta), anti-[Homo sapiens CD3E (CD3 epsilon, Leu-4)]
andanti-[Homo sapiens MS4A1 (membrane-spanning 4-domains subfamily
A member 1, CD20)], Homo sapiens and humanized monoclonal antibody;
trispecific, trivalent;

H-gamma1 heavy chain anti-CD79B Homo sapiens (H) (1-451) hole [VH
(Homo sapiens IGHV4-4*07 (83.5%) -(IGHD) -IGHJ3*01 (93.3%), CDR-
IMGT [8.7.15] (26-33.51-57.96-110)) (1-121) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14, 6-G1v14-67 CH2 A1.3,
A1.2, 827, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83 CH3 R115,
F116 (CH1 R120>K (218) (122-219) (hinge 1-15 (220-234), CH2
L1.3>A(238), L1.2>A (239), D27>S (269) (235-344), CH3 E12 (360), M14
(362), T22>S (370), L24>A (372), Y86>V (411), H115>R (439), Y116>F
(440) (345-449), CHS (450-451)) (122-451)],(224-220")-disulfide with L-
kappa light chain anti-CD79B Homo sapiens (L') (1'-220') [V-KAPPA (Homo
sapiens IGKV2-40*01 (89.1%) -IGKJ1*01 (100%), CDR-IMGT [12.3.9] (27'-
38'.56"'-58'.95'-103'")) (1'-113') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-220")];
scFvkh-G1(h-CH2-CH3)-20mer-scFvkh heavy chain anti-CD3E and anti-
MS4A1 (H") (1"-747") knob [scFvkh anti-CD3E humanized (1"-247")[V-
KAPPA (Homo sapiens IGKV3-11*02 (81.1%) -IGKJ4*01 (100%), CDR-
IMGT [5.3.9] (27"-31".49"-51".88"-96")) (1"-106") -20-mer
(GGSEGKSSGSGSESKSTGGS) linker (107"-126") -VH (Homo sapiens
IGHV1-46*01 (83.5%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT [8.8.14]
(152"-159".177"-184".223"-236")) (127"-247")] -G1(h-CH2-CH3) (248"-
479") [Homo sapiensIGHG1*03v, nG1m1 CH3 E12, M14, 15-G1v37 h S5,
6-G1v14-67 CH2 A1.3, A1.2, S27, 14-G1v32 CH3 W22 (knob) (hinge 1-15
C5>S(252") (248"-262"), CH2 L1.3>A (266"), L1.2>A (267"), D27>S (297")
(263"-372"), CH3 E12 (388"), M14 (390"), T22>W (398") (373"-477"), CHS
(478"-479"))] -20-mer tetrakis(tetraglycyl-seryl) linker (480"-499") -scFvkh
anti-MS4A1 humanized (500"-747") [V-KAPPA (Homo sapiens IGKV3-
11*01 (91.1%) -IGKJ4*01 (100%), CDR-IMGT [5.3.9] (526"-530".548"-
550".587"-595")) (500"-605") -20-mer (GGSEGKSSGSGSESKSTGGS)
linker (606"-625") -VH (Homo sapiens IGHV1-69*01 (88.8%) -IGHD -
IGHJ6*05 (92.3%) A127>S (746"), CDR-IMGT [8.8.15] (651"-658".676"-
683".722"-736")) (626"-747")]];

dimer (230-258":233-261")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, glycoform alfa

immunoglobuline (H-gamma1_L-kappa)_scFvkh-G1(h-CH2-CH3)-20mer-
scFvkh), anti-[Homo sapiens CD79B (CD79 béta corécepteur associé a
I'immunoglobuline), anti-[Homo sapiens CD3E (CD3 epsilon, Leu-4)] et
anti-[Homo sapiens MS4A1 (membre 1 de la sous-famille A a 4 domaines
transmembranaires, CD20)], anticorps monoclonal Homo sapiens et
humanisé; trispécifique, trivalent;

chaine lourde H-gamma1 anti-CD79B Homo sapiens (H) (1-451) hole [VH
(Homo sapiens IGHV4-4*07 (83.5%) -(IGHD) -IGHJ3*01 (93.3%), CDR-
IMGT [8.7.15] (26-33.51-57.96-110)) (1-121) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14, 6-G1v14-67 CH2 A1.3,
A1.2, 827, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83 CH3 R115,
F116 (CH1 R120>K (218) (122-219) (charniére 1-15 (220-234), CH2
L1.3>A (238), L1.2>A (239), D27>S (269) (235- 344), CH3 E12 (360), M14
(362), T22>S (370), L24>A (372), Y86>V (411), H115>R (439), Y116>F
(440) (345-449), CHS (450-451)) (122-451)], (224-220")-disulfure avec la
chaine légere L-kappa anti-CD79B Homo sapiens (L') (1'-220") [V-KAPPA
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(Homo sapiens IGKV2-40*01 (89.1%) -IGKJ1*01 (100%), CDR-IMGT
[12.3.9] (27'-38'.56"-58'.95'-103")) (1'-113") -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-220")];
chaine lourde scFvkh-G1(h-CH2-CH3)-20mer-scFvkh anti-CD3E et anti-
MS4A1(H") (1"-747") knob [scFvkh anti-CD3E humanisé (1"-247") [V-
KAPPA (Homo sapiens IGKV3-11*02 (81.1%) -IGKJ4*01 (100%), CDR-
IMGT [5.3.9] (27"-31".49"-51".88"-96")) (1"-106") -20-mer
(GGSEGKSSGSGSESKSTGGS) linker (107"-126") -VH (Homo sapiens
IGHV1-46*01 (83.5%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT [8.8.14]
(152"-159".177"-184".223"-236")) (127"-247")] -G1(h-CH2-CH3) (248"-
479") [Homo sapiens IGHG1*03v, nG1m1 CH3 E12, M14, 15-G1v37 h S5,
6-G1v14-67 CH2 A1.3, A1.2, S27, 14-G1v32 CH3 W22 (knob) (charniére 1-
15 C5>S(252") (248"-262"), CH2 L1.3>A (266"), L1.2>A (267"), D27>S
(297") (263"-372"), CH3 E12 (388"), M14 (390"), T22>W (398") (373"-
477"), CHS (478"-479"))] -20-mer tétrakis(tétraglycyl-séryl) linker (480"-
499") -scFvkh anti-MS4A1 humanisé (500"-747") [V-KAPPA (Homo
sapiens IGKV3-11*01 (91.1%) -IGKJ4*01 (100%), CDR-IMGT [5.3.9] (526"-
530".548"-550".587"-595")) (500"-605") -20-mer
(GGSEGKSSGSGSESKSTGGS) linker (606"-625") -VH (Homo sapiens
IGHV1-69*01 (88.8%) -IGHD -IGHJ6*05 (92.3%) A127>S (746"), CDR-
IMGT [8.8.15] (651"-658".676"-683".722"-736")) (626"-747")]];

dimére (230-258": 233-261")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), glycoforme alfa

inmunoglobulina (H-gamma1_L-kappa)_scFvkh-G1(h-CH2-CH3)-20mer-
scFvkh), anti-[Homo sapiens CD79B (CD79 beta correceptor associado a
la inmunoglobulina), anti-[Homo sapiens CD3E (CD3 épsilon, Leu-4)] y
anti-[Homo sapiens MS4A1 (miembro 1 de la subfamilia A con 4 dominios
transmembranarios, CD20)], anticuerpo monoclonal Homo sapiens y
humanizada; triespecifico, trivalente;

cadena pesada H-gamma1 anti-CD79B Homo sapiens (H) (1-451) hole [VH
(Homo sapiens IGHV4-4*07 (83.5%) -(IGHD) -IGHJ3*01 (93.3%), CDR-
IMGT [8.7.15] (26-33.51-57.96-110)) (1-121) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14, 6-G1v14-67 CH2 A1.3,
A1.2, 827, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83 CH3 R115,
F116 (CH1 R120>K (218) (122-219) (bisagra 1-15 (220-234), CH2 L1.3>A
(238), L1.2>A (239), D27>S (269) (235- 344), CH3 E12 (360), M14 (362),
T22>S (370), L24>A (372), Y86>V (411), H115>R (439), Y116>F (440)
(345-449), CHS (450-451)) (122-451)], (224-220")-disulfuro con la cadena
ligera L-kappa anti-CD79B Homo sapiens (L") (1'-220") [V-KAPPA (Homo
sapiens IGKV2-40*01 (89.1%) -IGKJ1*01 (100%), CDR-IMGT [12.3.9] (27'-
38'.56'-58'.95'-103")) (1'-113') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'- 220")];

cadena pesada scFvkh-G1(h-CH2-CH3)-20mer-scFvkh anti-CD3E et anti-
MS4A1(H") (1"-747") knob [scFvkh anti-CD3E humanizado (1"-247") [V-
KAPPA (Homo sapiens IGKV3-11*02 (81.1%) -IGKJ4*01 (100%), CDR-
IMGT [5.3.9] (27"-31".49"-51".88"-96")) (1"-106") -20-mer
(GGSEGKSSGSGSESKSTGGS) enlace (107"-126") -VH (Homo sapiens
IGHV1-46*01 (83.5%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT [8.8.14]
(152"-159".177"-184".223"-236")) (127"-247")] - G1(h-CH2-CH3) (248"-
479") [Homo sapiens IGHG1*03v, nG1m1 CH3 E12, M14, 15-G1v37 h S5,
6-G1v14-67 CH2 A1.3, A1.2, S27, 14-G1v32 CH3 W22 (knob) (bisagra 1-
15 C5>S(252") (248"-262"), CH2 L1.3>A (266"), L1.2>A (267"), D27>S
(297") (263"-372"), CH3 E12 (388"), M14 (390"), T22>W (398") (373"-
477"), CHS (478"-479"))] -20-mer tetrakis(tetraglicil-seril) enlace (480"-
499") -scFvkh anti-MS4A1 humanizado (500"-747") [V-KAPPA (Homo
sapiens IGKV3-11*01 (91.1%) -IGKJ4*01 (100%), CDR-IMGT [5.3.9] (526"-
530".548"-550".587"-595")) (500"-605") -20-mer
(GGSEGKSSGSGSESKSTGGS) enlace (606"-625") -VH (Homo sapiens
IGHV1-69*01 (88.8%) -IGHD -IGHJ6*05 (92.3%) A127>S (746"), CDR-
IMGT [8.8.15] (651"-658".676"-683".722"-736")) (626"-747")]];
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dimero (230-258": 233-261")-bisdisulfuro, producido en las células ovaricas
de hamster chino (CHO), forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada: H-gammal anti-CD79B (H) hole

QVQLQESGFG LVKPSETLSL TCSVSGASIS SEYWSWIRCP ADEGLEWIGR 50
ISPSGKTNYI PSLKSRIIMS LDASKNQEFSL RLNSVTAADT AMYYCARGEY 100
SGTYSYSFDV WGQGTMVTVS SASTKGPSVEF PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGIQ 20C
TYICNVNHKP SNTKVDKKVE PKSCDKTHTC PPCPAPEAAG GPSVFLFPPK 25C
PKDTLMISRT PEVTCVVVSV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLS CAVKGFYPSD TAVEWESNGG PENNYKTTPF 400
VLDSDGSFFL VSKLTVDKSR WQQGNVESCS VMHEALHNRE TQKSLSLSEG 450
K 451

Light chain / Chaine légere / Cadena ligera: L-kappa anti-CD79B (1."y

DIVMTQSPLS LSVTPGEPAS ISCRSSESLL DSEDGNTYLD WEFLQKPGQSE 50
QLLIYTLSYR ASGVPDRESG SGSDTDFTLH ISSLEAEDVG LYYCMQRMEFE 100
PLTFGQGTKV EIKRTVAAPS VFIFPPSDEC LKSGTASVVC LLNNFYPREA 150
KVOWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 20C
EVTHQGLSSP VTKSEFNRGEC 22C

Heavy chain / Chaine lourde / Cadena pesada: scFvkh-G1(h-CH2-CH3)-20mer-scFvkh
anti-CD3E and anti-MS4A1 (H") knob

EIVLTQSPAT LSASPGERVT LSCSASSSVS YMNWYQQKPG QAPRRWIYDE 50
SKLASGVPAR FSGSGSGRDY TLTISSLEPE DFAVYYCQCW SRNPPTEGGG 100
TKVEIKGGSE GKSSGSGSES KSTGGSQVQL VQSGAEVKKE GSSVKVSCKA 150
SGYTFTRSTM HWVKQAPGQG LEWIGYINPS SAYTNYNQKE QGRVTLTADK 20C
STSTAYMELS SLRSEDTAVY YCASPQVHYD YAGFPYWGQG TLVTVSSEPK 25C
SSDKTHTCPE CPAPEAAGGP SVFLFPPKPK DTLMISRTPE VICVVVSVSH 300
EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS TYRVVSVLTV LHQDWLNGKE 350
YKCKVSNKAL PAPIEKTISK AKGQPREPQV YTLPPSREEM TKNQVSLWCL 400
VKGEFYPSDIA VEWESNGQPE NNYKTTPPVL DSDGSFELYS KLTVDKSRWQ 450
QGNVFSCSVM HEALHNHYTQ KSLSLSPGKG GGGSGGGGSG GGGSGGGGSE 500
IVLTQSPATL SLSPGERATL SCRASLSVSS MHWYQQKPGQ APRLLIYATS 550
NLASGIPARF SGSGSGTDFT LTISSLEPED FAVYYCQQWI ENPPTEGGGT 600
KVEIKGGSEG KSSGSGSESK STGGSQVQLV QSGAEVKKFEG SSVKVSCKAS 650
GYTFSSYNMH WVRQAPGQGL EWMGAIYPGA GDTSYAQKEFQ GRVTITADES 700
TSTAYMELSS LRSEDTAVYY CARSNYYGSS GWYFDVWGKG TTVTIV3S 747

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104)  22-95  148-204 265-325  371-429

Intra-H" (C23-C104) 23"-87" 148"-222" 293"-353" 399"-457" 522"-586" 647"-721"
Intra-L' (C23-C104) 23'-94" 140200

Inter-H-L' (h 5-CL 126) 224-220"

Inter-H-H" (h 11, h 14)  230-258" 233-261"

Total number of disulfide bridges: 15 (12 intra-, 3 inter-).

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q> pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. S-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQIL: I'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 301, 329"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 451
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immunoglobulin G1-kappa, anti-[Homo sapiens IL1B (interleukin 1 beta,
IL-1B, 1L1F2)], monoclonal antibody;

H-gamma1 heavy chain (1-448) [VH Musmus/Homsap (Mus musculus
IGHV1-36*03 (78.6%) -(IGHD) -IGHJ2*01 (100%)/Homo sapiens IGHV1-
46*01 (74.5%) -(IGHD) -IGHJ4*01 (84.6%) L123>T (113), V124>L (114),
CDR-IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*03v (100%) G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14
(CH1 R120>K (215) (119-216), hinge 1-15 (217-231), CH2 (232-341),
CH3 E12 (357), M14 (359) (342-446), CHS (447-448)) (119-448)], (221-
213")-disulfide with L-kappa light chain (1'-213') [V-KAPPA
Musmus/Homsap (Mus musculus IGKV4-57*01 (83.2%) -IGKJ1*01
(100%)/Homo sapiens IGKV3D-11*02 (76.9%) -IGKJ4*01 (90.9%)
V124>L (103'), CDR-IMGT [5.3.9] (27'-31'.49'-51'.88'-96'")) (1'-106') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(152", V101 (190") (107'-213")]; dimer (227-227":230-230")-bisdisulfide,
produced in Chinese hamster ovary (CHO) cells, derived from the cell
line CHO-K1, lacking the glutamine synthetase (GS-KO) gene, glycoform
alfa

immunoglobuline G1-kappa, anti-[Homo sapiens IL1B (interleukine 1
béta, IL-1B, 1L1F2)], anticorps monoclonal;

chaine lourde H-gamma1 (1-448) [VH Musmus/Homsap (Mus musculus
IGHV1-36*03 (78.6%) -(IGHD) -IGHJ2*01 (100%)/Homo sapiens IGHV1-
46*01 (74.5%) -(IGHD) -IGHJ4*01 (84.6%) L123>T (113), V124>L (114),
CDR-IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*03v (100%) G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14
(CH1 R120>K (215) (119-216), charniere 1-15 (217-231), CH2 (232-
341), CH3 E12 (357), M14 (359) (342-446), CHS (447-448)) (119-448)],
(221-213")-disulfure avec la chaine légére L-kappa (1'-213') [V-KAPPA
Musmus/Homsap (Mus musculus IGKV4-57*01 (83.2%) -IGKJ1*01
(100%)/Homo sapiens IGKV3D-11*02 (76.9%) -IGKJ4*01 (90.9%)
V124>L (103'), CDR-IMGT [5.3.9] (27'-31'.49'-51'.88'-96'")) (1'-106') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(152", V101 (190") (107'-213")]; dimére (227-227":230-230")-
bisdisulfure, produit dans des cellules ovariennes de hamster chinois
(CHO), dérivant de la lignée cellulaire CHO-K1, ne présentant pas le
géne de la glutamine synthétase (GS-KO), glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens IL1B (interleukina 1
beta, IL-1B, 1L1F2)], anticuerpo monoclonal;

cadena pesada H-gamma1 (1-448) [VH Musmus/Homsap (Mus
musculus IGHV1-36*03 (78.6%) -(IGHD) -IGHJ2*01 (100%)/Homo
sapiens IGHV1-46*01 (74.5%) -(IGHD) -IGHJ4*01 (84.6%) L123>T
(113), V124>L (114), CDR-IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -
Homo sapiens IGHG1*03v (100%) G1m3>G1m17, nG1m1 CH1 K120,
CH3 E12, M14 (CH1 R120>K (215) (119-216), bisagra 1-15 (217-231),
CH2 (232-341), CH3 E12 (357), M14 (359) (342-446), CHS (447-448))
(119-448)], (221-213")-disulfuro con la cadena ligera L-kappa (1'-213') [V-
KAPPA Musmus/Homsap (Mus musculus IGKV4-57*01 (83.2%) -
IGKJ1*01 (100%)/Homo sapiens IGKV3D-11*02 (76.9%) -IGKJ4*01
(90.9%) V124>L (103'), CDR-IMGT [5.3.9] (27'-31'.49'-51'.88'-96")) (1'-
106') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (152'), V101 (190")) (107'-213")]; dimero (227-227":230-230")-
bisdisulfuro, producido en las células ovaricas de hamster chino (CHO),
linea celular derivada de CHO-K1, en ausencia del gen glutamina
sintetasa (GS-KO), forma glicosilada alfa



Recommended INN: List 95

Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVQLVQSGAE VVKPGASVKI SCKASGYLFT GYYMHWVKCA PGKGLEWIGEF 50
ISAYNGDTTY NOQKFQGKATE TVDTSTNTAY MEFNSLTSED TAVYYCSRSD 100
YYGTSDYWGQ GTTLTVSSAS TKGP3VFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 20C
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VELFPPKPKD 25C
TLMISRTPEV TCVVVDVSHE DPEVKENWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSREEMT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLLC 400
SDGSFFLYSK LTVDKSRWCQQ GNVESCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légere / Cadena ligera (L', L")

EIVLTQSPAT MSASPGERVT ISCRASSSVS YMHWFQQKEG QAPRLWIYTT 50
STLATGVPAR FSGSGSGTDY TLTISRMEPE DAATYYCQCR IIYPPTEGGG 100
TKLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNEFYF REAKVOWKVD 150
NALQSGNSQE SVTEQDSKLCS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 20C
SSPVTKSFNR GEC 213

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  262-322  368-426
22"-96" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-87 1331937
23"-87" 133™-193"
Inter-H-L (h 5-CL 126) 221-213" 221"-213"
Inter-H-H (h 11.h 14y 227-227" 230-230"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle} / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 298, 298"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping/ Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 448, 448"

angexostat 4-(3-cyano-6,6-difluoro-4,5,6,7-tetrahydro-2-benzothiophen-1-yl)-
2-hydroxybenzoic acid

angéxostat acide 4-(3-cyano-6,6-difluoro-4,5,6,7-tétrahydro-2-benzothiophén-
1-yl)-2-hydroxybenzoique

angexostat acido 4-(3-ciano-6,6-difluoro-4,5,6,7-tetrahidro-2-benzotiofen-1-il)-
2-hidroxibenzoico

Ci6H11F2NO5S
F
F CO,H
= OH
\ s
NC
apecotrep [4-(6-aminopyridazin-3-yl)piperidin-1-yl][5-(4-fluorophenoxy)-4-

methoxypyridin-2-yllmethanone
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apécotrep [4-(6-aminopyridazin-3-yl)pipéridin-1-yl][5-(4-fluorophénoxy)-4-
méthoxypyridin-2-ylJméthanone

apecotrep [4-(6-aminopiridazin-3-il)piperidin-1-il][5-(4-fluorofenoxi)-4-
metoxipiridin-2-illmetanona

C22H22FN503

arcotatug immunoglobulin G1-kappa, anti-[Homo sapiens CLDN18 (claudin
18, claudin-18, surfactant associated protein J, SFTPJ) isoform 2],
Homo sapiens monoclonal antibody;
H-gamma1 heavy chain Homo sapiens (1-452) [VH (Homo sapiens
IGHV3-23*01 (94.8%) -(IGHD) -IGHJ5*01 (100%), CDR-IMGT
[8.8.15] (26-33.51-58.97-111)) (1-122) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (219) (123-
220), hinge 1-15 (221-235), CH2 (236-345), CH3 D12 (361), L14
(363) (346-450), CHS (451-452)) (123-452)], (225-214")-disulfide
with L-kappa light chain Homo sapiens (1'-214") [V-KAPPA (Homo
sapiens IGKV1-5*03 (100%) -IGKJ2*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")];
dimer (231-231":234-234")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-K1SV lacking the
glutamine synthetase (GS-KO) gene, glycoform alfa

arcotatug immunoglobuline G1-kappa, anti-[Homo sapiens CLDN18 (claudine
18, claudine-18, protéine J associée au surfactant, SFTPJ) isoforme
2], anticorps monoclonal Homo sapiens;
chaine lourde H-gamma1 Homo sapiens (1-452) [VH (Homo
sapiens IGHV3-23*01 (94.8%) -(IGHD) -IGHJ5*01 (100%), CDR-
IMGT [8.8.15] (26-33.51-58.97-111)) (1-122) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(219) (123-220), charniére 1-15 (221-235), CH2 (236-345), CH3
D12 (361), L14 (363) (346-450), CHS (451-452)) (123-452)], (225-
214")-disulfure avec la chaine légére L-kappa Homo sapiens (1'-
214") [V-KAPPA (Homo sapiens IGKV1-5*03 (100%) -IGKJ2*01
(100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153"), V101 (191")) (108'-214")]; dimére (231-231":234-234")-
bisdisulfure, produit dans des cellules ovariennes de hamster
chinois (CHO), lignée cellulaire CHO-K1SV ne présentant pas le
géne de la glutamine synthétase (GS-KO), glycoforme alfa

arcotatug inmunoglobulina G1-kappa, anti-[Homo sapiens CLDN18 (claudina
18, claudina-18, proteina J asociada al surfactante, SFTPJ)
isoforma 2], anticuerpo monoclonal Homo sapiens;
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arcotatug tavatecan

cadena pesada H-gamma1 Homo sapiens (1-452) [VH (Homo
sapiens IGHV3-23*01 (94.8%) -(IGHD) -IGHJ5*01 (100%), CDR-
IMGT [8.8.15] (26-33.51-58.97-111)) (1-122) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(219) (123-220), bisagra 1-15 (221-235), CH2 (236-345), CH3 D12
(361), L14 (363) (346-450), CHS (451-452)) (123-452)], (225-214")-
disulfuro con la cadena ligera L-kappa Homo sapiens (1'-214") [V-
KAPPA (Homo sapiens IGKV1-503 (100%) -IGKJ2*01 (100%),
CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101
(191") (108'-214")]; dimero (231-231":234-234")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO), linea
celular CHO-K1SV en ausencia del gen de la glutamina sintetasa
(GS-KO), forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada

EVQLLDSGGG LVQPGGSLRL SCAASGFTES SYVMSWVRGA PGKGLNWVST 50
ISHSGGSTYY ADSVKGRETI SRDNSKNTLY LQMNSLRAED TAVYYCAIDA 100
PYYDILTGYR YWGQGTLVIV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLEPP 250
KPKDTLMISR TPEVTCVVVD VSHEDPEVKEF NWYVDGVEVH NAKTKPREEG 300
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 350
POVYTLPPSR DELTKNQVSL TCLVKGEYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFEF LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSEP 450
GK 452

Light chain / Chaine légére / Cadena ligera

DIQMTQSPST LSASVGDRVT ITCRASQSIS SWLAWYQQKP GKAPKLLIYK 50
ASSLESGVPS RESGSGSGTE FTLTISSLGP DDFATYYCCQ YNSYSYTEFGQ 100
GTKLEIKRTV AAPSVFIFPF SDEQLKSGTA SVVCLLNNEY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  149-205 266-326  372-430
22"-96" 149"-205" 266"-326" 372"-430"
Intra-L (C23-C104) 23'-88"  134'-194"
23M-88"  134™-194™
Inter-H-L (h 5-CL 126) 225-214" 225"-214"
Inter-H-H (h 11. h 14y 231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 302. 302"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 452, 452"

immunoglobulin G1-kappa, anti-[Homo sapiens CLDN18 (claudin 18,
claudin-18, surfactant associated protein J, SFTPJ) isoform 2], Homo
sapiens monoclonal antibody; conjugated to the the camptothecin
derivative exatecan via a linker;
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H-gamma1 heavy chain Homo sapiens (1-452) [VH
(Homo sapiens IGHV3-23*01 (94.8%) -(IGHD) -
IGHJ5*01 (100%), CDR-IMGT [8.8.15] (26-33.51-58.97-
111)) (1-122) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (219)
(123-220), hinge 1-15 (221-235), CH2 (236-345), CH3
D12 (361), L14 (363) (346-450), CHS (451-452)) (123-
452)], (225-214")-disulfide with L-kappa light chain
Homo sapiens (1'-214') [V-KAPPA (Homo sapiens
IGKV1-5*03 (100%) -IGKJ2*01 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52".89'-97")) (1'-107") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153", V101 (191")) (108'-214")]; dimer (231-231":234-
234")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-K1SV, lacking the glutamine
synthetase (GS-KO) gene; substituted at N* of the L-
asparaginyl residues 302 and 302" with two 2-
acetamido-2,6-dideoxy-6-[(5aRS,6SR,6aSR)-6-{13-
[(1'S,1°S,9S,12S,24S,27S,35'S,35°S)-1°,35°%-diethyl-
15,35°-difluoro-1°,35°%-dihydroxy-14,9,27,35%tetramethyl-
110,113,3,8,11,14,22,25,28,33,35',35"-dodecaoxo-
12,24-di(propan-2-yl)-
12,18,1°,110,113 115 352 358 35°,3510,3513,35 -
dodecahydro-1'H,1'?H,35'H,35"?H-4,15,21,32-tetraoxa-
2,7,10,13,18,23,26,29,34-nonaaza-1,35(1)-
bis(benzo[de]pyrano[3',4":6,7]indolizino[1,2-b]quinolina)-
6,30(1,4)-dibenzenapentatriacontaphane-18-
sulfonamido]-3,5,5,13-tetraoxo-2,9,12-trioxa-5A%-thia-
4,6-diazatridecan-1-yl}-5,5a,6,6a,7,8-
hexahydrocyclopropa[5,6]cycloocta[1,2-d][1,2,3]triazol-
1(4H)-yl]-B-D-galactopyranosyl-(1—4)-[6-deoxy-a-L-
galactopyranosyl-(1—6) and unsubstituted 1:9]-2-
acetamido-2-deoxy-B-D-glucopyranosyl (tavatecan)
groups

immunoglobuline G1-kappa, anti-[Homo sapiens
CLDN18 (claudine 18, claudine-18, protéine J associée
au surfactant, SFTPJ) isoforme 2], anticorps
monoclonal Homo sapiens; conjugué a I'exatécan (un
dérivé de la camptothécine) via un linker;

chaine lourde H-gamma1 Homo sapiens (1-452) [VH
(Homo sapiens IGHV3-23*01 (94.8%) -(IGHD) -
IGHJ5*01 (100%), CDR-IMGT [8.8.15] (26-33.51-58.97-
111)) (1-122) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (219)
(123-220), charniere 1-15 (221-235), CH2 (236-345),
CH3 D12 (361), L14 (363) (346-450), CHS (451-452))
(123-452)], (225-214")-disulfure avec la chaine légére L-
kappa Homo sapiens (1'-214") [V-KAPPA (Homo
sapiens IGKV1-5*03 (100%) -IGKJ2*01 (100%), CDR-
IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153'), V101 (191")) (108'-214")]; dimére (231-
231":234-234")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), lignée cellulaire
CHO-K18V, ne présentant pas le géne de la glutamine
synthétase (GS-KO); substitué en N* des résidus
L-asparaginyle 302 et 302" avec deux groupes
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2-acétamido-2,6-didésoxy-6-[(5aRS,6SR,6aSR)-6-{13-
[(1'S,1°S,9S,12S,24S,27S,35'S,35°S)-1°,35°%-diéthyl-
1%,355-difluoro-1°,35°%-dihydroxy-14,9,27,35%tétraméthyl-
110,113,3,8,11,14,22,25,28,33,35',35"-dodécaoxo-
12,24-di(propan-2-yl)-
12,13,19,110,113 115,352,353 35°,350,353,35°-
dodécahydro-1'H,1'?H,35'H,35"?H-4,15,21,32-tétraoxa-
2,7,10,13,18,23,26,29,34-nonaaza-1,35(1)-
bis(benzo[de]pyrano[3',4":6,7]indolizino[1,2-
b]quinoléina)-6,30(1,4)-dibenzénapentatriacontaphane-
18-sulfonamido]-3,5,5,13-tétraoxo-2,9,12-trioxa-5A°-thia-
4,6-diazatridécan-1-yl}-5,5a,6,6a,7,8-
hexahydrocyclopropa[5,6]cycloocta[1,2-d][1,2,3]triazol-
1(4H)-yl]-B-D-galactopyranosyl-(1—4)-[6-désoxy-a-L-
galactopyranosyl-(1—6) et non substitué 1:9]-2-
acétamido-2-désoxy-B-D-glucopyranosyle (tavatécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens
CLDN18 (claudina 18, claudina-18, proteina J asociada
al surfactante, SFTPJ) isoforma 2], anticuerpo
monoclonal Homo sapiens; conjugado con exatecan (un
derivado de camptotecina) a través de un enlace;
cadena pesada H-gamma1 Homo sapiens (1-452) [VH
(Homo sapiens IGHV3-23*01 (94.8%) -(IGHD) -
IGHJ5*01 (100%), CDR-IMGT [8.8.15] (26-33.51-58.97-
111)) (1-122) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (219)
(123-220), bisagra 1-15 (221-235), CH2 (236-345), CH3
D12 (361), L14 (363) (346-450), CHS (451-452)) (123-
452)], (225-214")-disulfuro con la cadena ligera L-kappa
Homo sapiens (1'-214") [V-KAPPA (Homo sapiens
IGKV1-5*03 (100%) -IGKJ2*01 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52"'.89'-97")) (1'-107") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153'), V101 (191")) (108'-214")]; dimero (231-231":234-
234")-bisdisulfuro, producido en las células ovaricas de
hamster chino (CHO), linea celular CHO-K1SV, en
ausencia del gen de la glutamina sintetasa (GS-KO);
substituido en N* de los residuos L-asparaginilo 302 y
302" con dos grupos 2-acetamido-2,6-didesoxi-6-
[(5aRS,6SR,6aSR)-6-{13-
[(1'S,1°S,95,12S,24S,27S,35'S,35°S)-1°,35°-dietil-
15,35°-difluoro-1°,35°%-dihidroxi-14,9,27,35%tetrametil-
110,113,3,8,11,14,22,25,28,33,35'°,35'3-dodecaoxo-
12,24-di(propan-2-il)-
12’13119,110‘113‘115,352‘353‘35913510’351313515_
dodecahidro-1'H,1'?H,35"'H,35"?H-4,15,21,32-tetraoxa-
2,7,10,13,18,23,26,29,34-nonaaza-1,35(1)-
bis(benzo[de]pirano[3',4":6,7]indolizino[1,2-
b]quinoleina)-6,30(1,4)-dibencenapentatriacontafano-
18-sulfonamido]-3,5,5,13-tetraoxo-2,9,12-trioxa-5A°-tia-
4,6-diazatridecan-1-il}-5,5a,6,6a,7,8-
hexahidrociclopropal5,6]cicloocta[1,2-d][1,2,3]triazol-
1(4H)-il]-B-D-galactopiranosil-(1—4)-[6-desoxi-a-L-
galactopiranosil-(1—6) y no sustituido 1:9]-2-acetamido-
2-desoxi-B-D-glucopiranosilo (tavatecan)
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Heavy chain / Chaine lourde / Cadena pesada

EVQLLDSGGG LVQPGGSLRL SCAASGFTES SYVMSWVRQA PGKGLNWVST 50
ISHSGGSTYY ADSVKGRETI SRDNSKNTLY LOMNSLRAED TAVYYCAIDA 10C
PYYDILTGYR YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 15C
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLEPE 250
KPKDTLMISR TPEVTCVVVL VSHEDPEVKE NWYVDGVEVH NAKTKPREEQ 300
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 350
POQVYTLPPSR DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFE LYSKLTVDKS RWQQGNVESC SVMHEALHNH YTQKSLSLSP 450
GK 452

Light chain / Chaine légére / Cadena ligera

DIQMTQSPST LSASVGDRVT ITCRASQSIS SWLAWYQQKP GKAPKLLIYK 50
ASSLESGVPS RFSGSGSGTE FTLTISSLQP DDFATYYCQC YNSYSYTEGQ 10C
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEFY PREAKVOWKV 15C
DNALQSGNSC ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 149-205  266-326  372-430
22"-96" 149"-205" 266"-326" 372"-430"
Intra-L (C23-C104) 23'-88'  134-194
23™M-88™ 134™-194™
Inter-H-L (h 5-CL 126} 225-214' 225"-214™
Inter-H-H (h 11.h 14y 231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 302, 302"

Partially fucosylated disaccharides conjugated to two exatecan molecules each /
Disaccharides partiellement fucosylés. conjugués chacun a deux molécules d'exatécan /
Disacaridos parcialmente fucosilados conjugados con dos moléculas de exatecan cada uno.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2:452, 452"

Modified residues / Résidus modifiés / Restos modificados
N (302, 302")
(tavatecan/mAb ~ 2:1)
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immunoglobulin G1-kappa, anti-[Homo sapiens POMC
(proopiomelanocortin, pro-opiomelanocortin, adrenocorticotropic
hormone (ACTH)], humanized monoclonal antibody;

H-gamma1 heavy chain humanized (1-445) [VH (Homo sapiens
IGHV3-66*01 (83.8%) -(IGHD) -IGHJ1*01 (100%), CDR-IMGT
[9.8.7] (26-34.52-59.98-104)) (1-115) -Homo sapiens
IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14,
8-G1v29 CH2 A84.4(CH1 R120>K(212) (116-213),hinge 1-15
(214-228), CH2 N84.4>A (295) (229-338), CH3 E12 (354), M14
(356) (339-443), CHS (444-445)) (116-445)], (218-217")-
disulfide with L-kappa light chain humanized (1'-217') [V-KAPPA
(Homo sapiens IGKV1-5*01 (92.3%) -IGKJ4*01 (100%), CDR-
IMGT [6.3.12] (27'-32'.50'-52'.89'-100")) (1'-110") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (156'),
V101 (194")) (111'-217")]; dimer (224-224": 227-227")-
bisdisulfide, produced in Chinese hamster ovary (CHO) cells,
cell line CHO-DG44, non-glycosylated

immunoglobuline G1-kappa, anti-[Homo sapiens POMC
(proopiomélanocortine, pro-opiomélanocortine, hormone
adrénocorticotrope, ACTH)], anticorps monoclonal humanisé;
chaine lourde H-gamma1 humanisée (1-445) [VH (Homo
sapiens IGHV3-66*01 (83.8%) -(IGHD) -IGHJ1*01 (100%),
CDR-IMGT [9.8.7] (26-34.52-59.98-104)) (1-115) -Homo
sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3
E12, M14, 8-G1v29 CH2 A84.4 (CH1 R120>K (212) (116-213),
charniére 1-15 (214-228), CH2 N84.4>A (295) (229-338), CH3
E12 (354), M14 (356) (339-443), CHS (444-445)) (116-445)],
(218-217")-disulfure avec la chaine légére L-kappa humanisée
(1-217") [V-KAPPA (Homo sapiens IGKV1-5*01 (92.3%) -
IGKJ4*01 (100%), CDR-IMGT [6.3.12] (27'-32'.50'-52'.89'-100'))
(1-110") -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (156'), V101 (194")) (111'-217")]; dimere (224-
224" 227-227")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), lignée cellulaire CHO-
DG44, non-glycosylé

inmunoglobulina G1-kappa, anti-[Homo sapiens POMC
(proopiomelanocortina, pro-opiomelanocortina, hormona
adrenocorticotropa, ACTH)], anticuerpo monoclonal
humanizado;

cadena pesada H-gamma1 humanizada (1-445) [VH (Homo
sapiens IGHV3-66*01 (83.8%) -(IGHD) -IGHJ1*01 (100%),
CDR-IMGT [9.8.7] (26-34.52-59.98-104)) (1-115) -Homo
sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3
E12, M14, 8-G1v29 CH2 A84.4 (CH1 R120>K (212) (116-213),
bisagra 1-15 (214-228), CH2 N84.4>A (295) (229-338), CH3
E12 (354), M14 (356) (339-443), CHS (444-445)) (116-445)],
(218-217")-disulfuro con la cadena ligera L-kappa humanizada
(1'-217") [V-KAPPA (Homo sapiens IGKV1-5*01 (92.3%) -
IGKJ4*01 (100%), CDR-IMGT [6.3.12] (27'-32'.50'-52"'.89'-100'))
(1'-110") -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (156'), V101 (194")) (111'-217")]; dimero (224-
224" 227-227")-bisdisulfuro, producido en las células ovaricas
de hamster chino (CHO), linea celular CHO-DG44, no
glicosilado
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Heavy chain / Chaine lourde / Cadena pesada (H, H")

EVQLVESGGG LVQPGGSLRL SCAASGFTVS SGYDICWVRQ APGKGLEWIG 50
CIDTGSGNTY YASSAKGRFT MSRDNSKNTV YLQMNSLRAE DTAVYYCAKG 100
ISSIWGQGTL VTVSSASTKG PSVFPLAPSS KSTSGGTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS LGTQTYICNV 200
NHKPSNTKVD KKVEPKSCDK THTCPPCPAP ELLGGPSVFL FPPKPKDTLM 250
ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR EEQYASTYRV 300
VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ PREPQVYTLP 350
PSREEMTKNQ VSLTCLVKGF YPSDIAVEWE SNGQPENNYK TTPPVLDSDG 400
SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS LSPGK 445

Light chain / Chaine 1égéere / Cadena ligera (L', L")

DIQMTQSPST LSASVGDRVT ITCQASQTIS SDLAWYQQKP GKAPKLLIYA 50
ASKLTSGVPS RFSGSGSGTE FTLTISSLQP DDFATYYCQT YYDIIDDGAT 100
FGGGTKVEIK RTVAAPSVFI FPPSDEQLKS GTASVVCLLN NFYPREAKVQ 150
WKVDNALQSG NSQESVTEQD SKDSTYSLSS TLTLSKADYE KHKVYACEVT 200
HQGLSSPVTK SFNRGEC 217

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-97  142-198  259-319  365-423
22"-97" 142"-198" 259"-319" 365"-423"
Intra-VH (C40-C55)* 36-51
36"-51"
Intra-L (C23-C104) 23'-88'  137'-197'
23m.88"™ 137M_197"
Inter-H-L (h 5-CL 126) 218-217" 218"-217"
Inter-H-H (h 11, h 14)  224-224" 227-227"
* Additional disulfide bridge

No N-glycosylation sites / pas de sites de N-glycosylation / ninguim posicion de N-glycosilacion
H CH2 N84.4>A (8-G1v29): 295, 295"

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 445, 445"

(4'R,12'aS)-N-[(2,4-difluorophenyl)methyl]-7'-hydroxy-4'-methyl-6',8'-
dioxo-6',8',12',12'a-tetrahydro-2'H,4'H-spiro[cyclopropane-1,3'-
pyrido[1',2":4,5]pyrazino[2,1-b][1,3]oxazine]-9'-carboxamide

(4'R,12'aS)-N-[(2,4-difluorophényl)méthyl]-7'-hydroxy-4'-méthyl-6',8'-
dioxo-6',8',12',12'a-tétrahydro-2'H,4'H-spiro[cyclopropane-1,3'-
pyrido[1',2":4,5]pyrazino[2,1-b][1,3]oxazine]-9'-carboxamide

(4'R,12'aS)-N-[(2,4-difluorofenil)metil]-7'-hidroxi-4'-metil-6',8'-dioxo-
6',8',12',12'a-tetrahidro-2'H,4'H-espiro[ciclopropano-1,3'-
pirido[1',2":4,5]pirazino[2,1-b][1,3]oxazina]-9'-carboxamida

CZZH21 F2N305
H CH,

OH O
F \(;g\i/\%‘\N
N N\)\
\ O
H
F O

autologous CD34+ hematopoietic stem cells obtained by apheresis,
electroporated with a multi-component CRISPR/Cas9 (clustered
regularly interspaced short palindromic repeats/CRISPR-associated
protein 9)-guide RNA (gRNA) transformer base editor nucleoprotein
complex that targets the promoter regions of the two y-globin genes
(HBG1 and HBG2) to disrupt binding of the transcriptional repressor
BCL11A (B-cell ymphoma/leukemia 11A), leading to the re-
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expression of y-globin and increased production of foetal
haemoglobin (HbF).

The transformer base editing system comprises two mRNAs and
two single guide RNAs. The first mMRNA (mRNA-L) encodes an
impaired form of the Streptococcus pyogenes clustered regularly
interspaced short palindromic repeats (CRISPR) associated protein
9 and is referred to as Cas9 nickase D10A.

The second MRNA (mRNA-EK) encodes three independent
proteins, separated by 2A peptides; the first protein (MCP-UGI-
mA3CDA1-mA3dCDI), is a fusion protein comprising (5' to 3') an
RNA aptamer binding protein [bacteriophage MS2 coat protein
(MCP)], a uracil DNA glycosylase inhibitor (UGI), the mouse
apolipoprotein B mRNA-editing complex 3 (APOBEC3, mA3)
cytidine deaminase domain 1 (mMA3CDA1), a tobacco etch virus
(TEV) protease cleavage site, and the mouse APOBEC3
deoxycytidine deaminase inhibitor domain (dCDI) (mA3dCDI). The
second protein (N22p-TEVc) contains an RNA aptamer binding
protein (bacteriophage N peptide 1-22) fused with the C-terminal
fragment of the tobacco etch virus protease (TEVc). The third
protein (TEVn) comprises the N-terminal fragment of the TEV
protease.

The first single guide RNA is a helper gRNA (hsgRNA) that guides
nCas9 to the first target site and contains an MS2 hairpin to recruit
the MCP-UGI-mA3CDA1-mA3dCDlI fusion protein. The second
sgRNA is a modifying gRNA (msgRNA) that guides a second nCas9
to the gene editing target site and contains box B hairpins to recruit
the N22p-TEVc protein. When the two guide RNAs bind on-target,
the two halves of the TEV protease (TEVn and TEVc) reconstitute,
and the protease can cleave off the deoxycytidine deaminase
inhibitor (MA3dCDI) from the mRNA editing cytidine deaminase
domaine 1 (MA3CDAM1) to edit the transcriptional repressor BCL11A
binding domain of the y-globin promoter regions.

The apheresis material is enriched in CD34+ cells using
immunomagnetic microbeads, gene-edited and then cultured in the
presence of thrombopoietin (TPO), stem cell factor (SCF) and Fms-
like tyrosine kinase 3 ligand (Flt-3L). The final substance contains
290% CD34+ cells and has a target gene editing efficiency of 230%

cellules souches hématopoiétiques CD34+ autologues obtenues
par aphérese, électroporées avec un complexe nucléoprotéique
multicomposant CRISPR/Cas9 (courtes répétitions palindromiques
groupées et régulierement espacées/protéine 9 associée a
CRISPR)-ARN guide (ARNg) qui cible les régions promotrices des
deux génes de la y-globine (HBG1 et HBG2) pour perturber la
liaison du répresseur transcriptionnel BCL11A (lymphome/leucémie
a cellules B 11A), entrainant la réexpression de la y-globine et une
production accrue d'hémoglobine foetale (HbF).

Le systéme d'édition de bases transformatrices comprend deux
ARNm et deux ARN guides simples. Le premier ARNm (ARNm-L)
code une forme altérée de la protéine 9 associée aux répétitions
palindromiques courtes groupées et régulierement espacées de
Streptococcus pyogenes (CRISPR) et est appelé Cas9 nickase
D10A.

Le deuxiéme ARNm (ARNm-EK) code trois protéines
indépendantes, séparées par des peptides 2A; la premiere protéine
(MCP-UGI-mA3CDA1-mA3dCDI) est une protéine de fusion
comprenant (5' a 3') une protéine de liaison a I'aptamére d'ARN
[protéine d'enveloppe du bactériophage MS2 (MCP)], un inhibiteur
de l'uracile ADN glycosylase (UGI), le domaine cytidine désaminase
1 de I'apolipoprotéine B éditrice d'ARNm de souris, complexe 3
(APOBEC3, mA3) (mA3CDA1), un site de clivage de la protéase du
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virus de la gravure du tabac (TEV), et le domaine inhibiteur de la
désoxycytidine désaminase APOBEC3 de souris (dCDI)
(mA3dCDl). La deuxieme protéine (N22p-TEVc) contient une
protéine de liaison a lI'aptamere d'ARN (peptide N 1-22 du
bactériophage) fusionnée au fragment C-terminal de la protéase du
virus de la gravure du tabac (TEVc). La troisiéme protéine
comprend le fragment N-terminal de la protéase du TEV (TEVn).
Le premier ARN guide unique est un ARNg auxiliaire (ARNghs) qui
guide nCas9 vers le premier site cible et contient une épingle a
cheveux MS2 pour recruter la protéine de fusion MCP-UGI-
mA3CDA1-mA3dCDI. Le deuxieme ARNg est un ARNg
modificateur (ARNgms) qui guide un deuxiéme nCas9 vers le site
cible de I'édition génique et contient des épingles a cheveux de la
boite B pour recruter la protéine N22p-TEVc. Lorsque les deux ARN
guides se lient a la cible, les deux moitiés de la protéase TEV
(TEVn et TEVc) se reconstituent, et la protéase peut cliver
I'inhibiteur de la désoxycytidine désaminase (mA3dCDI) du
domaine 1 de la cytidine désaminase d'édition de 'TARNm
(mA3CDA1) pour éditer le domaine de liaison du répresseur
transcriptionnel BCL11A des régions promotrices de la y-globine.
Le matériel d'aphérese est enrichi en cellules CD34+ a l'aide de
microbilles immunomagnétiques, puis modifié génétiquement, puis
cultivé en présence de thrombopoiétine (TPO), de facteur de
cellules souches (FSC) et de ligand de la tyrosine kinase 3 de type
Fms (FIt-3L). La substance finale contient 290% de cellules CD34+
et présente une efficacité d'édition du géne cible 230%

células madre hematopoyéticas CD34+ autologas, obtenidas por
aféresis, electroporadas con un complejo de nucleoproteina multi
componente de CRISPR/Cas 9 (repeticiones palindrémicas
agrupadas y espaciadas regularmente/proteina asociada a CRISPR
9)-ARN guia (ARNg) editor de base transformador dirigido a las
regiones promotoras de los dos genes de la y-globina (HBG1 y
HBG2) para romper la union del represor transcripcional BCL11A
(linfoma/leucemia de células B 11A), lo que conduce a la re-
expresion de y-globina y al incremento en la produccién de
hemoglobina fetal (HbF).

El sistema de edicidn de base transformador contiene dos ARNm y
dos ARN de guia unico. El primer ARNm (ARNm-L) codifica una
forma dafiada de la proteina asociada a repeticiones palindromicas
agrupadas y espaciadas regularmente (CRISPR) 9 de
Streptococcus pyogenes y se denomina nicasa Cas9 D10A.

El segundo ARNm (ARNm-EK) codifica tres proteinas
independientes, separadas por péptidos 2A,; la primera proteina
(MCP-UGI-mA3CDA1-mA3dCDI), es una proteina de fusiéon que
contiene (de 5' a 3') una proteina de unién a aptamero de ARN
[proteina de la cubierta del bacteriéfago MS2 (MCP)], un inhibidor
de la uracilo ADN glicosilasa (UGI), el dominio citidina desaminasa
1 de la apolipoproteina B editora de ARNm de ratén, complejo 3
(APOBEC3, mA3) (mA3CDA1), un sitio de rotura por proteasa del
virus del grabado del tabaco (TEV) y el domino inhibidor de
desoxicitidina desaminasa (dCDI) de APOBEC3 de raton
(mA3dCDI). La segunda proteina (N22p-TEVc) contiene una
proteina de union a aptamero de ARN (péptido 1-22 del
bacteriéfago N) fusionada con el fragmento C-terminal de la
proteasa del virus del grabado del tabaco (TEVc). La tercera
proteina (TEVn) contiene el fragmento N-terminal de la proteasa de
TEV.

El primer ARN de guia unico es un ARNg colaborador (ARNghs)
que guia a la nCas9 al primer sitio diana y contiene una horquilla
MS2 para reclutar a la proteina de fusion MCP-UGI-mA3CDA1-
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axareotide

axaréotide

axareotida

berobenatide

bérobénatide

mA3dCDI. El segundo ARNsg es un ARNg modificante (ARNgms)
que guia a una segunda nCas9 al sitio diana de la edicién génica y
contiene horquillas de caja B para reclutar a la proteina N22p-
TEVc. Cuando los dos ARN guia se unen a la diana, las dos
mitades de la proteasa TEV (TEVn y TEVc) se reconstituyen, y la
proteasa puede separar el inhibidor de la desoxicitidina desaminasa
(mA3dCDI) del dominio citidina desaminasa 1 editor de ARNm
(mA3CDA1) para editar el dominio de union del represor
transcripcional BCL11A de las regiones promotoras de la y-globina.
El material de aféresis se enriquece en células CD34+ usando
microbolas inmunomagnéticas, se sometié a edicién génica y
después se cultivo en presencia de trombopoyetina (TPO), factor
de células madre (SCF) y ligando de tirosina quinasa 3 similar a
Fms (FIt-3L). La substancia final contiene 290% de células CD34+
y tiene una eficiencia de edicion del gen diana de 230%

S2,S7-cyclo(4-chloro-L-phenylalanyl-D-cysteinyl-L-tyrosyl-4-
carbamoyl-D-phenylalanyl-N5-methyl-L-lysyl-L-threonyl-L-cysteinyl-D-
tyrosinamide)

S2,S7-cyclo(4-chloro-L-phénylalanyl-D-cystéinyl-L-tyrosyl-4-
carbamoyl-D-phénylalanyl-N5-méthyl-L-lysyl-L-thréonyl-L-cystéinyl-D-
tyrosinamide)

S2,S’-ciclo(4-cloro-L-fenilalanil-D-cisteinil-L-tirosil-4-carbamoil-D-
fenilalanil-Né-metil-L-lisil-L-treonil-L-cisteinil-D-tirosinamida)

Cs4HesCIN11012S>

Cl H,N-CO CHj,
4 | 4| | e
H-Phe-D-Cys-Tyr-D-Phe-Lys-Thr-Cys-D-Tyr-NH»
s| s|

[H'>F, G>>2-MeAla, L'>V, M">L, E'">K, A"®>R, L?'>E, N®>Q,
A%®>K, S¥(NH,)>G]exendin 4 [Heloderma suspectum (Gila
monster lizard)]-yl-L-lysyl-N®-[N-(19-carboxynonadecanoyl)-L-y-
glutamyl]-L-lysine;
L-phenylalanyl-2-methylalanyl-L-a-glutamylglycyl-L-threonyl-L-
phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-lysyl-L-
glutaminyl-L-leucyl-L-a-glutamyl-L-a-glutamyl-L-lysyl-L-arginyl-L-
valyl-L-arginyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-a-glutamyl-
L-tryptophyl-L-leucyl-L-lysyl-L-glutaminylglycylglycyl-L-prolyl-L-seryl-
L-serylglycyl-L-lysyl-L-prolyl-L-prolyl-L-prolylglycyl-L-lysyl-N5-[N-(19-
carboxynonadecanoyl)-L-y-glutamyl]-L-lysine

[H'>F, G®>2-MéAla, L'>V, M™>L, E7>K, A"®>R, L2'>E, N®>Q,
A%>K, S¥(NH,)>G]exendin 4 [Heloderma suspectum (lézard
monstre de Gila)]-yl-L-lysyl-N5-[N-(19-carboxynonadécanoyl)-L-y-
glutamyl]-L-lysine;
L-phénylalanyl-2-méthylalanyl-L-a-glutamylglycyl-L-thréonyl-L-
phénylalanyl-L-thréonyl-L-séryl-L-a-aspartyl-L-valyl-L-séryl-L-lysyl-L-
glutaminyl-L-leucyl-L-a-glutamyl-L-a-glutamyl-L-lysyl-L-arginyl-L-
valyl-L-arginyl-L-a-glutamyl-L-phénylalanyl-L-isoleucyl-L-a-glutamyl-
L-tryptophyl-L-leucyl-L-lysyl-L-glutaminylglycylglycyl-L-prolyl-L-séryl-
L-sérylglycyl-L-lysyl-L-prolyl-L-prolyl-L-prolylglycyl-L-lysyl-N5-[N-(19-
carboxynonadécanoyl)-L-y-glutamyl]-L-lysine
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berobenatida [H'>F, G?>2-MeAla, L'>V, M'>L, E>K, AR, L2'>E, N®>Q,
A%®>K, S¥(NH,)>G]exendina 4 [Heloderma suspectum (lagarto
monstruo de Gila)]-il-L-lisil-N°-[N-(19-carboxinonadecanoil)-L-y-
glutamil]-L-lisina;
L-fenilalanil-2-metilalanil-L-a-glutamilglicil-L-treonil-L-fenilalanil-L-
treonil-L-seril-L-a-aspartil-L-valil-L-seril-L-lisil-L-glutaminil-L-leucil-L-
a-glutamil-L-a-glutamil-L-lisil-L-arginil-L-valil-L-arginil-L-a-glutamil-L-
fenilalanil-L-isoleucil-L-a-glutamil-L-triptofil-L-leucil-L-lisil-L-
glutaminilglicilglicil-L-prolil-L-seril-L-serilglicil-L-lisil-L-prolil-L-prolil-L-
prolilglicil-L-lisil-N®-[N-(19-carboxinonadecanoil)-L-y-glutamil]-L-
lisina

C232H369N57()88
FAEGTFTSDV SKQLEEKRVR EFIEWLKQGG PSSGKPPPGK K 41

Aminoacyl replacements / Remplacements d'aminoacyles / reemplazos de aminoacilos
H'>E, G?>2-MeAla, L'%>V, M™>L, E''>K, AT%R, L¥'>E, N*®>Q, A®>K, S*(NH2)>G

Modified residues / Résidus modifiés / Restos modificados

O
HsC CHs H
HNT COH ) N > o
HO,C H o
AQ) HaN COH

2-methyl-Ala, Aib K 41)

aminoisobutyric acid NB-(HO,C-[CH,]5-CO-L-y-Glu)-L-Lys
bexobrutideg (2°R)-N°6)-[(3S)-2,6-dioxopiperidin-3-yl]-13-methyl-12-oxo-4-aza-

3(2,6)-pyrazina-9(3)-pyridina-2(3,1),6,8(4,1)-tripiperidina-1(1)-
imidazolidina-5(1,4)-benzenanonaphane-3°,98-dicarboxamide

béxobrutideg (2°R)-N°6)-[(3S)-2,6-dioxopipéridin-3-yl]-13-méthyl-12-oxo-4-aza-
3(2,6)-pyrazina-9(3)-pyridina-2(3,1),6,8(4,1)-tripipéridina-1(1)-
imidazolidina-5(1,4)-benzénanonaphane-3°,95-dicarboxamide

bexobrutideg (2°R)-N°6)-[(3S)-2,6-dioxopiperidin-3-il]-13-metil-12-oxo0-4-aza-
3(2,6)-pirazina-9(3)-piridina-2(3,1),6,8(4,1)-tripiperidina-1(1)-
imidazolidina-5(1,4)-bencenanonafano-3°,9%-dicarboxamida
C42H54N1205
N

5 | N o e} NH

CH o
N\)\N HNij\l/ ’

blovacitinib N-(5-{2-[(1S)-2,2-difluorocyclopropane-1-carbonyl]-2-
azaspiro[3.5]nonan-7-yl}[1,2,4]triazolo[1,5-a]pyridin-2-
yl)cyclopropanecarboxamide
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blovacitinib N-(5-{2-[(1S)-2,2-difluorocyclopropane-1-carbonyl]-2-
azaspiro[3.5]nonan-7-yl}[1,2,4]triazolo[1,5-a]pyridin-2-
yl)cyclopropanecarboxamide

blovacitinib N-(5-{2-[(1S)-2,2-difluorociclopropano-1-carbonil]-2-
azaespiro[3.5]nonan-7-il}[1,2,4]triazolo[1,5-a]piridin-2-
il)ciclopropanocarboxamida

CZZHZSFZNSOZ

_-H
F
F o
brelovitug immunoglobulin G1-kappa, anti-[hepatitis B virus (HBV) surface

antigen (HbsAg, surface envelope protein) antigenic loop
(determinant 'a’), present in the three HBsAg isoforms (large
LHB, medium MHB and small SHB)], Homo sapiens monoclonal
antibody;

H-gamma1 heavy chain Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (93.8%),
CDR-IMGT [8.8.18] (26-33.51-58.97-114)) (1-125) -Homo
sapiens IGHG1*03 (100%) G1m3, nG1m1 CH1 R120, CH3
E12, M14 (CH1 R120 (222) (126-223), hinge 1-15 (224-238),
CH2 (239-348), CH3 E12 (364), M14 (366) (349-453), CHS
(454-455)) (126-455)], (228-213')-disulfide with L-lambda2 light
chain Homo sapiens (1'-214') [V-LAMBDA (Homo sapiens
IGLV3-21*02 (92.5%) -IGLJ2*01 (100%), CDR-IMGT [6.3.11]
(26'-31'.49'-51'.88'-98")) (1'-108') -Homo sapiens IGLC2*01
(99.1%) S1.5 (C-LAMBDA2 G1.5>S (109'")) (109'-214")]; dimer
(234-234":237-237")-bisdisulfide, produced in Chinese hamster
ovary (CHO) cells, cell line CHO-K1SV, lacking the glutamine
synthetase (GS-KO) gene, glycoform alfa

brélovitug immunoglobuline G1-kappa, anti-[boucle antigénique
(déterminant ‘a') de I'antigéne de surface du virus de I'hépatite B
(HBV) (HBsAg, protéine d'enveloppe de surface), présente dans
les trois isoformes HbsAg (‘large’ LHB, ‘medium' MHB et ‘small’
SHB)], anticorps monoclonal Homo sapiens;
chaine lourde H-gamma1 Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (93.8%),
CDR-IMGT [8.8.18] (26-33.51-58.97-114)) (1-125) -Homo
sapiens IGHG1*03 (100%) G1m3, nG1m1 CH1 R120, CH3
E12, M14 (CH1 R120 (222) (126-223), charniere 1-15 (224-
238), CH2 (239-348), CH3 E12 (364), M14 (366) (349-453),
CHS (454-455)) (126-455)], (228-213")-disulfure avec la chaine
légere L-lambda2 Homo sapiens (1'-214') [V-LAMBDA (Homo
sapiens IGLV3-21*02 (92.5%) -IGLJ2*01 (100%), CDR-IMGT
[6.3.11] (26'-31'.49'-51'.88'-98'")) (1'-108') -Homo sapiens
IGLC2*01 (99.1%) S1.5 (C-LAMBDA2 G1.5>S (109")) (109'-
214")]; dimére (234-234":237-237")-bisdisulfure, produit dans
des cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1SV, ne présentant pas le géne de la
glutamine synthétase (GS-KO), glycoforme alfa



brelovitug

buprenorphine caproate
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inmunoglobulina G1-kappa, anti-[bucle antigénico (determinante
'a") del antigeno de superficie del virus de la hepatitis B (HBV)
(HbsAg, proteina de la envoltura superficial), presente en las
tres isoformas del HBsAg ('large' LHB, 'medium' MHB et 'small'
SHB)], anticuerpo monoclonal Homo sapiens;

cadena pesada H-gamma1 Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (93.8%),
CDR-IMGT [8.8.18] (26-33.51-58.97-114)) (1-125) -Homo
sapiens IGHG1*03 (100%) G1m3, nG1m1 CH1 R120, CH3
E12, M14 (CH1 R120 (222) (126-223), bisagra 1-15 (224-238),
CH2 (239-348), CH3 E12 (364), M14 (366) (349-453), CHS
(454-455)) (126-455)], (228-213")-disulfuro con la cadena ligera
L-lambda2 Homo sapiens (1'-214') [V-LAMBDA (Homo sapiens
IGLV3-21*02 (92.5%) -IGLJ2*01 (100%), CDR-IMGT [6.3.11]
(26'-31'.49'-51'.88'-98")) (1'-108') -Homo sapiens IGLC2*01
(99.1%) S1.5 (C-LAMBDA2 G1.5>S (109")) (109'-214")]; dimero
(234-234":237-237")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), linea celular CHO-K1SV, en
ausencia del gen de la glutamina sintetasa (GS-KO), forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H")

EMQVLESGGG LVQPGGSLRL SCAASGFTFD NYAMSWVRQV PGKGLEWVSS 50
ISGSGGSTYY ADSVKGQETI SRDNSKNTLY LOMNSLRAED TAVYYCAKSS 100
ILSGGHARVY GIDVWGQGTIT VTVSSASTKG PSVFPLAPSS KSTSGGTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTEFPA VLQSSGLYSL SSVVTVPSSS 20C
LGTQTYICNV NHKPSNTKVL KRVEPKSCDK THTCPPCPAP ELLGGPSVFEFL 25C
FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR 300
EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKCGQ 350
PREPQVYTLP PSREEMTKNQ VSLTCLVKGEF YPSDIAVEWE SNGQPENNYK 400
TTPPVLDSDG SEFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLSE 450
LSPGK 455

Light chain / Chaine légére / Cadena ligera (L', L™}

QSALTQPPSV SVAPGQTARI TCGGNNIGSQ SVHWYQQKPG QAPILVVYLD 50
TDRPSGIPAR FSGSSSGSTA TLTIGRVEAG DEADYYCQVW DSSSDHVVEG 100
GGTKLTVLSQ PKAAPSVTILEF PPSSEELQAN KATLVCLISD FYPGAVIVAW 150
KADSSPVKAG VETTTPSKQS NNKYAASSYL SLTPEQWKSH RSYSCQVTHE 20C
GSTVEKTVAP TECS 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  152-208  269-329  375-433
22"-96" 152"-208" 269"-329" 375"-433"
Intra-L (C23-C104) 22'-87" 136'-195°
22"-87"  136™-195"
Inter-H-L (h 5-CL 126) 228-213" 228"-213"
Inter-H-H (h 11. h 14y 234-234" 237-237"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

L VL V-LAMBDA QI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 305, 305"

TFucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 455, 455"

(18R)-17-(cyclopropylmethyl)-18-[(2S)-2-hydroxy-3,3-
dimethylbutan-2-yl]-6-methoxy-4,5a-epoxy-6,14-
ethanomorphinan-3-yl hexanoate
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caproate de buprénorphine

caproato de buprenorfina

cadefrecitinib

cadéfrécitinib

cadefrecitinib

calderasib

caldérasib

calderasib

hexanoate de (18R)-17-(cyclopropylméthyl)-18-[(2S)-2-
hydroxy-3,3-diméthylbutan-2-yl]-6-methoxy-4,5a-époxy-6,14-
éthanomorphinan-3-yle

hexanoato de (18R)-17-(ciclopropilmetil)-18-[(2S)-2-hidroxi-
3,3-dimetilbutan-2-il]-6-metoxi-4,5a-epoxi-6,14-etanomorfinan-
3-ilo

C35H51N05

HsC

4-methyl-5-[(3-methyl-7-{[6-(morpholin-4-yl)pyridazin-3-
yllamino}-3H-imidazo[4,5-b]pyridin-5-yl)oxy]pyridine-2-
carbonitrile

4-méthyl-5-[(3-méthyl-7-{[6-(morpholin-4-yl)pyridazin-3-
ylJamino}-3H-imidazo[4,5-b]pyridin-5-yl)oxy]pyridine-2-
carbonitrile

4-metil-5-[(3-metil-7-{[6-(morfolin-4-il)piridazin-3-illamino}-3H-
imidazo[4,5-b]piridin-5-il)oxi]piridina-2-carbonitrilo

CZZH21N902
CH3
N | Ney Ny | N _-CN
I
= N AN o Z
H
CH;

(5P,17aM)-20-chloro-2-[(2S,5R)-2,5-dimethyl-4-(prop-2-
enoyl)piperazin-1-yl]-14,17-difluoro-6-(propan-2-yl)-11,12-
dihydro-4H-1,18-ethenopyrido[4,3-e]pyrimido[1,6-
0][1,4,7,9]benzodioxadiazacyclododecin-4-one

(5P,17aM)-20-chloro-2-[(2S,5R)-2,5-diméthyl-4-(prop-2-
énoyl)pipérazin-1-yl]-14,17-difluoro-6-(propan-2-yl)-11,12-
dihydro-4H-1,18-éthénopyrido[4,3-e]pyrimido[1,6-
g][1,4,7,9]benzodioxadiazacyclododécin-4-one

(5P,17aM)-20-cloro-2-[(2S,5R)-2,5-dimetil-4-(prop-2-
enoil)piperazin-1-il]-14,17-difluoro-6-(propan-2-il)-11,12-
dihidro-4H-1,18-etenopirido[4,3-e]pirimido[1,6-
0][1,4,7,9]benzodioxadiazaciclododecin-4-ona

C32H31CIF,NgO,4
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CHs

camtarkibart immunoglobulin G4-kappa, anti-[Homo sapiens IL4R (interleukin 4
receptor, IL4RA, IL-4RA, interleukin 13 receptor, CD124)],
humanized monoclonal antibody;

H-gamma4 heavy chain humanized (1-447) [VH (Homo sapiens
IGHV1-3*01 (78.6%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.13]
(26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10 (CH1 (121-218), hinge 1-12 S10>P (228)
(219-230), CH2 L92 (309) (231-340), CH3 (341-445), CHS (446-
447)) (121-447)], (134-213")-disulfide with L-kappa light chain
humanized (1'-213") [V-KAPPA (Homo sapiens IGKV1-16*01 (87.4%)
-IGKJ1*01 (100%), CDR-IMGT [5.3.9] (27'-31'.49'-51'.88'-96")) (1'-
106') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (152'), V101 (190")) (107'-213")]; dimer (226-226":229-229")-
bisdisulfide, produced in Chinese hamster ovary (CHO) cells, derived
from the cell line CHO-K1, lacking the glutamine synthetase (GS-KO)
gene, glycoform alfa

camtarkibart immunoglobuline G4-kappa, anti-[Homo sapiens IL4R (récepteur de
l'interleukine 4, IL4RA, IL-4RA, récepteur de l'interleukine 13,
CD124)], anticorps monoclonal humanisé;
chaine lourde H-gamma4 humanisée (1-447) [VH (Homo sapiens
IGHV1-3*01 (78.6%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.13]
(26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10 (CH1 (121-218), charniére 1-12 S10>P
(228) (219-230), CH2 L92 (309) (231-340), CH3 (341-445), CHS
(446-447)) (121-447)], (134-213")-disulfure avec la chaine légere L-
kappa humanisée (1'-213') [V-KAPPA (Homo sapiens IGKV1-16*01
(87.4%) -IGKJ1*01 (100%), CDR-IMGT [5.3.9] (27'-31'.49'-51'.88"-
96')) (1'-106') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (152'), V101 (190")) (107'-213")]; dimére (226-
226":229-229")-bisdisulfure, produit dans des cellules ovariennes de
hamster chinois (CHO), dérivant de la lignée cellulaire CHO-K1, ne
présentant pas le gene de la glutamine synthétase (GS-KO),
glycoforme alfa

camtarkibart inmunoglobulina G4-kappa, anti-[Homo sapiens IL4R (receptor de la
interleukina 4, IL4RA, IL-4RA, receptor de la interleukina 13,
CD124)], anticuerpo monoclonal humanizado;
cadena pesada H-gamma4 humanizada (1-447) [VH (Homo sapiens
IGHV1-3*01 (78.6%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.13]
(26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10 (CH1 (121-218), bisagra 1-12 S10>P (228)
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cevolisiran

(219-230), CH2 L92 (309) (231-340), CH3 (341-445), CHS (446-
447)) (121-447)], (134-213')-disulfuro con la cadena ligera L-kappa
humanizada (1'-213') [V-KAPPA (Homo sapiens IGKV1-16*01
(87.4%) -IGKJ1*01 (100%), CDR-IMGT [5.3.9] (27'-31'.49'-51'.88'-
96')) (1'-106') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (152'), V101 (190")) (107'-213")]; dimero (226-
226":229-229")-bisdisulfuro, producido en las células ovaricas de
hamster chino (CHO), linea celular derivada de CHO-K1, en
ausencia del gen glutamina sintetasa (GS-KO), forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVQSGEE VKKPGASVKV SCKASGSTLT DDYINWVRCA PGQRLEWVGW 50
IFPGNGNSYY NEKFKDRATL TVDKSASTAY MELSSLRSEL TAVYFCARGL 100
VRYRALFDYW GQGTLVTVSS ASTKGPSVFF LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTKT 200
YTCNVDHKPS NTKVDKRVES KYGPPCPPCP APEFLGGPSV FLEPPKPKDT 250
LMISRTPEVT CVVVDVSQED PEVQFNWYVL GVEVHNAKTK PREEQFNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKGLPS SIEKTISKAK GQPREPQVYT 350
LPPSQEEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSRL TVDKSRWQEG NVEFSCSVMHE ALHNHYTQKS LSLSLGK 447

Light chain / Chaine légére / Cadena ligera (L', L™}

DIOMTQSPSS LSASVGDRVT ITCRASSSIN YMHWYQQOKFG KAPKPWIYAA 50
SNLASGVPSR FSGSGSGTDEF TLTISSLQFE DFATYYCQCW SSYPITEFGCG 100
TKVEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNEFYP REAKVOWKVD 150
NALQSGNSQE SVTEQDSKLS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  261-321  367-425
22".96" 147"-203" 261"-321" 367"-425"
Intra-L (C23-C104) 23-87"  133-193'
23"-87" 133"-193"
Inter-H-L (CH1 10-CL 126) 134-213' 134"-213™
Inter-H-H (h 8, h 11} 226-226" 229-229"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q = pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 297, 297"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 447, 447"

all-P-ambo-2'-O-methyl-P-thioadenylyl-(3'>5')-2'-O-methyluridylyl-
(3'—5'")-2"-O-methylcytidylyl-(3'—5')-2'-O-methyladenylyl-(3'—5')-2'-
O-methyladenylyl-(3'—-5')-2'-O-methylcytidylyl-(3'>5')-2'-O-
methyluridylyl-(3'—5')-2'-deoxy-2'"-fluorocytidylyl-(3'—5')-2'-deoxy-2'-
fluoroadenylyl-(3'—>5')-2'-deoxy-2'-fluorocytidylyl-(3'>5')-2'-deoxy-
2'-fluorocytidylyl-(3'—5")-2'-O-methyluridylyl-(3'>5')-2'-O-
methylguanylyl-(3'—5')-2'-O-methyluridylyl-(3'—5')-2'-O-
methyladenylyl-(3'—5')-2"-O-methyladenylyl-(3'—>5')-2'-O-
methyluridylyl-(3'—5')-2"-O-methyladenylyl-(3'—5')-2'-O-
methyladenylyl-(3'—>5')-2'-O-methyladenylyl-(3'—5')-2"-O-
methylguanylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5")-2'-O-
methyladenylyl-(3'—=5')-2'-O-methylguanylyl-(3'—>5')-2'-O-
methylcytidylyl-(3'—5'")-2'-O-methylcytidylyl-(3'>5')-2'-O-
methylguanylyl-(3'—5')-2'-0-{[2-(2-{5-[(2-acetamido-2-deoxy-B-D-
galactopyranosyl)oxy]pentanamido}ethoxy)ethoxy]methyl}adenylyl-
(3'>5")-2'-0-{[2-(2-{5-[(2-acetamido-2-deoxy-f-D-
galactopyranosyl)oxy]pentanamido}ethoxy)ethoxy]methyl}adenylyl-
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(3'—>5")-2"-O-{[2-(2-{5-[(2-acetamido-2-deoxy-B-D-
galactopyranosyl)oxy]pentanamido}ethoxy)ethoxy]methyl}adenylyl-
(3'—>5")-2'-O-methylguanylyl-(3'—5"')-2'-O-methylguanylyl-(3'—5')-2'-
O-methylcytidylyl-(3'—5')-2'-O-methyluridylyl-(3'—5')-2'-O-
methylguanylyl-(3'—5')-2'-O-methylcytidine

duplex with all-P-ambo-2'-O-methyl-P-thioguanylyl-(5'—3')-2'-O-
methyl-P-thioguanylyl-(5'—3')-2'-O-methyluridylyl-(5'—>3')-2'-O-
methyladenylyl-(5'—3')-2'-O-methylguanylyl-(5'—3')-2'-O-
methyluridylyl-(5'—3')-2'-O-methyluridylyl-(5'—3')-2'-O-
methylguanylyl-(5'—3')-2'-deoxy-2'-fluoroadenylyl-(5'—3')-2'-O-
methylguanylyl-(5'—3')-2'-O-methyluridylyl-(5'—3')-2'-O-
methylguanylyl-(5'—3')-2'-deoxy-2'-fluoroguanylyl-(5'—3')-2'-O-
methyladenylyl-(5'—3')-2'-O-methylcytidylyl-(5'—3')-2'-deoxy-2'-
fluoroadenylyl-(5'—3')-2'-O-methyluridylyl-(5'—3')-2'-deoxy-2'-
fluorouridylyl-(5'—3')-2'-deoxy-2'-fluoroadenylyl-(5'—3')-2'-deoxy-2'-
fluoro-P-thiouridylyl-(5'—3')-2'-O-methyl-P-thiouridylyl-(5'—3')-4'-
de(hydroxymethyl)-4'-{[hydroxy(methoxy)phosphoryllmethoxy}-2'-O-
methyluridine

cévolisiran tout-P-ambo-2'-O-méthyl-P-thioadénylyl-(3'—>5')-2'-O-méthyluridylyl-
(3'—5'")-2"-0O-méthylcytidylyl-(3'—5')-2'-O-méthyladénylyl-(3'—5')-2'-
O-méthyladénylyl-(3'—5")-2"-O-méthylcytidylyl-(3'—>5')-2'-O-
méthyluridylyl-(3'—5'")-2'-désoxy-2'-fluorocytidylyl-(3'—5')-2'-désoxy-
2'-fluoroadénylyl-(3'—5")-2'-désoxy-2'-fluorocytidylyl-(3'—5')-2'-
désoxy-2'-fluorocytidylyl-(3'—5')-2"-O-méthyluridylyl-(3'—5')-2'-O-
méthylguanylyl-(3'—5')-2'-O-méthyluridylyl-(3'—5')-2'-O-
méthyladénylyl-(3'>5')-2'-O-méthyladénylyl-(3'—>5')-2'-O-
méthyluridylyl-(3'—5')-2"-O-méthyladénylyl-(3'—5')-2'-O-
méthyladénylyl-(3'-5')-2'-O-méthyladénylyl-(3'—5')-2'-O-
méthylguanylyl-(3'=5')-2'-O-méthylcytidylyl-(3'—5")-2'-O-
méthyladénylyl-(3'—5')-2'-O-méthylguanylyl-(3'—5')-2'-O-
méthylcytidylyl-(3'—5')-2"-O-méthylcytidylyl-(3'->5')-2'-O-
méthylguanylyl-(3'—5')-2'-0-{[2-(2-{5-[(2-acétamido-2-désoxy-B-D-
galactopyranosyl)oxy]pentanamido}éthoxy)éthoxy]méthyl}adénylyl-
(3'>5")-2'-0-{[2-(2-{5-[(2-acétamido-2-désoxy-f-D-
galactopyranosyl)oxy]pentanamido}éthoxy)éthoxy]méthyl}adénylyl-
(3'>5'")-2"-0-{[2-(2-{5-[(2-acétamido-2-désoxy-B-D-
galactopyranosyl)oxy]pentanamido}éthoxy)éthoxy]méthyl}adénylyl-
(3'—>5")-2'-O-méthylguanylyl-(3'—=5"')-2'-O-méthylguanylyl-(3'—5')-2'-
O-méthylcytidylyl-(3'—5')-2'-O-méthyluridylyl-(3'—5')-2"-O-
méthylguanylyl-(3'—5')-2'-O-méthylcytidine
duplex avec tout-P-ambo-2'-O-méthyl-P-thioguanylyl-(5'—3')-2'-O-
méthyl-P-thioguanylyl-(5'—3')-2'-O-méthyluridylyl-(5'—3')-2'-O-
méthyladénylyl-(5'—3')-2'-O-méthylguanylyl-(5'—3')-2'-O-
méthyluridylyl-(5'—3')-2'-O-méthyluridylyl-(5'—3')-2'-O-
méthylguanylyl-(5'—3')-2'-désoxy-2'-fluoroadénylyl-(5'—3')-2"-O-
méthylguanylyl-(5'—3')-2'-O-méthyluridylyl-(5'—3')-2'-O-
méthylguanylyl-(5'—3')-2'-désoxy-2'-fluoroguanylyl-(5'—3')-2"-O-
méthyladénylyl-(5'—3')-2'-O-méthylcytidylyl-(5'—3')-2'-désoxy-2'-
fluoroadénylyl-(5'—3')-2'-O-méthyluridylyl-(5'—3')-2'-désoxy-2'-
fluorouridylyl-(5'—3')-2'-désoxy-2'-fluoroadénylyl-(5'—3')-2'-désoxy-
2'-fluoro-P-thiouridylyl-(5'—3')-2'-O-méthyl-P-thiouridylyl-(5'—3')-4'-
dés(hydroxyméthyl)-4'-{[hydroxy(méthoxy)phosphoryljméthoxy}-2'-
O-méthyluridine

cevolisiran todo-ambo-2'-O-metil-P-tioadenilil-(3'—5')-2'-O-metiluridilil-(3'—5')-
2'-O-metilcitidilil-(3'>5')-2'-O-meeiladenilil-(3'»5")-2'-O-metiladenilil-
(3'>5")-2"-O-metilcitidilil-(3'—>5')-2'-O-metiluridilil-(3'>5')-2'-desoxi-
2'fluorocitidilil-(3'—5")-2'-desoxi-2'-fluoroadenilil-(3'—>5')-2'-desoxi-
2'-fluorocitidilil-(3'—5")-2'-desoxi-2'-fluorocitidilil-(3'—5')-2'-O-
metiluridilil-(3'—5")-2"-O-metilguanilil-(3'>5'")-2'-O-metiluridilil-
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(3'—5'")-2"-O-metiladenilil-(3'—5")-2'-O-metiladenilil-(3'>5')-2'-O-
metiluridilil-(3'—5")-2"-O-metiladenilil-(3'-5')-2'-O-metiladenilil-
(3'>5")-2"-O-metiladenilil-(3'—5")-2'-O-metilguanilil-(3'>5')-2'-O-
metilcitidilil-(3'=5")-2'-O-metiladenilil-(3'>5')-2'-O-metilguanilil-
(3'—5")-2"-O-metilcitidilil-(3'>5')-2'-O-metilcitidilil-(3'»5")-2'-O-
metilguanilil-(3'->5')-2'-0-{[2-(2-{5-[(2-acetamido-2-desoxi-B-D-
galactopiranosil)oxi]pentanamido}etoxi)etoxi]metil}adenilil-(3'-5')-
2'-0-{[2-(2-{5-[(2-acetamido-2-desoxi-B-D-
galactopiranosil)oxi]pentanamido}etoxi)etoxi]metil}adenilil-(3'=5')-
2'-0-{[2-(2-{5-[(2-acetamido-2-desoxi-f-D-
galactopiranosil)oxi]pentanamido}etoxi)etoximetil}adenilil-(3'—5')-
2'-O-metilguanilil-(3'—5")-2"-O-metilguanilil-(3'>5')-2'-O-metilcitidilil-
(3'—5")-2"-O-metiluridilil-(3'—>5')-2'-O-metilguanilil-(3'>5')-2'-O-
metilcitidina

duplex con todo-P-ambo-2'-O-metil-P-tioguanilil-(5'—3')-2'-O-metil-
P-tioguanilil-(5'—>3')-2'-O-metiluridilil-(5'—3')-2'-O-metiladenilil-
(5'—3'")-2"-O-metilguanilil-(5'—3')-2'-O-metiluridilil-(5'—3')-2'-O-
metiluridilil-(5'—3')-2'-O-metilguanilil-(5'—3')-2'-desoxi-2'-
fluoroadenilil-(5'—3')-2'-O-metilguanilil-(5'—3')-2'-O-metiluridilil-
(5'—>3")-2"-O-metilguanilil-(5'—3')-2'-desoxi-2'-fluoroguanilil-(5'—3')-
2'-O-metiladenilil-(5'—3')-2"-O-metilcitidilil-(5'—3')-2'-desoxi-2'-
fluoroadenilil-(5'—3')-2'-O-metiluridilil-(5'—3')-2'-desoxi-2'-
fluorouridilil-(5'—3')-2'-desoxi-2'-fluoroadenilil-(5'—3')-2'-desoxi-2'-
fluoro-P-tiouridilil-(5'—>3')-2'-O-metil-P-tiouridilil-(5'—3")-4'-
des(hidroximetil)-4'-{[hidroxi(metoxi)fosforillmetoxi}-2'-O-metiluridina

5 A=U-C-A-A-C-U-C-A-C-C-U-G-U-A-A-U-A-A-A— GCAGCCG»T3'

3'GGUAGUUGAGUGGAC*A*UUAUUU C-G-U-C-G-G-A-A 5

N:ACGU
N : 2'-O-methyl-N / 2'-O-méthyl-N / 2'-O-metil-N
N : 2'-deoxy-2'-fluoro-N / 2'-désoxy-2'-fluoro-N / 2'-desoxi-2'-fluoro-N %
-:-PO(OH)-  =: -PO(SH)-
HN ‘
A:2-0-R)-A 0: o)\ N
HC ° °
R o N OH_ O --OCHs
; . CH,— e
HO H—{ O, HzCO— P\> 4 3
OH CHy © o OH
cleminorexton 1-fluoro-N-[(4S,4aS)-12,14,20-trifluoro-18-ox0-1,2,3,4,4a,5,17,18-
octahydro-16H-6,10-(metheno)pyrido[1,2-
e][1,5]benzoxaazacyclotetradecin-4-yllcyclopropane-1-
sulfonamide
cléminorexton 1-fluoro-N-[(4S,4aS)-12,14,20-trifluoro-18-oxo-1,2,3,4,4a,5,17,18-
octahydro-16H-6,10-(méthéno)pyrido[1,2-
e][1,5]benzoxaazacyclotétradécin-4-yljcyclopropane-1-
sulfonamide
cleminorextén 1-fluoro-N-[(4S,4aS)-12,14,20-trifluoro-18-ox0-1,2,3,4,4a,5,17,18-

octahidro-16H-6,10-(meteno)pirido[1,2-
e][1,5]benzoxaazaciclotetradecin-4-il]ciclopropano-1-sulfonamida

Co4H24F4N204S
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comtifator 2-(4-chloro-3-fluorophenoxy)-N-[(3S,6R)-6-{5-[2-
(trifluoromethoxy)ethoxy]-1,3,4-oxadiazol-2-yl}piperidin-3-
yllacetamide

comtifator 2-(4-chloro-3-fluorophénoxy)-N-[(3S,6R)-6-{5-[2-
(trifluorométhoxy)éthoxy]-1,3,4-oxadiazol-2-yl}pipéridin-3-
yllacétamide

comtifator 2-(4-cloro-3-fluorofenoxi)-N-[(3S,6R)-6-{5-[2-
(trifluorometoxi)etoxil-1,3,4-oxadiazol-2-il}piperidin-3-ilJacetamida

C1gH19CIF4N4Os
O\CF:),

N’N\>§o/\/

Q |
cl O\)J\H@']\O
N NH 1
F

cosiporfin rac-(R,R)- and (R,S)-3,3',3",3"-{oxybis[ethane-1,1-diyl(12-
ethenyl-3,8,13,17-tetramethylporphyrin-7,2,18-
triyl)]Jtetrapropanoic acid (~1:1)

cosiporfine acide rac-(R,R)- et (R,S)-3,3',3",3"-{oxybis[éthane-1,1-diyl(12-
éthényl-3,8,13,17-tétraméthylporphyrine-7,2,18-
triyl)]}tétrapropanoique (~1:1)

cosiporfina acido rac-(R,R)- y (R,S)-3,3',3",3"{oxibis[etano-1,1-diil(12-etenil-
3,8,13,17-tetrametilporfirina-7,2,18-triil)] }tetrapropanoico (~1:1)
C68H70N809
HO,C
HO,C
HsC CHj;
and enantic
et énantiorr
y enantiéme
H
HsC -0
CHj3

H,C=
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cronexitide lanocianine S',S7-cyclo(N-{3-[(2=)-2-{(2=,4=,6=)-7-[3-(2-carboxylatoethyl)-1,1-
dimethyl-1H-benzo[elindol-3-ium-2-yllhepta-2,4,6-trien-1-ylidene}-
1,1-dimethyl-1,2-dihydro-3H-benzo[e]indol-3-yl]propanoyl}-D-
cysteinylglycyl-L-arginyl-L-a-aspartyl-L-seryl-L-prolyl-L-cysteinyl-L-
lysine)

cronéxitide lanocianine S',S7-cyclo(N-{3-[(2=)-2-{(2=,4=,6Z)-7-[3-(2-carboxylatoéthyl)-1,1-
diméthyl-1H-benzo[elindol-3-ium-2-yllhepta-2,4,6-trién-1-ylidéne}-
1,1-diméthyl-1,2-dihydro-3H-benzo[e]indol-3-yl]propanoyl}-D-
cystéinylglycyl-L-arginyl-L-a-aspartyl-L-séryl-L-prolyl-L-cystéinyl-L-
lysine)

cronexitida lanocianina S',S7-ciclo(N-{3-[(2=)-2-{(2=,4=,6 =)-7-[3-(2-carboxilatoetil)-1,1-
dimetil-1H-benzo[e]indol-3-io-2-illhepta-2,4,6-trien-1-ilideno}-1,1-
dimetil-1,2-dihidro-3H-benzo[elindol-3-ilJpropanoil}-D-cisteinilglicil-
L-arginil-L-a-aspartil-L-seril-L-prolil-L-cisteinil-L-lisina)

C73H92N14O1SS2

“0,C
L

N

/—D-Cys—Gly—-Arg—Asp—Ser—Pro—Cys—Lys —OH
o

crovozalpon N-[(1S,2R)-1-(2-chloro-3-fluorophenyl)-1-hydroxypentan-2-yl]-7-
fluoro-2-oxo-2,3-dihydro-1H-indole-4-carboxamide

crovozalpon N-[(1S,2R)-1-(2-chloro-3-fluorophényl)-1-hydroxypentan-2-yl]-7-
fluoro-2-oxo-2,3-dihydro-1H-indole-4-carboxamide

crovozalpon N-[(1S,2R)-1-(2-cloro-3-fluorofenil)-1-hidroxipentan-2-il]-7-fluoro-
2-0x0-2,3-dihidro-1H-indol-4-carboxamida

CaoH19CIF2N205

copper (5Cu) zadavotide guraxetan
dihydrogen (N-{(4R)-4-carboxylato-kO-4-[4,7,10-tris(carboxylato-
KO-methyl)-1,4,7,10-tetraazacyclododecan-1-yl-
K*N',N*,N’,N"]butanoyl}-3-iodo-D-tyrosyl-D-phenylalanyl-N°-{8-[N2-
(L-glutamocarbonyl)-N-L-lysino]-8-oxooctanoyl}-D-
lysine)(®*Cu)cuprate(2-)
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cuivre (%*Cu) zadavotide guraxétan

dihydrogéno(N-{(4R)-4-carboxylato-kO-4-[4,7,10-tris(carboxylato-
KO-méthyl)-1,4,7,10-tétraazacyclododécan-1-yl-
k*N',N*,N’,N"]butanoyl}-3-iodo-D-tyrosyl-D-phénylalanyl-N°-{8-[N2-
(L-glutamocarbonyl)-N8-L-lysino]-8-oxooctanoyl}-D-
lysine)(®*Cu)cuprate(2-)

cobre (%*Cu) zadavotida guraxetan

2H*

dalvotoclax

dalvotoclax

dalvotoclax

dihidrégeno(N-{(4R)-4-carboxilato-kO-4-[4,7,10-tris(carboxilato-kO-
metil)-1,4,7,10-tetraazaciclododecan-1-il-k*N',N* N’,N'%]butanoil}-3-
iodo-D-tirosil-D-fenilalanil-Né-{8-[N?-(L-glutamocarbonil)-Né-L-lisino]-
8-oxooctanoil}-D-lisina)(®*Cu)cuprato(2-)

Ce3Hgo®*CuIN11Oy3

o) o | 1%
|3 N
o D-Tyr-D-Phe—
2RVA
N | NH
0/640/\ HO,C H ©
C AN :
N N\/K H NH H
\_J O H---
o HO,C HO,C
O
12-chloro-N-[4-({[(2S)-1,4-dioxan-2-yllmethyl}amino)-3-
nitrobenzene-1-sulfonyl]-2%,25-dimethyl-14-(trifluoromethyl)-7"'H-6-
oxa-7(5)-pyrrolo[2,3-b]pyridina-4(1,4)-piperazina-1(1),5(1,3)-
dibenzena-2(1,2)-cyclohexanaheptaphan-2'-ene-5*-carboxamide
12-chloro-N-[4-({[(2S)-1,4-dioxan-2-yllméthyl}amino)-3-
nitrobenzeéne-1-sulfonyl]-2%,25-diméthyl-14-(trifluorométhyl)-7'H-6-
oxa-7(5)-pyrrolo[2,3-b]pyridina-4(1,4)-pipérazina-1(1),5(1,3)-
dibenzéna-2(1,2)-cyclohexanaheptaphan-2'-éne-5%-carboxamide
12-cloro-N-[4-({[(2S)-1,4-dioxan-2-il[metil}amino)-3-nitrobenceno-1-
sulfonil]-2°,2%-dimetil-14-(trifluorometil)-7 'H-6-oxa-7(5)-pirrolo[2,3-
b]piridina-4(1,4)-piperazina-1(1),5(1,3)-dibencena-2(1,2)-
ciclohexanaheptafan-2'-eno-5*-carboxamida
C45H47C|F3N70sS
CF3
Cl N| X
(2) O
N/\ = NO, N
H3C K/N o H —0
HsC N H
~
S
A\
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davalomilast

davalomilast

davalomilast

davotifan

davotifan

davotifan

dazodeunetant

dazodeunétant

dazodeunetant

1-{(E)-2-[4-(difluoromethoxy)-3-{[(3R)-thiolan-3-
ylloxy}phenyllethen-1-yl}-2,6-dimethylpyridin-4(1H)-
one

1-{(1E)-2-[4-(difluorométhoxy)-3-{[(3R)-thiolan-3-
ylloxy}phénylléthén-1-yl}-2,6-diméthylpyridin-4(1H)-
one

1-{(1E)-2-[4-(difluorometoxi)-3-{[(3R)-tiolan-3-
ilJoxi}fenilleten-1-il}-2,6-dimetilpiridin-4(1H)-ona

H\CS
o
O F
T
= N/\ F
O Z CHs

(4S)-1-[3-(difluoromethyl)-4-fluorophenyl]-5,5-difluoro-
3-(trifluoromethanesulfonyl)-4,5,6,7-tetrahydro-1H-
indol-4-ol

(4S)-1-[3-(difluorométhyl)-4-fluorophényl]-5,5-difluoro-
3-(trifluorométhanesulfonyl)-4,5,6,7-tétrahydro-1H-
indol-4-ol

(4S)-1-[3-(difluorometil)-4-fluorofenil]-5,5-difluoro-3-
(trifluorometanosulfonil)-4,5,6,7-tetrahidro-1H-indol-4-
ol

CreH11FsNO5S
o}
Ny
S~CF,
N H
F Z o1
F
F F
F

[(8R)-3-(3-chloro-1,2,4-thiadiazol-5-yl)-8-methyl-5,6-
dihydro[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl][4-
fluoro(3-2H)phenylmethanone

[(8R)-3-(3-chloro-1,2,4-thiadiazol-5-yl)-8-méthyl-5,6-
dihydro[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl][4-
fluoro(3-2H)phénylméthanone

[(8R)-3-(3-cloro-1,2,4-tiadiazol-5-il)-8-metil-5,6-
dihidro[1,2,4]triazolo[4,3-a]pirazin-7(8H)-il][4-fluoro(3-
2H)fenillmetanona



deutaleglitazar

deutaléglitazar

deutaleglitazar

diosuxentan

diosuxentan

diosuxentan
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C1sH11?HCIFN¢OS

o
’H
o //\N)k@
\—

(2S)-2-methoxy-3-{4-[2-(5-methyl-2-phenyl-1,3-oxazol-
4-yl)(1,1-2H,)ethoxy]-1-benzothiophen-7-yl}propanoic
acid

acide (2S)-2-méthoxy-3-{4-[2-(5-méthyl-2-phényl-1,3-
oxazol-4-yl)(1,1-2H,)éthoxy]-1-benzothiophén-7-
yl}propanoique

acido (2S)-3-{4-[2-(2-fenil-5-metil-1,3-oxazol-4-il)(1,1-
2H,)etoxi]-1-benzotiofen-7-il}-2-metoxipropanoico

C24H21?HoNO5S

N-[5-(2H-1,3-benzodioxol-5-yl)-6-{2-[(5-
bromopyrimidin-2-yl)oxylethoxy}pyrimidin-4-yl]-N'-(2-
methoxyethyl)sulfuric diamide

N-[5-(2H-1,3-benzodioxol-5-yl)-6-{2-[(5-
bromopyrimidin-2-yl)oxyléthoxy}pyrimidin-4-yl]-N'-(2-
méthoxyéthyl)diamide sulfurique

N-[5-(2H-1,3-benzodioxol-5-il)-6-{2-[(5-bromopirimidin-
2-il)oxiletoxi}pirimidin-4-il]-N'-(2-metoxietil)diamida
sulfurica

C20H21 BI'N507S

o O

Y

HsCO _S.
3 \/\H NH O>
N7 o
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edutirsen

édutirsen

edutirsén

all-P-ambo-5'-O-(28-[(2-acetamido-2-deoxy-f3-D-
galactopyranosyl)oxy]-16,16-bis{[3-({6-[(2-acetamido-
2-deoxy-B-D-galactopyranosyl)oxy]hexyl}amino)-3-
oxopropoxy]methyl}-1-hydroxy-1,10,14,21-tetraoxo-
2,18-dioxa-9,15,22-triaza-1A\3-phosphaoctacosan-1-yl)-
2'-0,4'-C-[(1S)-ethane-1,1-diyl]-5-methyl-P-
thiocytidylyl-(3'>5')-2'-0,4'-C-[(1S)-ethane-1,1-diyl]-5-
methyl-P-thiouridylyl-(3'—5')-2'-0,4'-C-[(1S)-ethane-
1,1-diyl]-5-methyl-P-thiouridylyl-(3'—5')-P-
thiothymidylyl-(3'—>5')-2'-deoxy-P-thioadenylyl-(3'-5')-
P-thiothymidylyl-(3'—5')-P-thiothymidylyl-(3'—5")-2'-
deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2'-deoxy-P-
thioadenylyl-(3'—5')-2'-deoxy-P-thioadenylyl-(3'—5")-P-
thiothymidylyl-(3'—5')-2'-deoxy-P-thioguanylyl-(3'—5')-
P-thiothymidylyl-(3'—-5')-2'-0,4'-C-[(1S)-ethane-1,1-
diyl]-P-thioguanylyl-(3'>5')-2'-0,4'-C-[(1S)-ethane-1,1-
diyl]-P-thioguanylyl-(3'—5')-2'-0,4'-C-[(1S)-ethane-1,1-
diyl]-5-methylcytidine

tout-P-ambo-5'-O-(28-[(2-acétamido-2-désoxy-3-D-
galactopyranosyl)oxyl-16,16-bis{[3-({6-[(2-acétamido-
2-désoxy-B-D-galactopyranosyl)oxy]hexyl}amino)-3-
oxopropoxy]méthyl}-1-hydroxy-1,10,14,21-tétraoxo-
2,18-dioxa-9,15,22-triaza-1A\5-phosphaoctacosan-1-yl)-
2'-0,4'-C-[(1S)-éthane-1,1-diyl]-5-méthyl-P-
thiocytidylyl-(3'—5')-2'-0,4'-C-[(1S)-éthane-1,1-diyl]-5-
méthyl-P-thiouridylyl-(3'—5')-2'-0,4'-C-[(1S)-éthane-
1,1-diyl]-5-méthyl-P-thiouridylyl-(3'—5')-P-
thiothymidylyl-(3'—>5')-2'-désoxy-P-thioadénylyl-
(3'—>5")-P-thiothymidylyl-(3'—5")-P-thiothymidylyl-
(3'—>5")-2"-désoxy-5-méthyl-P-thiocytidylyl-(3'—5')-2'-
désoxy-P-thioadénylyl-(3'—5')-2'-désoxy-P-
thioadénylyl-(3'—5')-P-thiothymidylyl-(3'—5')-2'-
désoxy-P-thioguanylyl-(3'—5')-P-thiothymidylyl-
(3'—>5')-2"-0,4'-C-[(1S)-éthane-1,1-diyl]-P-thioguanylyl-
(3'—>5')-2"-0,4'-C-[(1S)-éthane-1,1-diyl]-P-thioguanylyl-
(3'—5")-2"-0,4'-C-[(1S)-éthane-1,1-diyl]-5-
méthylcytidine

todo-P-ambo-5'-0O-(28-[(2-acetamido-2-desoxi-f3-D-
galactopiranosil)oxi]-16,16-bis{[3-({6-[(2-acetamido-2-
desoxi-B-D-galactopiranosil)oxilhexil}amino)-3-
oxopropoxilmetil}-1-hidroxi-1,10,14,21-tetraoxo-2,18-
dioxa-9,15,22-triaza-1A°-fosfaoctacosan-1-il)-2'-0,4'-C-
[(1S)-etano-1,1-diil]-5-metil-P-tiocitidilil-(3'>5')-2'-0,4'-
C-[(1S)-etano-1,1-diil]-5-metil-P-tiouridilil-(3'>5")-2'-
0,4'-C-[(1S)-etano-1,1-diil]-5-metil-P-tiouridilil-(3'>5')-
P-tiotimidilil-(3'—>5')-2'-desoxi-P-tioadenilil-(3'>5")-P-
tiotimidilil-(3'—>5')-P-tiotimidilil-(3'>5")-2"-desoxi-5-
metil-P-tiocitidilil-(3'—>5')-2'-desoxi-P-tioadenilil-(3'—>5')-
2'-desoxi-P-tioadenilil-(3'—5')-P-tiotimidilil-(3'-5')-2'-
desoxi-P-tioguanilil-(3'>5'")-P-tiotimidilil-(3'>5")-2"-0,4'-
C-[(1S)-etano-1,1-diil]-P-tioguanilil-(3'-5")-2'-0,4'-C-
[(1S)-etano-1,1-diil]-P-tioguanilil-(3'—>5")-2'-0,4'-C-
[(1S)-etano-1,1-diil]-5-metilcitidina

Ca38H337N610118P16S 15
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5' R1-C=U=U=T=A=T=T=C=A=A=T=G=T=G=G=C 3'

: nucleoside / nucléoside / nucledsido .

. HO
: nucleobase / nucléobase / nucleobase
. 2'-deoxy-N / 2'-désoxy-N / 2'-desoxi-N
: 5-methyl-N / 5-méthyl-N / 5-metil-N
. 2'-0,4'-C-[(1S)-ethane-1,1-diyl]-N / 2'-0,4'-C-[(1S)-ethane-1,1-diyl]-N / HaC

2'-0,4'-C-[(1S)-ethane-1,1-diyl]-N

: -PO(SH)-

zzzwz=z

R1-: O OH

CHs

efmirenpase alfa human ectonucleotide pyrophosphatase/phosphodiesterase
family member 1 (E-NPP1, alkaline phosphodiesterase 1,
ENPP1; EC: 3.1.4.1), fragment (96-925, 4-833 in the current
sequence), variant (M'-F®>del, 'FTA%>added), fused via
peptide linker 84LIN®® to a human immunoglobulin G1 (IgG1)
Fc fragment (h-CH2-CH3-CHS domains) (837-1063) [Homo
sapiens IGHG1*03 (hinge EPKSC836-837>de| (837-846), CH2
(847-956), CH3 (957-1061), CHS (1062-1063))]; homodimer
(842-842":845-845")-bisdisulfide; produced Chinese hamster
ovary (CHO) cells, cell line CHO-DG44, glycoform alfa

efmirenpase alfa membre 1 de la famille des ectonucléotides
pyrophosphatases/phosphodiestérases humaines (E-NPP1,
phosphodiestérase alcaline 1, ENPP1; EC: 3.1.4.1), fragment
(96-925, 4-833 dans la séquence actuelle), variant (M'-F®>dél,
'FTA®>ajouté), fusionné via le coupleur peptidique #*LIN®® a un
fragment Fc d'immunoglobuline G1 (IgG1) humaine (domaines
h-CH2-CH3-CHS) (837-1063) [Homo sapiens IGHG1*03
(charniere EPKSC®6837>dé| (837-846), CH2 (847-956), CH3
(957-1061), CHS (1062-1063))]; homodimére (842-842":845-
845')-bisdisulfure; produit des cellules d'ovaire de hamster
chinois (CHO), lignée cellulaire CHO-DG44, glycoforme alfa

efmirenpasa alfa miembro 1 de la familia de la ectonucledtidas
pirofosfatasas/fosfodiesterasas humanas (E-NPP1,
fosfodiesterasa alcalina 1, ENPP1; EC: 3.1.4.1), fragmento (96-
925, 4-833 en la secuencia actual), variante (M'-F**>del,
'FTA®>afiadido), fusionado a través del enlacer peptidico
834 IN83¢ @ un fragmento Fc de inmunoglobulina G1 (IgG1)
humana (dominios h-CH2-CH3-CHS) (837-1063) [Homo
sapiens IGHG1*03 (bisagra EPKSC®68%7>de| (837-846), CH2
(847-956), CH3 (957-1061), CHS (1062-1063))]; homodimero
(842-842":845-845")-bisdisulfuro; producido en células de ovario
de hamster chino (CHO), linea celular CHO-DG44, glicoforma
alfa
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efpixileukin alfa

efpixileukine alfa

Sequence / Séquence / Secuencia

FTAGLKPSCA KEVKSCKGRC FERTEFGNCRC DAACVELGNC CLDYQETCIE 50
PEHIWTCNKE RCGEKRLTRS LCACSDDCKD KGDCCINYSS VCQGEKSWVE 10C
EPCESINEPQ CPAGFETPPT LLFSLDGEFRA EYLHTWGGLL PVISKLKKCG 15C
TYTKNMRPVY PTKTEPNHYS IVTGLYPESH GIIDNKMYDF KMNASFSLKS 200
KEKFNPEWYK GEPIWVTAKY QGLKSGTFEW PGSDVEINGI FPDIYKMYNG 250
SVPFEERILA VLOQWLQLPKD ERPHFYTLYL EEPDSSGHSY GPVSSEVIKA 300
LORVDGMVGM LMDGLKELNL HRCLNLILIS DHGMEQGSCK KYIYLNKYLG 350
DVKNIKVIYG PAARLRPSDV PDKYYSFNYE GIARNLSCRE PNQHFKPYLK 400
HFLPKRLHFA KSDRIEPLTE YLDPQWQLAL NPSERKYCGS GFHGSDNVES 450
NMQALEVGYG PGFKHGIEAC TFENIEVYNL MCDLLNLTPA PNNGTHGSLN 500
HLLKNPVYTP KHPKEVHPLV QCPFTRNPRD NLGCSCNPSI LPIEDEFQTQF 550
NLTVAEEKII KHETLPYGRP RVLQKENTIC LLSQHQFMSG YSQDILMPLW €00
TSYTVDRNDS FSTEDFSNCL YQDFRIPLSP VHKCSFYKNN TKVSYGFLSE 650
PQLNKNSSGI YSEALLTTNI VPMYQSFQVI WRYFHDTLLR KYAEERNGVN 700
VVSGPVFDFD YDGRCDSLEN LRQKRRVIRN QEILIPTHFF IVLTSCKDTE 750
QTPLHCENLD TLAFILPHRT DNSESCVHGK HDSSWVEELL MLHRARITDV 80C
EHITGLSFYQ QRKEPVSDIL KLKTHLPTFS QEDLINDKTH TCPPCPAPEL 85C
LGGPSVFLFP PKPKDTLMIS RTPEVTICVVV DVSHEDPEVK FNWYVDGVEV 900
HNAKTKPREE QYNSTYRVVS VLTVLHODWL NGKEYKCKVS NKALPAPIEK 0950
TISKAKGQPR EPQVYTLPPS REEMTKNQVS LTCLVKGFYP SDIAVEWESN 100C
GQPENNYKTT PPVLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEALHN 105C
HYTQKSLSLS PGK 10632

Mutation / Mutation / Mutacién
ML-F%>del, 'FTA *>>added. EPKSCH87>del

Peptide linker / Peptide liant / Péptido de unién
8347 77836 834y 7 R36"

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
ENPP1: 16-30, 20-48. 28-41. 34-40. 57-74. 62-92. 72-85. 78-84. 746-756
16'-3(". 20"-48', 28'-41", 34'-40°. 57'-74', 62'-92'. 72'-85". 78'-84'. 746'-756"
1gG1 Fe: 877-937. 983-1041. 877'-937'. 983'-1041"
Inter-chain Fc-Fc': 842-842', 845-845"

N-glycosylation sites / Sites de N-~glycosylation / Posiciones de N-glicosilacion
ENPP1: N193. N249. N385. N486 (or N493), N551. N608. N639. N656

N193", N249', N385", N486" (or N493"), N551", N608', N639'", N656"
IgG1 Fe: N913.N913"

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2:K1063, K1063'

human interleukin-2 (IL-2, IL2, Uniprot: P60568) (1-133) variant (T>>A,
D2°>N, N"'>K, C'#>8) fused at the C-terminus to human
immunoglobulin G1 (IgG1) Fc fragment (h-CHs-CH3-CHS domains)
(134-364) [Homo sapiens IGHG1*03 (hinge C°>S'% (134-148), CH2
18ELLG21>151PVA153, 852>K184 (149_257)7 CH3 E142>Q274, 8149>K281,
M213>| 345 N219>83%1 (258-362), CHS (363-364))]-disulfide bridged with
human immunoglobulin G1 (IgG1) Fc fragment (h-CH2-CH3-CHS
domains) (1'-231') [Homo sapiens IGHG1*03 (hinge C°>S (1'-15"),
CH2 ®ELLG?">"8PVA20, S52>K5" Q8U>E™ (16'-124"), CH3 L'*>D'52,
K155'>S154'7 N169‘>D168" Q203'>E202" N206'>D205', M213'>L212" N219'>SZ1B'
(125'-229'), CHS (230'-231"))]; heterodimer (144-11":147-14")-
bisdisulfide, produced in Chinese hamster ovary (CHO) cells, cell line
CHO-M, glycoform alfa

variante de l'interleukine-2 humaine (IL-2, IL2, Uniprot: P60568) (1-
133) (T>>A, D®>N, N"'>K, C'?*>S) fusionnée & I'extrémité C-terminale
au fragment Fc de l'immunoglobuline G1 (IgG1) humaine (domaines
h-CHs-CH3-CHS) (134-364) [Homo sapiens IGHG1*03 (charniere
C5>S'% (134-148), CH2 BELLG?'>"S'PVA'S3, S52>K184 (149-257), CH3
E142>Q274, 8149>K281, M213>L345, N21g>8351(258-362), CHS (363-364))]-
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disulfure ponté avec le fragment Fc de I'immunoglobuline G1 (IgG1)
humaine (domaines h-CH2-CH3-CHS) (1'-231') [Homo sapiens
IGHG1*03 (charniére C°>S (1'-15'), CH2 "¥ELLG2">"8PVA20, S52>K5"
Q80'>E79' (16‘-1 24')! CH3 L153'>D152', K155'>S154" N169'>D168'7 Q203'>E202',
N206'>D205' V213> 212 N219>G218(125'-229"), CHS (230'-231"))];
hétérodimere (144-11":147-14")-bisdisulfure, produit dans l'ovaire du
hamster chinois Cellules (CHO), lignée cellulaire CHO-M, glycoforme
alfa

variante de interleukina-2 humana (IL-2, IL2, Uniprot: P60568) (1-133)
(T3>A, D20>N, N71>K, C125>S) fusionada en el extremo C terminal
al fragmento Fc de inmunoglobulina G1 (IgG1) humana (dominios h-
CHs-CH3-CHS) (134-364) [Homo sapiens IGHG1*03 (bisagra C°>S'3%
(134-148), CH2 "BELLG*'>"*'PVA'S3, S52>K84 (149-257), CH3
E142>Q274, 8149>K281, M213>L345, N219>S351(258-362), CHS (363-364))]
con puente disulfuro con fragmento Fc de inmunoglobulina humana
G1 (IgG1) (dominios h-CH2-CH3-CHS) (1'-231') [Homo sapiens
IGHG1*03 (bisagra C®>S (1'-15'), CH2 "®ELLG?">"¥PVAZ, S5>K5"
Q80'>E79' (16‘-1 24')! CH3 L153’>D152', K155‘>S154" N169'>D168'7 Q203'>E202',
N206'>D205' \213'>] 212 N219>G218'S (125'-229'), CHS (230'-231"))];
heterodimero (144-11":147-14")-bisdisulfuro, producido en células
ovaricas de hamster chino (CHO) , linea celular CHO-M, glicoforma
alfa

Sequence / Séquence / Secuencia

Chain / Chaine / Cadena: IL2-IgG1 Fe

APASSSTKKT QLQLEHLLLN LOMILNGINN YKNPKLTRML TFKFYMPKKA 50
TELKHLQCLE EELKPLEEVL KLAQSKNFHL RPRDLISNIN VIVLELKGSE 10C
TTFMCEYADE TATIVEFLNR WITFSQSIIS TLTEPKSSDK THTCPPCPAP 15C
PVAGPSVFLF PPKPKDTLMI SRTPEVICVV VDVKHEDPEV KENWYVDGVE 200
VHNAKTKPRE EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE 250
KTISKAKGGP REPQVYTLPP SREQMTKNQV KLTCLVKGFY PSDIAVEWES 300
NGQPENNYKT TPPVLDSDGS FFLYSKLTVL KSRWQQGNVE SCSVLHEALH 350
SHYTQKSLSL SPGK 364

Heavy chain / Chaine lourde / Cadena pesada: IgG1 Fe

EPKSSDKTHT CPPCPAPEVA GPSVFLFPPK PKDTLMISRT PEVTCVVVDV 50
KHEDPEVKFN WYVDGVEVHN AKTKPREEEY NSTYRVVSVL TVLHQDWLNG 10C
KEYKCKVSNK ALPAPIEKTI SKAKGQPREP QVYTLPPSRE EMTKNQVSLT 15C
CDVSGFYPSD IAVEWESDGQ PENNYKTTPP VLDSDGSFFL YSKLTVDKSR 200
WEQGDVFSCS VLHEALHSHY TQKSLSLSPG K 231

Mutation / Mutation / Mutacion

Chain (IL2-IgG1 Fc)

IL2: TP A D% N N7'SK, ¢S,

1gG1 Fo: C5818, P11 G215 pya 19 575K 184, EH20274 g9 K281 MR35, N21%-8751
Heavy chain IgG1 Fe: C>8, 'PELLG? > pva?, 5% K5 Q0SE™, L'5>p!s?

K|55‘>S|54‘ N|69‘>D|68‘ QZO3'>EZOZ' N206'>l;205' MZ]}';LZIEZ' NZ]‘)'>SZ]8'

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra IL2-Fc:  58-105 (Intra [L2), 178-238, 284-342

Intra IgG1-Fe:  45'-105". 151'-209"

Inter-IL2-F¢ 1gG1-Fe: 144-11", 147-14'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
IL2-Fc chain: N214,1gG1 Fe: N81'
Fucosylated complex bi-antennary CHO-type glycans

O-glycosylation sites / Sites de O-glycosylation / Posiciones de O-glicosilaciéon
none / aucun / ninguna (mutation T3>A)

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: K364, K231
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elatatug

élatatug

elatatug

immunoglobulin G1-kappa, anti-[Homo sapiens CLDN18
(claudin 18, claudin-18, surfactant associated protein J,
SFTPJ) isoform 2], monoclonal antibody;

H-gamma1 heavy chain (1-448) [VH (Homo sapiens IGHV3-
23*03 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT
[8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (215) (119-216), hinge 1-15 (217-231), CH2 (232-341),
CH3 D12 (357), L14 (359) (342-446), CHS (447-448)) (119-
448)],(221-220")-disulfide with L-kappa light chain (1'-220') [V-
KAPPA Musmus/Homsap (Mus musculus IGKV8-19*01
(90.1%) -IGKJ4*01 (91.7%) S120>Q (106')/Homo sapiens
IGKV4-1*01 (88.1%) -IGKJ2*02 (100%), CDR -IMGT [12.3.9]
(27'-38'.56'-58'.95'-103'")) (1'-113') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (159'), V101
(197')) (114'-220")]; dimer (227-227":230-230")-bisdisulfide,
produced in a cell line from Chinese hamster ovary (CHO)
cells, derived from the cell line CHO-K1, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens CLDN18
(claudine 18, claudine-18, protéine J associée au surfactant,
SFTPJ) isoforme 2], anticorps monoclonal;

chaine lourde H-gamma1 (1-448) [VH (Homo sapiens
IGHV3-23*03 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (215) (119-216), charniére 1-15 (217-231), CH2 (232-
341), CH3 D12 (357), L14 (359) (342-446), CHS (447-448))
(119-448)], (221-220")-disulfure avec la chaine légere L-
kappa (1'-220") [V-KAPPA Musmus/Homsap (Mus musculus
IGKV8-19*01 (90.1%) -IGKJ4*01 (91.7%) S120>Q
(106")/Homo sapiens IGKV4-1*01 (88.1%) -IGKJ2*02 (100%),
CDR -IMGT [12.3.9] (27'-38'.56'-58'.95'-103")) (1'-113") -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(159", V101 (197")) (114'-220")]; dimere (227-227":230-230")-
bisdisulfure, produit dans une lignée cellulaire des cellules
ovariennes de hamster chinois (CHO), dérivant de la lignée
cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens CLDN18
(claudina 18, claudina-18, proteina J asociada con
surfactante, SFTPJ) isoforma 2], anticuerpo monoclonal;
cadena pesada H-gamma1 (1-448) [VH (Homo sapiens
IGHV3-23*03 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (215) (119-216), bisagra 1-15 (217-231), CH2 (232-
341), CH3 D12 (357), L14 (359) (342-446), CHS (447-448))
(119-448)], (221-220")-disulfuro con la cadena ligera L-kappa
(1'-220") [V-KAPPA Musmus/Homsap (Mus musculus IGKV8-
19*01 (90.1%) -IGKJ4*01 (91.7%) S120>Q (106')/Homo
sapiens IGKV4-1*01 (88.1%) -IGKJ2*02 (100%), CDR -IMGT
[12.3.9] (27'-38'.56'-58'.95'-103")) (1'-113') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (159'),
V101 (197")) (114'-220")]; dimero (227-227":230-230")-
bisdisulfuro, producido en una linea celular de las células
ovaricas de hamster chino (CHO), linea celular derivada de
CHO-K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYTMSWVRCA PGKGLEWVAT 50
IIIGGSYTYY ADSVKGRETI SRDNSKNTLY LOMNSLRAED TAVYYCTRLV 100
KGNAMDYWCGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTIVP SSSLGTQTYI 20C
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD 25C
TLMISRTPEV TCVVVDVSHE DPEVKENWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLLC 400
SDGSFFLYSK LTVDKSRWQQ GNVESCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera (L', L™}

DIVMTQSPLCS LAVSLGERVT MNCKSSQSLL NSGNQKNYLS WYQQKPGQPE 50
KLLFYWASTR ESGVPDRFSG SGSGTDFTLT ISSVQAEDVA VYYCQNDYSY 100
PFTFGQGTKL EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVOWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 20C
EVTHQGLSSP VTKSEFNRGEC 22C

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  262-322  368-426
22"-96" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-94"  140'-200
23"-94"  140™-200"
Inter-H-L (h 5-CL 126) 221-220" 221"-220"
Inter-H-H (h 11. h 14y 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 298, 298"

TFucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 448, 448"

elatatug vedotin immunoglobulin G1-kappa, anti-[Homo sapiens CLDN18 (claudin
18, claudin-18, surfactant associated protein J, SFTPJ) isoform 2],
monoclonal antibody; conjugated on an average of four cysteinyl
residues to vedotin, comprising a cleavable linker and
monomethylauristatin E (MMAE);
H-gamma1 heavy chain (1-448) [VH (Homo sapiens IGHV3-23*03
(91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26-33.51-
58.97-107)) (1-118) -Homo sapiens IGHG1*01 (100%) G1m17,1
CH1 K120, CH3 D12, L14 (CH1 K120 (215) (119-216), hinge 1-15
(217-231), CH2 (232-341), CH3 D12 (357), L14 (359) (342-446),
CHS (447-448)) (119-448)],(221-220")-disulfide with L-kappa light
chain (1'-220") [V-KAPPA Musmus/Homsap (Mus musculus IGKV8-
19*01 (90.1%) -IGKJ4*01 (91.7%) S120>Q (106')/Homo sapiens
IGKV4-1*01 (88.1%) -IGKJ2*02 (100%), CDR -IMGT [12.3.9] (27'-
38'.56'-58'.95'-103")) (1'-113') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-220")];
dimer (227-227":230-230")-bisdisulfide, produced in a cell line from
Chinese hamster ovary (CHO) cells, derived from the cell line CHO-
K1, glycoform alfa; substituted at the sulfur atoms of an average of
four L-cysteinyl residues among 221, 227, 230, 220', 221", 227",
230" and 220™ with (3RS)-1-(6-{[(2S)-1-{[(2S)-5-(carbamoylamino)-
1-{4-[({[(2S)-1-{[(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-
1-hydroxy-1-phenylpropan-2-yllamino}-1-methoxy-2-methyl-3-
oxopropyl]pyrrolidin-1-yl}-3-methoxy-5-methyl-1-oxoheptan-4-
yll(methyl)amino}-3-methyl-1-oxobutan-2-ylJamino}-3-methyl-1-
oxobutan-2-yl](methyl)carbamoyl}oxy)methyl]anilino}-1-oxopentan-
2-ylJamino}-3-methyl-1-oxobutan-2-ylJamino}-6-oxohexyl)-2,5-
dioxopyrrolidin-3-yl (vedotin) groups

élatatug védotine immunoglobuline G1-kappa, anti-[Homo sapiens CLDN18 (claudine
18, claudine-18, protéine J associée au surfactant, SFTPJ)
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elatatug vedotina

isoforme 2], anticorps monoclonal; conjugué par quatre résidus
cystéinyle en moyenne a la védotine, comprenant un linker clivable
et monométhylauristatine E (MMAE);

chaine lourde H-gamma1 (1-448) [VH (Homo sapiens IGHV3-23*03
(91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26-33.51-
58.97-107)) (1-118) -Homo sapiens IGHG1*01 (100%) G1m17,1
CH1 K120, CH3 D12, L14 (CH1 K120 (215) (119-216), charniere 1-
15 (217-231), CH2 (232-341), CH3 D12 (357), L14 (359) (342-446),
CHS (447-448)) (119-448)], (221-220")-disulfure avec la chaine
légére L-kappa (1'-220') [V-KAPPA Musmus/Homsap (Mus
musculus IGKV8-19*01 (90.1%) -IGKJ4*01 (91.7%) S120>Q
(106')/Homo sapiens IGKV4-1*01 (88.1%) -IGKJ2*02 (100%), CDR
-IMGT [12.3.9] (27'-38'.56"-58'.95'-103'")) (1'-113') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (159'), V101
(197") (114'-220")]; dimere (227-227":230-230")-bisdisulfure, produit
dans une lignée cellulaire des cellules ovariennes de hamster
chinois (CHO), dérivant de la lignée cellulaire CHO-K1, glycoforme
alfa; substituée sur les atomes de soufre d'une moyenne de quatre
résidus L-cystéinyle parmi 221, 227, 230, 220', 221", 227", 230" et
220" avec des groupes (3RS)-1-(6-{[(2S)-1-{[(2S)-5-
(carbamoylamino)-1-{4-[({[(2S)-1-{[(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-
[(1R,2R)-3-{[(1S,2R)-1-hydroxy-1-phénylpropan-2-ylJamino}-1-
méthoxy-2-méthyl-3-oxopropyl]pyrrolidin-1-yl}-3-méthoxy-5-méthyl-
1-oxoheptan-4-yl](méthyl)amino}-3-méthyl-1-oxobutan-2-ylJamino}-
3-méthyl-1-oxobutan-2-yl](méthyl)carbamoyl}oxy)méthyllanilino}-1-
oxopentan-2-ylJamino}-3-méthyl-1-oxobutan-32-ylJamino}-6-
oxohexyl)-2,5-dioxopyrrolidin-3-yle (védotine)

inmunoglobulina G1-kappa, anti-[Homo sapiens CLDN18 (claudina
18, claudina-18, proteina J asociada con surfactante, SFTPJ)
isoforma 2], anticuerpo monoclonal; conjugado en una media de
cuatro residuos cisteinilo a la vedotina, que comprende un enlace
escindible y monometilauristatina E (MMAE);

cadena pesada H-gamma1 (1-448) [VH (Homo sapiens IGHV3-
23*03 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26-
33.51-58.97-107)) (1-118) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (215) (119-216),
bisagra 1-15 (217-231), CH2 (232-341), CH3 D12 (357), L14 (359)
(342-446), CHS (447-448)) (119-448)], (221-220")-disulfuro con la
cadena ligera L-kappa (1'-220') [V-KAPPA Musmus/Homsap (Mus
musculus IGKV8-19*01 (90.1%) -IGKJ4*01 (91.7%) S120>Q
(106')/Homo sapiens IGKV4-1*01 (88.1%) -IGKJ2*02 (100%), CDR
-IMGT [12.3.9] (27'-38'.56'-58'.95'-103'")) (1'-113") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (159'), V101
(197") (114'-220")]; dimero (227-227":230-230")-bisdisulfuro,
producido en una linea celular de las células ovaricas de hamster
chino (CHO), linea celular derivada de CHO-K1, forma glicosilada
alfa; sustituida en los atomos de azufre de un promedio de cuatro
residuos de L-cisteinilo entre 221, 227, 230, 220", 221", 227", 230" y
220™ con grupos (3RS)-1-(6-{[(2S)-1-{[(2S)-5-(carbamoilamino)-1-
{4-[({[(2S)-1-{[(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-
fenil-1-hidroxipropan-2-illamino}-2-metil-1-metoxi-3-
oxopropil]pirrolidin-1-il}-5-metil-3-metoxi-1-oxoheptan-4-
il(metil)amino}-3-metil-1-oxobutan-2-ilJamino}-3-metil-1-oxobutan-
2-il}(metil)carbamoil}oxi)metil]anilino}-1-oxopentan-2-ilJamino}-3-
metil-1-oxobutan-32-ilJamino}-6-oxohexil)-2,5-dioxopirrolidin-3-ilo
(vedotina)
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

EVQLLESGGG LVQPGGSLRL SCAASGEFTES SYTMSWVRCQA PGKGLEWVAT 50
ITIGGSYTYY ADSVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCTRLV 100
KGNAMDYWCGQ GTLVTVSSAS TKGP3VFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 20C
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKL 25C
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLL 400
SDGSFFLYSK LTVDKSRWCQO GNVESCSVMH EALHNHYTQOK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera (L. L")

DIVMTQSPLS LAVSLGERVT MNCKSSQSLL NSGNQKNYLS WYQQKPGQFP 50
KLLFYWASTR ESGVPDRFSG SGSGTDFTLT ISSVQAEDVA VYYCQNDYSY 100
PFTFGQGTKL EIKRTVAAPS VFIFPPSDEC LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 20C
EVTHQGLSSP VTKSFNRGEC 22¢C

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201 262-322  368-426
22"-96" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-94"  140"-200"
23"-94"  140™-200™
Inter-H-L (h 5-CL 126)* 221-220" 221"-220"
Inter-H-H (h 11, h 14)*  227-227" 230-230"
*Two or three of the four inter-chain disulfide bridges are not present, an average of 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des quatre ponts disulfures inter-chaines ne sont pas présents, 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Dos o tres de los cuatro puentes disulfuro inter-catenarios no estan presentes. una media
de 4 cisteinil estd conjugada a conectores de principio activo.
N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4: 298, 298"
Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires

complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 448, 448"

Modified residues / Résidus moditiés / Restos modificados*
C (221,227, 230, 220", 221".227". 230". 220")
*(vedotinmAb ~ 4:1)

HQN«

H3C NS
O O H |.H
HsC H 2

and epimer at C*
> l et I'épimére en C*
7/

y el epimerc al C*

human tumor necrosis factor receptor superfamily member 1B
(TNFRSF1B, tumor necrosis factor receptor 2, TNF-R2, TNF-RII,
Uniprot: P20333) extracellular domain fragment (1-235), natural variant
M'74>R, fused at the C-terminus to a human immunoglobulin G1 (IgG1)
Fc fragment (h-CH2-CH3-CHS domains), (236-467), [Homo sapiens
IGHG1*01 (hinge (236-250), CH2 (251-360), CH3 (361-465), CHS K
(466-467))], dimer (240-240":246-246":249-249")-trisdisulfide, produced in
Chinese hamster ovary (CHO) cells, cell line CHO-K1, glycoform alfa

fragment de domaine extracellulaire du membre 1B de la superfamille du
récepteur du facteur de nécrose tumorale humaine (TNFRSF1B,
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elipunercept

elpipodect

elpipodect

récepteur 2 du facteur de nécrose tumorale, TNF-R2, TNF-RII, Uniprot:
P20333) (1-235), variant naturel M'">R, fusionné a I'extrémité C-terminale a
un fragment Fc d'immunoglobuline G1 (IgG1) humaine (domaines h-CH2-
CH3-CHS), (236-467), [Homo sapiens IGHG1*01 (charniére (236-250), CH2
(251-360), CH3 (361-465), CHS K (466-467))], dimére (240-240":246-
246":249-249")-trisdisulfure, produit dans des cellules d'ovaire de hamster
chinois (CHO), lignée cellulaire CHO-K1, glycoforme alfa

fragmento del dominio extracelular del miembro 1B de la superfamilia del
receptor del factor de necrosis tumoral humano (TNFRSF 1B, receptor del
factor de necrosis tumoral 2, TNF-R2, TNF-RII, Uniprot: P20333) (1-235),
variante natural M'7#>R, fusionado en el extremo C terminal a un fragmento
Fc de inmunoglobulina G1 (IgG1) humana (dominios h-CH2-CH3-CHS), (236-
467), [Homo sapiens IGHG1*01 (bisagra (236-250), CH2 (251-360), CH3
(361-465), CHS K (466-467))], dimero (240-240":246-246'":249-249')-
trisdisulfuro, producido en células de ovario de hamster chino (CHO), linea
celular CHO-K1, glicoforma alfa

Sequence / Séquence / Secuencia

LPAQVAFTPY APEPGSTCRL REYYDQTAQM CCSKCSPGQH AKVECTKTSC 50
TVCDSCEDST YTQLWNWVPE CLSCGSRCSS DQVETQACTR EQNRICTCRP 10C
GWYCALSKQE GCRLCAPLRK CRPGFGVARF GTETSDVVCK PCAPGTEFSNT 15C
TSSTDICRPH QICNVVAIPG NASRDAVCTS TSPTRSMAPG AVHLPQPVST 200
RSQHTQPTPE PSTAPSTSEFL LPMGPSPPAE GSTGDEPKSC DKTHTCPPCP 250
APELLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSHED PEVKFNWYVD 300
GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK CKVSNKALPA 350
PIEKTISKAK GQPREPQVYT LPPSRDELTK NQVSLTCLVK GFYPSDIAVE 400
WESNGQPENN YKTTPPVLDS DGSFFLYSKL TVDKSRWQOQG NVEFSCSVMHE 450
ALHNHYTQKS LSLSPGK 467

Natural variant
M!75R

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain TNFR2: 18-31, 32-45, 35-53, 56-71. 74-88, 78-96, 98-115, 104-112
121-139. 142-157. 163-178; 1gG1 Fe: 281-341, 387-445
TNFR2': 18-31'. 32'-45". 35'-53". 56'-71', 74'-88'. 78'-96'. 98'-115', 104'-112"
121°-139', 142'-157", 163'-178"; 1gG1 Fe': 281-341' 387'-445"
Inter-chain Fe-Fc¢'  240-240', 246-246', 249-249"

N-glycosylation sites / Sites de N-~glycosylation / Posiciones de N-glicosilacion
TNFR2: N149. N171; NI149', N171" 1gGI1 Fe: N317.N317'

O-glycosylation sites / Sites de O-glycosylation / Posiciones de O-glicosilacion

T8* T184, S186*, $199, T200, T205, T208, S212, T213, T216. T217, 8226, T245*;
T8'#. T184", S186'*. 199", T200', T205", T208', $212', T213", T216', T217", $226', T245'*
*<5%

Deamidation sites / Sites de désamidation / Posiciones de desamidacion
N335 (2.7% to 3.4%), N381 (0.4% to 0.5%), N404 (2.4% to 2.9%)

Chemical modification
Succinimide modification of N335 (5.2% to 6.2%) and N404 (2.2% to 2.4%)

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: K467, K467' (~50%)

2-methyl-6-{[(1S,2S)-2-(5-methylpyridin-2-yl)cyclopropyllmethoxy}-N-[(5-
methyl-1,3,4-thiadiazol-2-yl)methyl]pyrimidin-4-amine

2-meéthyl-6-{[(1S,2S)-2-(5-méthylpyridin-2-yl)cyclopropyllméthoxy}-N-[(5-
méthyl-1,3,4-thiadiazol-2-yl)méthyl]pyrimidin-4-amine
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2-metil-6-{[(1S,2S)-2-(5-metilpiridin-2-il)ciclopropiljmetoxi}-N-[(5-metil-1,3,4-
tiadiazol-2-il)metil]pirimidin-4-amina

C1gH22N6OS
H5C HaC N—
= /: N
/N N\ J\
N H N NH S CH,
H o0

immunoglobulin (H-gamma1_L-kappa)_(G1(VH-CH1-h)-10mer-scFvih-10mer-G1(h-
CH2-CH3)_L-kappa), anti-[Homo sapiens CLDN18 (claudin 18, claudin-18,
surfactant associated protein J, SFTPJ) isoform 2] and anti-[Homo sapiens CD3E
(CD3 epsilon, Leu-4)], monoclonal antibody, bispecific, trivalent;

H-gamma1 heavy chain anti-CLDN18 (H) (1-447) [VH (Homo sapiens IGHV5-10-
1*01 (89.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26-33.51-58.97-107))
(1-118) -Homo sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3 E12,
M14, 1-G1v50 CH2 delE1.4 P1.3, V1.2, A1.1, 6-G1v51 CH2 K29, 14-G1v72-3 CH1
D114, CH2 E84.2, CH3 D44, E97, D100, 18-G1v82-5 CH3 D24, S26(CH1 N114>D
(209), R120>K (215) (119-216), hinge 1-15 (217-231), CH2 E1.4>del, L1.3>P (234),
L1.2>V (235), G1.1>A (236), S29>K (267), Q84.2>E (295) (232-340), CH3 E12
(356), M14 (358), L24>D (368), K26>S (370), N44>D (384), Q97>E (418), N100>D
(421) (341-445), CHS (446-447)) (119-447)], (221-220")-disulfide with L-kappa light
chain anti-CLDN18 (L") (1'-220') [V-KAPPA (Homo sapiens IGKV4-1*01 (91.1%) -
IGKJ2*02 (90.9%) Q120>S (106), CDR-IMGT [12.3.9] (27'-38'.56'-58'.95'-103")) (1'-
113') -Homo sapiens IGKC*01 (100%), Km3 A45.1 (159'), V101 (197') (114'-220")];
G1(VH-CH1-h)-10mer-scFvlh-10mer-G1(h-CH2-CH3) heavy chain anti-CLDN18 and
anti-CD3E (H") (1"-720") [G1(VH-CH1-h) (1"-221") [VH anti-CLDN18 (Homo sapiens
IGHV5-10-1*01 (89.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26"-
33".561"-58".97"-107")) (1"-118") -Homo sapiens IGHG1*03v, G1m3>G1m17 CH1
K120 (CH1 R120>K (215") (119"-216"), hinge 1-5 (217"-221"))] -10-mer
bis(tetraglycyl-seryl) linker (222"-231") -scFvlh anti-CD3E (232"-485") [V-LAMBDA
anti-CD3E Musmus/Homsap (Mus musculus IGLV1*01 (80.6%) -IGLJ1*01
(100%)/Homo sapiens IGLV7-46*01 (76.8%) -IGLJ3*02 (100%), CDR-IMGT [9.3.9]
(257"-265".283"-285".322"-330")) (232"-340") -20-mer tetrakis(glycyl-lysyl-prolyl-
glycyl-seryl) linker (341"-360") -VH anti-CD3E (Homo sapiens IGHV3-73*01 (88.0%)
-(IGHD) -IGHJ6*01 (90.9%) T123>L (480"), CDR-IMGT [8.10.16] (386"-393".411"-
420".459"-474")) (361"-485")] -10-mer bis(tetraglycyl-seryl) linker (486"-495") -G1(h-
CH2-CH3) (496"-720") [Homo sapiens IGHG1*03v, nG1m1 CH3 E12, M14, 1-G1v50
CH2 delE1.4 P1.3, V1.2, A1.1, 6-G1v51 CH2 K29, 18-G1v82-6 CH3 Q13, K20
(hinge 7-15 (496"-504"), CH2 E1.4>del, L1.3>P (507"), L1.2>V (508"), G1.1>A
(509"), S29>K (540") (505"-613"), CH3 E12 (629"), E13>Q (630"), M14 (631"),
S20>K (637") (614"-718"), CHS (719"-720"))]]; (221"-220")-disulfide with L-kappa
light chain anti-CLDN18 (L")(1"-220") [V-KAPPA (Homo sapiens IGKV4-1*01
(91.1%) -IGKJ2*02 (90.9%) Q120>S (106™), CDR-IMGT [12.3.9] (27"-38".56"-
58".95"-103")) (1"-113") -Homo sapiens IGKC*01 (100%), Km3 A45.1 (159™),
V101 (197™) (114™-220™)];

dimer (227-500": 230-503")-bisdisulfide, produced in a cell line from Chinese
hamster ovary (CHO) cells, derived from the cell line CHO-K1, glycoform alfa

immunoglobuline (H-gamma1_L-kappa)_(G1(VH-CH1-h)-linker-scFvlh-linker-(h-
CH2-CH3)_L-kappa), anti-[Homo sapiens CLDN18 (claudine 18, claudine-18,
protéine J associée au surfactant, SFTPJ) isoforme 2] et anti-[Homo sapiens CD3E
(CD3 epsilon, Leu-4)], anticorps monoclonal, bispécifique, trivalent;

chaine lourde H-gamma1 anti-CLDN18 (H) (1-447) [VH (Homo sapiens IGHV5-10-
1*01 (89.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26-33.51-58.97-107))
(1-118) -Homo sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3 E12,
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M14,1-G1v50 CH2 delE1.4 P1.3, V1.2, A1.1, 6-G1v51 CH2 K29, 14-G1v72-3 CH1
D114, CH2 E84.2, CH3 D44, E97, D100, 18-G1v82-5 CH3 D24, S26, (CH1 N114>D
(209), R120>K (215) (119-216), charniére 1-15 (217-231), CH2 E1.4>del, L1.3>P
(234), L1.2>V (235), G1.1>A (236), S29>K (267), Q84.2>E (295) (232-340), CH3
E12 (356), M14 (358), L24>D (368), K26>S (370), N44>D (384), Q97>E (418),
N100>D (421) (341-445), CHS (446-447)) (119-447)], (221-220")-disulfure avec la
chaine légere L-kappa anti-CLDN18 (L") (1'-220") [V-KAPPA (Homo sapiens IGKV4-
1*01 (91.1%) -IGKJ2*02 (90.9%) Q120>S (106™), CDR-IMGT [12.3.9] (27'-38'.56'-
58'.95'-103")) (1'-113') -Homo sapiens IGKC*01 (100%), Km3 A45.1 (159'), V101
(197') (114'-220")];
chaine lourde G1(VH-CH1-h)-10mer-scFvlh-10mer-G1(h-CH2-CH3) anti-CLDN18 et
anti-CD3E (H") (1"-720") [G1(VH-CH1-h) (1"-221") [VH anti-CLDN18 (Homo sapiens
IGHV5-10-1*01 (89.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26"-
33".51"-58".97"-107")) (1"-118") -Homo sapiens IGHG1*03v, G1m3>G1m17 CH1
K120 (CH1 R120>K (215") (119"-216"), charniére 1-5 (217"-221"))] -10-mer
bis(tétraglycyl-séryl) linker (222"-231") -scFvlh anti-CD3E (232"-485") [V-LAMBDA
anti-CD3E Musmus/Homsap (Mus musculus IGLV1*01 (80.6%) -IGLJ1*01
(100%)/Homo sapiens IGLV7-46*01 (76.8%) -IGLJ3*02 (100%), CDR-IMGT [9.3.9]
(257"-265".283"-285".322"-330")) (232"-340") -20-mer tétrakis(glycyl-lysyl-prolyl-
glycyl-séryl) linker (341"-360") -VH anti-CD3E (Homo sapiens IGHV3-73*01 (88.0%)
-(IGHD) -IGHJ6*01 (90.9%) T123>L (480"), CDR-IMGT [8.10.16] (386"-393".411"-
420".459"-474") (361"-485")] -10-mer bis(tétraglycyl-séryl) linker (486"-495") -G1(h-
CH2-CH3) (496"-720") [Homo sapiens IGHG1*03v, nG1m1 CH3 E12, M14, 1-G1v50
CH2 delE1.4 P1.3, V1.2, A1.1, 6-G1v51 CH2 K29, 18-G1v82-6 CH3 Q13, K20
(charniére 7-15 (496"-504"), CH2 E1.4>del, L1.3>P (507"), L1.2>V (508"), G1.1>A
(509"), S29>K (540") (505"-613"), CH3 E12 (629"), E13>Q (630"), M14 (631"),
S20>K (637") (614"-718"), CHS (719"-720"))]]; (221"-220")-disulfure avec la chaine
légere L-kappa anti-CLDN18 (L") (1"-220™) [V-KAPPA (Homo sapiens IGKV4-1*01
(91.1%) -IGKJ2*02 (90.9%) Q120>S (106™), CDR-IMGT [12.3.9] (27"-38".56""-
58™.95"-103")) (1"-113"") -Homo sapiens IGKC*01 (100%), Km3 A45.1 (159"),
V101 (197™) (114™-220™)];
dimeére (227-500": 230-503")-bisdisulfure, produit dans une lignée cellulaire des
cellules ovariennes de hamster chinois (CHO), dérivant de la lignée cellulaire CHO-
K1, glycoforme alfa

emaretamig
inmunoglobulina (H-gamma1_L-kappa)_(G1(VH-CH1-h)-enlace-scFvlh-enlace-(h-
CH2-CH3)_L-kappa), anti-[Homo sapiens CLDN18 (claudina 18, claudina-18,
proteina J asociada con surfactante, SFTPJ) isoforma 2] y anti-[Homo sapiens
CD3E (CD3 épsilon, Leu-4)], anticuerpo monoclonal, biespecifico, trivalente;
cadena pesada H-gamma1 anti-CLDN18 (H) (1-447) [VH (Homo sapiens IGHV5-10-
1*01 (89.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11] (26-33.51-58.97-107))
(1-118) -Homo sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3 E12,
M14,1-G1v50 CH2 delE1.4 P1.3, V1.2, A1.1, 6-G1v51 CH2 K29, 14-G1v72-3 CH1
D114, CH2 E84.2, CH3 D44, E97, D100, 18-G1v82-5 CH3 D24, S26, (CH1 N114>D
(209), R120>K (215) (119-216), bisagra 1-15 (217-231), CH2 E1.4>del, L1.3>P
(234), L1.2>V (235), G1.1>A (236), S29>K (267), Q84.2>E (295) (232-340), CH3
E12 (356), M14 (358), L24>D (368), K26>S (370), N44>D (384), Q97>E (418),
N100>D (421) (341-445), CHS (446-447)) (119-447)], (221-220")-disulfuro con la
cadena ligera L-kappa anti-CLDN18 (L') (1'-220") [V-KAPPA (Homo sapiens IGKV4-
1*01 (91.1%) -IGKJ2*02 (90.9%) Q120>S (106™), CDR-IMGT [12.3.9] (27'-38'.56'-
58'.95'-103")) (1'-113') -Homo sapiens IGKC*01 (100%), Km3 A45.1 (159'), V101
(197" (114'-220")];
cadena pesada G1(VH-CH1-h)-10mer-scFvlh-10mer-G1(h-CH2-CH3) anti-CLDN18
y anti-CD3E (H") (1"-720") [G1(VH-CH1-h) (1"-221") [VH anti-CLDN18 (Homo
sapiens IGHV5-10-1*01 (89.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.11]
(26"-33".51"-58".97"-107")) (1"-118") -Homo sapiens IGHG1*03v, G1m3>G1m17
CH1 K120 (CH1 R120>K (215") (119"-216"), bisagra 1-5 (217"-221"))] -10-mer
bis(tetraglicil-seril) enlace (222"-231") -scFvlh anti-CD3E (232"-485") [V-LAMBDA
anti-CD3E Musmus/Homsap (Mus musculus IGLV1*01 (80.6%) -IGLJ1*01
(100%)/Homo sapiens IGLV7-46*01 (76.8%) -IGLJ3*02 (100%), CDR-IMGT [9.3.9]
(257"-265".283"-285".322"-330")) (232"-340") -20-mer tetrakis(glicil-lisil-prolil-glicil-
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seril) enlace (341"-360") -VH anti-CD3E (Homo sapiens IGHV3-73*01 (88.0%) -
(IGHD) -IGHJ6*01 (90.9%) T123>L (480"), CDR-IMGT [8.10.16] (386"-393".411"-
420".459"-474") (361"-485")] -10-mer bis(tetraglicil-seril) enlace (486"-495") -G1(h-
CH2-CH3) (496"-720") [Homo sapiens IGHG1*03v, nG1m1 CH3 E12, M14, 1-G1v50
CH2 delE1.4 P1.3, V1.2, A1.1, 6-G1v51 CH2 K29, 18-G1v82-6 CH3 Q13, K20
(bisagra 7-15 (496"-504"), CH2 E1.4>del, L1.3>P (507"), L1.2>V (508"), G1.1>A
(509"), S29>K (540") (505"-613"), CH3 E12 (629"), E13>Q (630"), M14 (631"),
S20>K (637") (614"-718"), CHS (719"-720"))]]; (221"-220™)-disulfuro con la cadena
ligera L-kappa anti-CLDN18 (L") (1"-220™") [V-KAPPA (Homo sapiens IGKV4-1*01
(91.1%) -IGKJ2*02 (90.9%) Q120>S (106™), CDR-IMGT [12.3.9] (27"-38".56""-
58".95"-103")) (1"-113"") -Homo sapiens IGKC*01 (100%), Km3 A45.1 (159"),
V101 (197™) (114™-220™)];

dimero (227-500": 230-503")-bisdisulfuro, producido en una linea celular de las
células ovaricas de hamster chino (CHO), linea celular derivada de CHO-K1, forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada: H-gammal anti-CLDN 18 (H)

EVQLVQSGAE VKKPGESLRI SCKASGYTFT SYWINWVRCM PGKGLEWMGN 50
IYPSDSYTNY NQKEQGHVTI SVDKSISTAY LOWSSLKASD TAMYYCTRSW 100
RGNSFDYWCGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSDT KVDKKVEPKS CDKTHTCPPC PAPPVAGPSV FLEPPKPKDT 250
LMISRTPEVT CVVVDVKHED PEVKEFNWYVD GVEVHNAKTK PREEEYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCDVS GEYPSDIAVE WESDGQPENN YKTTPPVLDE 400
DGSFFLYSKL TVDKSRWEQG DVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera: L-kappa common anti-CLDNI18 (L', L"}

DIVMTQSPLCS LAVSLGERAT INCKSSQSLL NSGNQKNYLT WYQQKPGQPE 50
KLLIYWASTR ESGVPDRFTG SGSGTDFTLT ISSLQAEDVA VYYCQNDYSY 100
PFTFGSGTKL EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVOWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSEFNRGEC 220

Heavy chain / Chaine lourde / Cadena pesada: GI(VH-CH[-h)- 0mer-scFvlh-10mer-
(h-C2-CI3) anti-CLDN 18 and anti-CD3E (H")

EVQLVQSGAE VKKPGESLRI SCKASGYTFT SYWINWVRCM PGKGLEWMGN 50
IYPSDSYTNY NQKEFQGHVTI SVDKSISTAY LOWSSLKASD TAMYYCTRSW 100
RGNSFDYWCGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CGGGGSGGGG SQAVVTQEPS LTVSPGGTVT 250
LTCGSSTGAV TTSNYANWVQ QKPGKSPRGL IGGTNKRAPG VPARFSGSLL 300
GGKAALTISG AQPEDEADYY CALWYSNHWV FGGGTKLTVL GKPGSGKPGS 350
GKPGSGKPGS EVQLVESGCG LVQPGGSLRL SCAASGETEFS TYAMNWVRCA 400
PGKGLEWVGR IRSKANNYAT YYADSVKGRE TISRDDSKNT LYLQMNSLRA 450
EDTAVYYCVR HGNFGDSYVE WFAYWGQGTL VTVSSGGGGS GGGGSKTHTC 500
PPCPAPPVAG PSVFLFPPKE KDTLMISRTP EVTCVVVDVK HEDPEVKENW 550
YVDGVEVHNA KTKPREEQYN STYRVVSVLT VLHQDWLNGK EYKCKVSNKA 600
LPAPIEKTIS KAKGQPREFQ VYTLPPSREQ MTKNQVKLTC LVKGFYPSDI 650
AVEWESNGQP ENNYKTTPPV LDSDGSFELY SKLTVDKSRW QQGNVFSCSV 700
MHEALHNHYT QKSLSLSPGK 720

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104)  22-96  145-201 261-321  367-425

Intra-H" (C23-C104) 22"-96" 145"-201" 253"-321" 382"-458" 534"-594" 640"-698"
Intra-L’ (C23-C104)  23'-94" 140200

Intra-L" (C23-C104) 23"-94" 140"-200™

Inter-1[-L', inter-H"-L" (h 5-CL 126) 221-220" 221"-220™

Inter-H-H" (h 11, h 14y 227-500" 230-503"

Total number of disulfide bridges: 18 (14 intra-, 4 inter-).

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 297, 570"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 447, 720"
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allogeneic CD4+ and CD8+ T lymphocytes derived from a
patient's prior allogeneic hematopoietic stem cell transplantation
donor, transduced with a self-inactivating, non-replicating (SIN)
lentiviral vector encoding a chimeric antigen receptor (CAR)
targeting CD33 (also known as sialic acid binding Ig-like lectin 3,
Siglec-3) comprising a human CD8alpha leader sequence, a
humanised anti-CD33 single chain variable fragment (scFv;
derived from lintuzumab, clone huM195), a CD28 hinge region,
CD28 transmembrane and co-stimulatory domain, and an
intracellular signal transduction domain (CD3(), under control of
the human elongation factor 1 alpha (EF-1a) promoter and
Woodchuck hepatitis virus post-transcriptional regulatory element
(WPRE).

The construct is flanked by 5' and 3' long terminal repeats (LTRs)
and also contains a packaging signal, truncated gag, a Rev
response element (RRE), an envelope glycoprotein 41 (gp41)
peptide, a central polypurine tract/central termination sequence
(cPPT/CTS) 5' to the transgene, and a partial nef/polypurine tract
(PPT) sequence 3' to the transgene. The vector is pseudotyped
with vesicular stomatitis virus (VSV) glycoprotein G.

The apheresis material collected from a patient's prior stem cell
donor is enriched for CD4+/CD8+ T lymphocytes by positive
immunoselection, activated by CD3 and CD28 agonists and
transduced with the lentiviral vector. The cells are expanded in
media containing human AB serum and interleukin 2 (IL-2). The
T lymphocytes (>94% CD3+) are positive for the transgene
(>20% CAR positive), demonstrate cytotoxicity against CD33-
expressing cells, and secrete interferon gamma in response to
co-culture with CD33-expressing tumour cell lines

lymphocytes T CD4+ et CD8+ allogéniques provenant du
donneur d'une greffe allogénique antérieure de cellules souches
hématopoiétiques du patient, transduites avec un vecteur
lentiviral auto-inactivant et non réplicatif (SIN) codant pour un
récepteur d'antigene chimérique (RAC) ciblant CD33 (également
connu sous le nom de lectine 3 de type Ig se liant a I'acide
sialique, Siglec-3) comprenant une séquence de téte CD8alpha
humaine, un fragment variable a chaine unique anti-CD33
humanisé (scFv; dérivé du lintuzumab, clone huM195), une
région charniere CD28, un domaine transmembranaire et co-
stimulateur CD28 et un domaine de transduction du signal
intracellulaire (CD3¢), sous le contréle du promoteur du facteur
d'élongation humain 1 alpha (EF-1a) et de I'élément régulateur
post-transcriptionnel du virus de I'hépatite de la marmotte
(WPRE).

La construction est flanquée de répétitions terminales longues
(LTR) en 5' et en 3', et contient également un signal
d'empaquetage, un gag tronqué, un élément de réponse Rev
(ERR), un peptide de la glycoprotéine d'enveloppe 41 (gp41),
une séquence de terminaison centrale/tractus polypurine central
(cPPT/CTS) en 5' du transgéne, et une séquence nef
partielle/tractus polypurine (PPT) en 3' du transgéene. Le vecteur
est pseudotypé avec la glycoprotéine G du virus de la stomatite
vésiculaire (VSV).

Le matériel d'aphérese prélevé du donneur de cellules souches
du patient est enrichi en lymphocytes T CD4+/CD8+ par
immunosélection positive, activé par les agonistes CD3 et CD28
et transduit par le vecteur lentiviral. Les cellules sont multipliées
dans un milieu contenant du sérum AB humain et de
l'interleukine 2 (IL-2). Les lymphocytes T (>94% CD3+) sont
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positifs pour le transgéne (>20% RAC positifs), démontrent une
cytotoxicité contre les cellules exprimant CD33 et sécrétent de

l'interféron gamma en réponse a la co-culture avec des lignées
cellulaires tumorales exprimant CD33

linfocitos T CD4+ y CD8+ alogénicos derivados del donante de
un trasplante alogénico previo de células madre
hematopoyéticas del paciente, transducidas con un vector
lentiviral, no replicativo, auto inactivante (SIN) que codifica un
receptor de antigenos quimérico (CAR) dirigido a CD33 (también
conocido como lectina 3 similar a Ig que se une a acido sialico,
Siglec-3) que consta de una secuencia lider de CD8 alfa
humano, un fragmento variable de cadena sencilla (scFv) anti-
CD33 humanizado (derivado de lintuzumab, clone huM195), una
region bisagra de CD28, un domino transmembrana y
coestimulador de CD28 y un dominio de sefalizacion intracelular
(CD3Q), bajo el control del promotor del factor de elongacion 1
alfa (EF-1a) y el elemento regulador post-transcripcional del virus
de la hepatitis de la marmota (WPRE).

El constructo esta flanqueado por repeticiones terminales largas
(LTRs) en 5'y 3'y también contiene una sefial de
empaquetamiento, un gag truncado, un elemento de respuesta
Rev (RRE), un péptido de la glicoproteina de la envuelta 41
(gp41), un tracto de poli-purina central/secuencia de terminacién
central (cPPT/CTS) 5' del transgén, y una secuencia de nef
parcial/tracto de poli-purina (PPT) 3' del transgén. El vector esta
seudotipado con la glicoproteina G del virus de la estomatitis
vesicular (VSV).

El material de aféresis recogido del donante original de las
células madre al paciente, se enrique para linfocitos T
CD4+/CD8+ mediante inmunoseleccion positiva, se activa con
agonistas de CD3 y CD28 y se transduce con el vector lentiviral.
Las células se expanden en medio que contiene suero AB
humano e interleuquina 2 (IL-2). Los linfocitos (>94% CD3+) son
positivos para el transgén (>20% CAR positivo), muestran
citotoxicidad frente a células que expresan CD33, y secretan
interferén gamma en respuesta al co-cultivo con lineas de
células tumorales que expresan CD33

ethyl (13M,4S,8°R)-72-fluoro-1',78-dimethyl-12,14,6-trioxo-8°-
(trifluoromethyl)-11,14-dihydro-12H-5-aza-1(3)-pyrido[3,4-
d]pyrimidina-2(8,5)-quinolina-8(4)-morpholina-7(1,4)-
benzenaoctaphane-4-carboxylate

(1°M,4S,8°R)-72-fluoro-1',75-diméthyl-12,14,6-trioxo-83-
(trifluorométhyl)-1",14-dihydro-12H-5-aza-1(3)-pyrido[3,4-
d]pyrimidina-2(8,5)-quinoléina-8(4)-morpholina-7(1,4)-
benzénaoctaphane-4-carboxylate d'éthyle

(1°M,4S,8°R)-72-fluoro-1",76-dimetil-12,14,6-trioxo-8°-
(trifluorometil)-1",14-dihidro-12H-5-aza-1(3)-pirido[3,4-
d]pirimidina-2(8,5)-quinoleina-8(4)-morfolina-7(1,4)-
bencenaoctafano-4-carboxilato de etilo

C35H32F4N606
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immunoglobulin [VH-(H-gamma1)_ V-lambda-10mer-V-kappa-10mer-C-
kappa)]_G1(h-CH2-CH3), anti-[Homo sapiens NCR1 (natural cytotoxicity
triggering receptor 1, NKP46, NKp46, NK cell-activating receptor, LY94,
CD335)], anti-[Homo sapiens TNFRSF17 (tumor necrosis factor (TNF) receptor
superfamily member 17, B cell maturation antigen, BCMA, TNFRSF13A,
CD269)], humanized monoclonal antibody, bispecific, bivalent;
VH-(H-gamma1) heavy chain anti-NCR1 and anti-TNFRSF7 (H) (1-574) knob
[VH anti-NCR1 humanized (Homo sapiens IGHV1-69*08 (83.7%) -(IGHD) -
IGHJ4*01 (92.3%) L123>T (115), CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-
120) -H-gamma1 anti-TNFRSF7 humanized (121-574) (VH anti-TNFRSF7
humanized (Homo sapiens IGHV3-33*01 (86.7%) -(IGHD) -IGHJ5*02 (100%),
CDR-IMGT [8.8.18] (146-153.171-178.217-234)) (121-245) -Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 3-G1v13 CH2 A1.1, D3, E117,
11-G1v54 CH2 C83, C85, 14-G1v74 CH3 C10, 14-G1v32 CH3 W22 (knob)
(CH1 K120 (342) (246-343), hinge 1-15 (344-358), CH2 G1.1>A (364), S3>D
(367), R83>C (420), V85>C (430), 1117>E (460) (359-468), CH3 S10>C (482),
D12 (484), L14 (486), T22>W (494) (469-573), CHS K2>del (574)) (246-574))],
(348-343")-disulfide with V-lambda-10mer-V-kappa-10mer-C-kappa anti-
TNFRSF17 and anti-NCR1 (L") (1'-343") [V-LAMBDA anti-TNFRSF17 humanized
(Homo sapiens IGLV7-43*01 (77.9%) -IGLJ3*02 (100%), CDR-IMGT [9.3.9] (26'-
34'.52'-54'91'-99")) (1'-109') -10-mer bis(tetraglycyl-seryl) linker (110'-119') -V-
KAPPA anti-NCR1 humanized (Homo sapiens IGKV1-33*01 (88.4%) -IGKJ4*01
(100%), CDR-IMGT [6.3.9] (146'-151'.169'-171'.208'-216")) (120'-226') -10-mer
bis(tetraglycyl-seryl) linker (227'-236') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (282'), V101 (320")) (237'-343")];
G1(h-CH2-CH3) heavy chain (H") (1"-226") hole [Homo sapiens IGHG1*01,
G1m17,1 CH3 D12, L14, 3-G1v13 CH2 A1.1, D3, E117, 11-G1v54 CH2 C83,
C85, 14-G1v75 CH3 C5, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83 CH3
R115, F116 (hinge 6-15 (1"-10"), CH2 G1.1>A (16"), S3>D (19"), R83>C (72"),
V85>C (82"), 1117>E (112") (11"-120"), CH3 Y5>C (129"), D12 (136"), L14
(138"), T22>S (146"), L24>A (148"), Y86>V (187"), H115>R (215"), Y116>F
(216") (121"-225"), CHS K2>del (226")) (1"-226")];

dimer (354-6":357-9":482-129")-trisdisulfide, produced in a cell line from Chinese
hamster ovary (CHO) cells, derived from the cell line CHO-K1, glycoform alfa

immunoglobuline [(VH-(H-gamma1)_ V-lambda-10mer-V-kappa-10mer-C-
kappa)]_G1(h-CH2-CH3), anti-{Homo sapiens NCR1 (récepteur 1 déclenchant la
cytotoxicité naturelle, NKP46, NKp46, récepteur d'activation des cellules NK,
LY94, CD335)], anti-[Homo sapiens TNFRSF17 (membre 17 de la superfamille
des récepteurs du facteur de nécrose tumorale (TNF), antigéne de maturation
de cellule B, BCMA, TNFRSF13A, CD269)], anticorps monoclonal humanisé,
bispécifique, bivalent;

chaine lourde VH-(H-gamma1) anti-NCR1 et anti-TNFRSF7 (H) (1-574) knob
[VH anti-NCR1 humanisé (Homo sapiens IGHV1-69*08 (83.7%) -(IGHD) -
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IGHJ4*01 (92.3%) L123>T (115), CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-
120) -H-gamma1 anti-TNFRSF7 humanisé (121-574) (VH anti-TNFRSF17
humanisé (Homo sapiens IGHV3-33*01 (86.7%) -(IGHD) -IGHJ5*02 (100%),
CDR-IMGT [8.8.18] (146-153.171-178.217-234)) (121-245) -Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 3-G1v13 CH2 A1.1, D3, E117,
11-G1v54 CH2 C83, C85, 14-G1v74 CH3 C10, 14-G1v32 CH3 W22 (knob)
(CH1 K120 (342) (246-343), charniére 1-15 (344-358), CH2 G1.1>A (364),
S3>D (367), R83>C (420), V85>C (430), 1117>E (460) (359-468), CH3 S10>C
(482), D12 (484), L14 (486), T22>W (494) (469-573), CHS K2>del (574)) (246-
574))], (348-343")-disulfide avec la chaine légere V-lambda-10mer-V-kappa-
10mer-C-kappa anti-TNFRSF17 et anti-NCR1 (L') (1'-343') [V-LAMBDA anti-
TNFRSF17 humanisé (Homo sapiens IGLV7-43*01 (77.9%) -IGLJ3*02 (100%),
CDR-IMGT [9.3.9] (26'-34'.52'-54'.91'-99")) (1'-109') -10-mer bis(tétraglycyl-séryl)
linker (110-119) -V-KAPPA anti-NCR1 humanisé (Homo sapiens IGKV1-33*01
(88.4%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9] (146'-151'.169'-171'.208'-216'"))
(120'-226') -10-mer bis(tétraglycyl-séryl) linker (227-236) -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (282'), V101 (320")) (237'-
343")];

chaine lourde G1(h-CH2-CH3) (H") (1"-226") hole [Homo sapiens IGHG1*01,
G1m17,1 CH3 D12, L14, 3-G1v13 CH2 A1.1, D3, E117, 11-G1v54 CH2 C83,
C85, 14-G1v75 CH3 C5, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83 CH3
R115, F116 (charniere 6-15 (1"-10"), CH2 G1.1>A (16"), S3>D (19"), R83>C
(72"), v85>C (82"), I117>E (112") (11"- 120"), CH3 Y5>C (129"), D12 (136"),
L14 (138"), T22>S (146"), L24>A (148"), Y86>V (187"), H115>R (215"), Y116>F
(216") (121"-225"), CHS K2>del (226")) (1"-226")];

dimeére (354-6":357-9":482-129")-trisdisulfure, produit dans une lignée cellulaire
des cellules ovariennes de hamster chinois (CHO), dérivant de la lignée
cellulaire CHO-K1, glycoforme alfa

inmunoglobulina [(VH-(H-gamma1)_ V-lambda-10mer-V-kappa-10mer-C-
kappa)]_G1(h-CH2-CH3), anti-[Homo sapiens NCR1 (receptor 1 que
desencadena la citotoxicidad natural, NKP46, NKp46, receptor de activacion de
las células NK, LY94, CD335)], anti-[Homo sapiens TNFRSF17 (miembro 17 de
la superfamilia de los receptores del factor de necrosis tumoral (TNF), antigeno
de maduracion de célula B, BCMA, TNFRSF13A, CD269)], anticuerpo
monoclonal humanizado, biespecifico, bivalente;

cadena pesada VH-(H-gamma1) anti-NCR1 y anti-TNFRSF7 (H) (1-574) knob
[VH anti-NCR1 humanizado (Homo sapiens IGHV1-69*08 (83.7%) -(IGHD) -
IGHJ4*01 (92.3%) L123>T (115), CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-
120) -H-gamma1 anti-TNFRSF7 humanizado (121-574) (VH anti-TNFRSF17
humanizado (Homo sapiens IGHV3-33*01 (86.7%) -(IGHD) -IGHJ5*02 (100%),
CDR-IMGT [8.8.18] (146-153.171-178.217-234)) (121-245) -Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 3-G1v13 CH2 A1.1, D3, E117,
11-G1v54 CH2 C83, C85, 14-G1v74 CH3 C10, 14-G1v32 CH3 W22 (knob)
(CH1 K120 (342) (246-343), bisagra 1-15 (344-358), CH2 G1.1>A (364), S3>D
(367), R83>C (420), V85>C (430), 1117>E (460) (359-468), CH3 S10>C (482),
D12 (484), L14 (486), T22>W (494) (469-573), CHS K2>del (574)) (246-574))],
(348-343")-disulfuro con la cadena ligera V-lambda-10mer-V-kappa-10mer-C-
kappa anti-TNFRSF17 y anti-NCR1 (L") (1'-343") [V-LAMBDA anti-TNFRSF17
humanizado (Homo sapiens IGLV7-43*01 (77.9%) -IGLJ3*02 (100%), CDR-
IMGT [9.3.9] (26'-34'.52'-54'.91'-99")) (1'-109") -10-mer bis(tetraglicil-seril) enlace
(110-119) -V-KAPPA anti-NCR1 humanizado (Homo sapiens IGKV1-33*01
(88.4%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9] (146'-151'.169'-171'.208'-216'"))
(120'-226') -10-mer bis(tetraglicil-seril) enlace (227-236) -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (282"), V101 (320")) (237'-
343",

cadena pesada G1(h-CH2-CH3) (H") (1"-226") hole [Homo sapiens IGHG1*01,
G1m17,1 CH3 D12, L14, 3-G1v13 CH2 A1.1, D3, E117, 11-G1v54 CH2 C83,
C85, 14-G1v75 CH3 C5, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83 CH3
R115, F116 (bisagra 6-15 (1"-10"), CH2 G1.1>A (16"), S3>D (19"), R83>C (72"),
Vv85>C (82"), 1117>E (112") (11"- 120"), CH3 Y5>C (129"), D12 (136"), L14
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(138"), T22>S (146"), L24>A (148"), Y86>V (187"), H115>R (215"), Y116>F
(216") (121"-225"), CHS K2>del (226")) (1"-226")];

dimero (354-6":357-9":482-129")-trisdisulfuro, producido en una linea celular de
las células ovaricas de hamster chino (CHO), linea celular derivada de CHO-K1,
forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada: VH-(H-Gammal) anti-NCR1,
anti-TNFRSF17 (H) knob

QVQLVQSGAE VKKPGSSVKV SCKASGYTFS DYVINWVRCA PGQGLEWMGE 50
IYPGSGTNYY NEKFKAKATI TADKSTSTAY MELSSLRSED TAVYYCARRG 100
RYGLYAMDYW GQGTTVTVSS QVQLVESGGG VVQPGRSLEL SCAASGETES 150
NEGMHWVRQA PGRGLEWVAV IWSDETNRYY ADSVKGRETV SRDNVKSTVY 20C
LOMNSLISED TAVYYCARDQ QYCSSDSCFEFT WEDPWGQGTL VIVSSASTKG 25C
PSVFPLAPSS KSTSGGTAAL GCLVKDYEFPE PVIVSWNSGA LTSGVHTEPA 300
VLOSSGLYSL SSVVTVPSSS LGTQTYICNV NHKPSNTKVLD KKVEPKSCDK 350
THTCPPCPAP ELLAGPDVFL FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE 400
VKFNWYVDGV EVHNAKTKPC EEQYNSTYRC VSVLTVLHQD WLNGKEYKCK 450
VSNKALPAPE EKTISKAKCQ PREPQVYTLP PCRDELTKNQ VSLWCLVKGE 500
YPSDIAVEWE SNGQPENNYK TTPPVLDSDG SFELYSKLTV DKSRWQQGNV 550
FSCSVMHEAL HNHYTQKSLS LSPG 574

Light chain / Chaine légere / Cadena ligera: V-lambda-10mer-V-kappa-10mer-C-kappa
anti-TNFRSF17, anti-NCR1 (L")

QTVVTQEPSL TVSPGGTVTL TCASSTGTVT PSNYANWVCQ KPGQAFRGLI 50
GDNNSRPPGT PARFSASLLG GKAALTLSGV QPEDEAEYYC ALWEGNQWVE 100
GGGTKLTVLG GGGSGGGGSD IQMTQSPSSL SASVGDRVTI TCRASQDISN 150
YLNWYQQKFG KAPKLLIYYT SRLHSGVPSR FSGSGSGTDF TETISSLQFE 20C
DIATYFCQCG NTRPWTFGGG TKVEIKGGGG SGGGGSRTVA APSVFIFPPS 25C
DEQLKSGTAS VVCLLNNEYP REAKVOWKVD NALQSGNSQE SVTEQDSKCS 300
TYSLSSTLTL SKADYEKHKV YACEVTHQGL SSPVTKSENR GEC 343

Heavy chain / Chaine lourde / Cadena pesada: GI(h-CH2-CH3) (H") hole

DKTHTCPPCF APELLAGPDV FLEPPKPKDT LMISRTPEVT CVVVDVSHED 50
PEVKFNWYVD GVEVHNAKTK PCEEQYNSTY RCVSVLTVLH QDWLNGKEYK 100
CKVSNKALPA PEEKTISKAK GQPREPQVCT LPPSRDELTK NQVSLSCAVK 150
GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLVSKL TVDKSRWQUG 20C
NVESCSVMHE ALHNRETQKS LSLSPG 226

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 142-216 272-328 389-449 495-553

Intra-H" (C23-C104) 41"-101" 147"-205"

Intra-H (CDR3 C111-Cl12.1) 223-228

Intra-H, intra-H" (CH2 C83-C85)* 420-430 72"-82"

Intra-L' (C23-C104) 22'-90" 142'-207" 263'-323"

Inter-H-L' (h 5-CL 126) 348-343"

Inter-H-H" (h 11. h 14) 354-6" 357-9"

Inter-H-H" (CH3 C10, C5)** 482-129"

*variants 11-G1v54 CH2 C83, 85 creating an additional intra-H and an intra-H"
disulfide bridges.

**variants 14-G1v74 (H CH3 C10) and 14-G1v75 (H" CH3 CS) creating an additional
inter-H-H" disulfide bridge.

Total number of disulfide bridges: 17 (13 intra-, 4 inter-).

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q> pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI:1

L VL V-LAMBDA QI: I'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
V-LAMBDA: 53, Not glycosylated

H CH2 N84.4: 425, 77"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.
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enicepatide N-[2-(3-cyano-5-fluorophenyl)-2-methyl-1-oxopropyl]-
B-alanyl-L-a-glutamylglycyl-L-threonyl-L-phenylalanyl-
L-threonyl-L-seryl-L-a-aspartyl-L-tyrosyl-L-seryl-L-
isoleucyl-2-methylalanyl-L-leucyl-L-a-aspartyl-L-lysyl-
L-isoleucyl-L-alanyl-L-glutaminyl-N®-[N-(19-
carboxynonadecanoyl)-L-y-glutamyl-2-[2-(2-
aminoethoxy)ethoxylacetyl-2-[2-(2-
aminoethoxy)ethoxy]acetyl]-L-lysyl-L-alanyl-L-
phenylalanyl-L-valyl-L-glutaminyl-L-tryptophyl-L-leucyl-
L-isoleucyl-L-alanylglycylglycyl-L-prolyl-L-seryl-L-
serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-
serinamide

énicépatide N-[2-(3-cyano-5-fluorophényl)-2-méthyl-1-oxopropyl]-
B-alanyl-L-a-glutamylglycyl-L-thréonyl-L-phénylalanyl-
L-thréonyl-L-séryl-L-a-aspartyl-L-tyrosyl-L-séryl-L-
isoleucyl-2-méthylalanyl-L-leucyl-L-a-aspartyl-L-lysyl-
L-isoleucyl-L-alanyl-L-glutaminyl-N®-[N-(19-
carboxynonadécanoyl)-L-y-glutamyl-2-[2-(2-
aminoéthoxy)éthoxylacétyl-2-[2-(2-
aminoéthoxy)éthoxylacétyl]-L-lysyl-L-alanyl-L-
phénylalanyl-L-valyl-L-glutaminyl-L-tryptophyl-L-leucyl-
L-isoleucyl-L-alanylglycylglycyl-L-prolyl-L-séryl-L-
sérylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-
sérinamide

enicepatida N-[2-(3-ciano-5-fluorofenil)-2-metil-1-oxopropil]-B-
alanil-L-a-glutamilglicil-L-treonil-L-fenilalanil-L-treonil-L-
seril-L-a-aspartil-L-tirosil-L-seril-L-isoleucil-2-
metilalanil-L-leucil-L-a-aspartil-L-lisil-L-isoleucil-L-
alanil-L-glutaminil-N8-[N-(19-carboxinonadecanoil)-L-
y-glutamil-2-[2-(2-aminoetoxi)etoxi]acetil-2-[2-(2-
aminoetoxi)etoxilacetil]-L-lisil-L-alanil-L-fenilalanil-L-
valil-L-glutaminil-L-triptofil-L-leucil-L-isoleucil-L-
alanilglicilglicil-L-prolil-L-seril-L-serilglicil-L-alanil-L-
prolil-L-prolil-L-prolil-L-serinamida

C226H345FN48067
AEGTFTSDYS ITALDKIAQKA FVQWLIAGGP SSGAPPPS 38

Modified residues

CN
(0] o] o
HO < "NH
F N OH HN" COH H,N H
HzC CHs;
A(12) S (38
A(1) 2-methyl-Ala, . g( N)H
N-[2-(3-cyano-5-fluorophenyl)-2-methyl-1-oxopropyl]-R-alanyl- aminoisobutyric acid -Ser-Nfz
R=
. 2 o 1 o 0 o
- : (0] 0o
R \/\/%OH Ho M N{/\/ %N%\/ N
H NH, 90 H I
K(19) (@) OH

NO-R-L-Lys
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ensavatatug

ensavatatug

ensavatatug

immunoglobulin G1-kappa, anti-[Homo sapiens DDR1 (discoidin
domain receptor tyrosine kinase 1, NTRK4, PTK3A, EDDR1,
RTK6, CD167)], humanized monoclonal antibody;

H-gamma1 heavy chain humanized (1-451) [VH (Homo sapiens
IGHV3-33*07 (82.7%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT
[8.7.15] (26-33.51-57.96-110)) (1-121) -Homo sapiens
IGHG1*03 (100%)G1m3, nG1m1 CH1 R120, CH3 E12, M14
(CH1 R120(218) (122-219), hinge 1-15 (220-234), CH2 (235-
344), CH3 E12 (360), M14 (362) (345-449), CHS (450-451))
(122-451)], (224-214")-disulfide with L-kappa light chain
humanized (1'-214") [V-KAPPA (Homo sapiens IGKV1-12*01
(88.8%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9](27'-32".50'-
52'.89'-97")) (1'-107") -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'- 214")];
dimer (230-230":233-233")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-K1, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens DDR1
(récepteur tyrosine kinase 1 du domaine discoidine, NTRK4,
PTK3A, EDDR1, RTK6, CD167)], anticorps monoclonal
humanisé;

chaine lourde H-gamma1 humanisée (1-451) [VH (Homo
sapiens IGHV3-33*07 (82.7%) -(IGHD) -IGHJ4*01 (100%),
CDR-IMGT [8.7.15] (26-33.51-57.96-110)) (1-121) -Homo
sapiens IGHG1*03 (100%)G1m3, nG1m1 CH1 R120, CH3 E12,
M14 (CH1 R120 (218) (122-219), charniere 1-15 (220-234),
CH2 (235- 344), CH3 E12 (360), M14 (362) (345-449), CHS
(450-451)) (122-451)], (224-214")-disulfure avec la chaine
légere L-kappa humanisée (1'-214') [V-KAPPA (Homo sapiens
IGKV1-12*01 (88.8%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")
(108'- 214")]; dimere (230-230":233-233")-bisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens DDR1 (receptor
tirosina kinasa 1 del dominio discoidina, NTRK4, PTK3A,
EDDR1, RTK6, CD167)], anticuerpo monoclonal humanizado;
cadena pesada H-gamma1 humanizada (1-451) [VH (Homo
sapiens IGHV3-33*07 (82.7%) -(IGHD) -IGHJ4*01 (100%),
CDR-IMGT [8.7.15] (26-33.51-57.96-110)) (1-121) -Homo
sapiens IGHG1*03 (100%)G1m3, nG1m1 CH1 R120, CH3 E12,
M14 (CH1 R120 (218) (122-219), bisagra 1-15 (220-234), CH2
(235- 344), CH3 E12 (360), M14 (362) (345-449), CHS (450-
451)) (122-451)], (224-214")-disulfuro con la cadena ligera L-
kappa humanizada (1'-214') [V-KAPPA (Homo sapiens IGKV1-
12*01 (88.8%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9] (27'-
32'.50'-52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-
214")]; dimero (230-230":233-233")-bisdisulfuro, producido en
las células ovaricas de hamster chino (CHO), linea celular
CHO-K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVESGGR VVQPGRSLRL SCTASGFSLN RYYMLWVRQA PGKGLEWIGT 50
ISYGDTTYYA SWAKGRFTIS RDNSKNTLYL QMNSLRAEDT AVYYCARADT 100
GDNGYLGLOL WGQGTLVTVS SASTKGPSVE PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTIQ 20C
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK 25C
PKDTLMISRT PEVTCVVVDV SHEDPEVKEN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD TAVEWESNGG PENNYKTTPF 400
VLDSDGSFFL YSKLTVDKSR WQQGNVESCS VMHEALHNHY TQKSLSLSEG 450
K 451

Light chain / Chaine légére / Cadena ligera (L', L™}

DIQMTQSPSS VSASVGDRVT ITCQASQSIG SVLAWYQQKFE GKAPKLLISG 50
VEDLASGVPS RFSGSGSGTD FTLTISSLGP EDFATYYCQY IPYGSSPEGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95 148-204  265-325  371-429
22"-95" 148"-204" 265"-325" 371"-429"
Intra-L (C23-C104) 23'-88"  134'-194"
23"-88"  134™-194"
Inter-H-L (h 5-CL 126) 224-214" 224"-214"™
Inter-H-H (h 11. h 14)  230-230" 233-233"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1.1

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 301. 301"

TFucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2:451, 451"

3-({2-chloro-3-[(methylsulfamoyl)amino]phenyl}methyl)-4-
[(dimethylamino)methyl]-2-oxo-2H-1-benzopyran-7-yl
dimethylcarbamate

diméthylcarbamate de 3-({2-chloro-3-
[(méthylsulfamoyl)amino]phényl}méthyl)-4-[(diméthylamino)méthyl]-
2-0x0-2H-1-benzopyran-7-yle

dimetilcarbamato de 3-({2-cloro-3-[(metilsulfamoil)amino]fenil}metil)-
4-[(dimetilamino)metil]-2-oxo-2H-1-benzopiran-7-ilo

C23H27CIN4O6S

N\ 7/
-5  CHs
N

I=
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eratrectinib

ératrectinib

eratrectinib

ercanetide

ercanetide

ercanetida

erenapurstat

érénapurstat

erenapurstat

(3aR)-10-cyclopropyl-5-fluoro-1,2,3,3a,8,9,10,11-
octahydro-12H-15,17-ethenopyrazolo[4,3-d]pyrido[3,2-
jlpyrrolo[1,2-h][1,2,6,8]tetraazacyclotridecin-12-one

(3aR)-10-cyclopropyl-5-fluoro-1,2,3,3a,8,9,10,11-
octahydro-12H-15,17-éthenopyrazolo[4,3-d]pyrido[3,2-
jlpyrrolo[1,2-h][1,2,6,8]tétraazacyclotridécin-12-one

(3aR)-10-ciclopropil-5-fluoro-1,2,3,3a,8,9,10,11-
octahidro-12H-15,17-etenopirazolo[4,3-d]pirido[3,2-
jlpirrolo[1,2-h][1,2,6,8]tetraazaciclotridecin-12-ona

C21 H22FN7O

(8aR)-8a-(prop-2-en-1-yl)hexahydropyrrolo[1,2-
a]pyrazine-1,4-dione

(8aR)-8a-(prop-2-én-1-yl)hexahydropyrrolo[1,2-
a]pyrazine-1,4-dione

(8aR)-8a-(prop-2-en-1-il)hexahidropirrolo[1,2-
a]pirazina-1,4-diona

C10H14N20,
H,C

\l\o

[l
ll

NH
N

O
(2E)-2-[(4,5-dimethoxy-2-methyl-3,6-dioxocyclohexa-
1,4-dien-1-yl)methylidene]Jundecanoic acid
acide (2E)-2-[(4,5-diméthoxy-2-méthyl-3,6-
dioxocyclohexa-1,4-dién-1-

yl)méthylidéne]undécanoique

acido (2E)-2-[(2-metil-4,5-dimetoxi-3,6-dioxociclohexa-
1,4-dien-1-il)metilideno]undecanoico

C21 H3006
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0]
H3;CO COzH
CH3
H3CO CHj;
0]
erisonersen all-P-ambo-2'-O-(2-methoxyethyl)-P-thioguanylyl-

(3'—>5")-2"-0O-(2-methoxyethyl)-5-methyluridylyl-(3'—5')-
2'-0O-(2-methoxyethyl)guanylyl-(3'—5')-2'-O-(2-
methoxyethyl)-5-methyluridylyl-(3'—5')-2"-O-(2-
methoxyethyl)-5-methylcytidylyl-(3'—5')-2'-O-(2-
methoxyethyl)adenylyl-(3'—5")-P-thiothymidylyl-
(3'—5')-2"-deoxy-P-thioadenylyl-(3'>5')-2'-deoxy-P-
thioadenylyl-(3'—5")-P-thiothymidylyl-(3'—5")-P-
thiothymidylyl-(3'—5'")-P-thiothymidylyl-(3'—5")-P-
thiothymidylyl-(3'—>5')-2'-deoxy-5-methyl-P-
thiocytidylyl-(3'—5")-P-thiothymidylyl-(3'—5')-P-
thiothymidylyl-(3'—5')-2-O-(2-methoxyethyl)adenylyl-
(3'—5')-2"-0-(2-methoxyethyl)-P-thioguanylyl-(3'—5')-
2'-0-(2-methoxyethyl)-5-methyl-P-thiocytidylyl-(3'—5')-
2'-0-(2-methoxyethyl)-5-methyluridine

érisonersen tout-P-ambo-2'-O-(2-méthoxyéthyl)-P-thioguanylyl-
(3'—>5")-2"-0-(2-méthoxyéthyl)-5-méthyluridylyl-(3'—5')-
2'-0O-(2-méthoxyéthyl)guanylyl-(3'—>5')-2'-O-(2-
méthoxyéthyl)-5-méthyluridylyl-(3'—5")-2'-O-(2-
méthoxyéthyl)-5-méthylcytidylyl-(3'—5')-2'-O-(2-
méthoxyéthyl)adénylyl-(3'—5')-P-thiothymidylyl-
(3'—>5')-2'-désoxy-P-thioadénylyl-(3'—5')-2"-désoxy-P-
thioadénylyl-(3'—5")-P-thiothymidylyl-(3'—5")-P-
thiothymidylyl-(3'—=5')-P-thiothymidylyl-(3'—5')-P-
thiothymidylyl-(3'—5')-2'-désoxy-5-méthyl-P-
thiocytidylyl-(3'—>5")-P-thiothymidylyl-(3'—>5")-P-
thiothymidylyl-(3'—5')-2"-O-(2-méthoxyéthyl)adénylyl-
(3'>5')-2"-0O-(2-méthoxyéthyl)-P-thioguanylyl-(3'—5)-
2'-0O-(2-méthoxyéthyl)-5-méthyl-P-thiocytidylyl-(3'—5')-
2'-0O-(2-méthoxyéthyl)-5-méthyluridine

erisonersén todo-P-ambo-2'-O-(2-metoxietil)-P-tioguanilil-(3'—5')-5-
metil-2'-O-(2-metoxietil)uridilil-(3'—>5')-2'-O-(2-
metoxietil)guanilil-(3'—5')-5-metil-2'-O-(2-
metoxietil)uridilil-(3'—>5')-5-metil-2'-O-(2-
metoxietil)citidilil-(3'—5")-2'-O-(2-metoxietil)adenilil-
(3'—5")-P-tiotimidilil-(3'—>5')-2'-desoxi-P-tioadenilil-
(3'—5'")-2"-desoxi-P-tioadenilil-(3'—5")-P-tiotimidilil-
(3'—5")-P-tiotimidilil-(3'—5'")-P-tiotimidilil-(3'—5')-P-
tiotimidilil-(3'—>5')-2'-desoxi-5-metil-P-tiocitidilil-(3'>5')-
P-tiotimidilil-(3'—5'")-P-tiotimidilil-(3'—>5')-2'-O-(2-
metoxietil)adenilil-(3'—5')-2'-O-(2-metoxietil)-P-
tioguanilil-(3'—5')-5-metil-2'-O-(2-metoxietil)-P-
tiocitidilil-(3'—>5")-5-metil-2'-O-(2-metoxietil)uridina

C230H317N640131P19S13
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farabursen

farabursen

farabursén

5' A=G=C=A=

: nucleoside

N

B : nucleobase / nucléobase / nucleobase

N : 2'-deoxy-2'-fluoro-N / 2'-désoxy-2'-fluoiro-N / 2'-desoxi-2'-fluoro-N

N : 2'-O-methyl-N / 2'-O-méthyl-N / 2'-O-metil-N

N : 2'-0,4"-C-[(1S)-ethane-1,1-diyl]-N / 2'-0,4'-C-[(1S)-ethane-1,1-diy[]-N / HaC
2'-0,4'-C-[(1S)-ethane-1,1-diyl]-N

=: -PO(SH)-

faridoxorubicin

faridoxorubicine

faridoxorubicina

5 G=U-G-U-C-A-T=A=A=T=T=T=T=C=T=T=A-G=C=U 3'

: nucleoside / nucléoside / nucleésido

: 2'-deoxy-N / 2'-désoxy-N / 2'-desoxi-N

: 5-methyl-N / 5-méthyl-N / 5-metil-N

: 2'-O-(methoxyethyl)-N / 2'-O-(methoxyethyl)-N / 2'-O-(methoxyethyl)-N
: -PO(OH}- =: -PO(SH)-

lzZzzz

all-P-ambo-2'-0,4'-C-[(1S)-ethane-1,1-diyl]-P-thioadenylyl-(3'>5')-2'-0,4'-
C-[(1S)-ethane-1,1-diyl]-P-thioguanylyl-(3'—5")-2"-O-methyl-P-thiocytidylyl-
(3'—>5")-2"-deoxy-2'-fluoro-P-thioadenylyl-(3'—5")-2'-deoxy-2"-fluoro-P-
thiocytidylyl-(3'—5')-2'-deoxy-2"-fluoro-P-thiouridylyl-(3'—5')-2'-O-methyl-P-
thiouridylyl-(3'—5")-2"-0,4'-C-[(1S)-ethane-1,1-diyl]-P-thiouridylyl-(3'>5')-2"-
0,4'-C-[(1S)-ethane-1,1-diyl]ladenosine

tout-P-ambo-2'-0,4'-C-[(1S)-éthane-1,1-diyl]-P-thioadénylyl-(3'>5')-2'-0,4'-
C-[(1S)-éthane-1,1-diyl]-P-thioguanylyl-(3'—5")-2"-O-méthyl-P-thiocytidylyl-
(3'—>5")-2'-désoxy-2"-fluoro-P-thioadénylyl-(3'—5')-2"-désoxy-2'-fluoro-P-
thiocytidylyl-(3'—>5")-2'-désoxy-2'-fluoro-P-thiouridylyl-(3'—5")-2'-O-méthyl-P-
thiouridylyl-(3'=5')-2"-0,4'-C-[(1S)-éthane-1,1-diyl]-P-thiouridylyl-(3'>5")-2'"-
0,4'-C-[(1S)-éthane-1,1-diylladénosine

todo-P-ambo-2'-0,4'-C-[(1S)-etano-1,1-diil]-P-tioadenilil-(3'>5")-2'-0,4'-C-
[(1S)-etano-1,1-diil]-P-tioguanilil-(3'—5')-2"-O-metil-P-tiocitidilil-(3'—5')-2"-
desoxi-2'-fluoro-P-tioadenilil-(3'—5')-2"-desoxi-2'-fluoro-P-tiocitidilil-(3'—5')-
2'-desoxi-2'-fluoro-P-tiouridilil-(3'—5")-2"-O-metil-P-tiouridilil-(3'>5')-2'-0,4'-
C-[(1S)-etano-1,1-diil]-P-tiouridilil-(3'>5')-2'-0,4"-C-[(1S)-etano-1,1-
diilladenosina

C95H115F3N32()50F>BSB
C=U=U=U=A 3'

/ nucléoside / nucledsido

(8S,10S)-6,8,11-trihydroxy-8-(hydroxyacetyl)-1-methoxy-10-[(2,3,6-
trideoxy-3-{(2S)-1-[(2R)-2-(pyridine-4-carboxamido)propanoyl]pyrrolidine-
2-carboxamido}-a-L-lyxo-hexopyranosyl)oxy]-7,8,9,10-
tetrahydrotetracene-5,12-dione

(8S,10S)-6,8,11-trihydroxy-8-(hydroxyacétyl)-1-méthoxy-10-[(2,3,6-
tridésoxy-3-{(2S)-1-[(2R)-2-(pyridine-4-
carboxamido)propanoyl]pyrrolidine-2-carboxamido}-a-L-lyxo-
hexopyranosyl)oxy]-7,8,9,10-tétrahydrotétracéne-5,12-dione

(8S,10S)-6,8,11-trihidroxi-8-(hidroxiacetil)-1-metoxi-10-[(2,3,6-trideoxi-3-
{(2S)-1-[(2R)-2-(piridina-4-carboxamida)propanoil]pirrolidina-2-
carboxamida}-a-L-lyxo-hexopiranosil)oxi]-7,8,9,10-tetrahidrotetraceno-
5,12-diona
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C41 H44N4O14

federelin gonadoliberin 1 (Mammalia) (gonadoliberin |, gonadorelin,
gonadotropin-releasing hormone |, GnRH-I, luliberin |, luteinizing
hormone-releasing hormone |, LH-RH 1), Gly®>D-Phe variant;
5-oxo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-L-tyrosyl-D-
phenylalanyl-L-leucyl-L-arginyl-L-prolylglycinamide

fédéréline gonadolibérine 1 (Mammalia) (gonadolibérine |, gonadoréline,
hormone de libération des gonadotrophines hypophysaires |,
GnRH-I, lulibérine |, hormone de libération de 'hormone
lutéinisante I, LH-RH 1), variant Gly®>D-Phé;
5-oxo-L-prolyl-L-histidyl-L-tryptophyl-L-séryl-L-tyrosyl-D-
phénylalanyl-L-leucyl-L-arginyl-L-prolylglycinamide

federelina gonadoliberina 1 (Mammalia) (gonadoliberina I, gonadorelina,
hormona liberadora de gonadotropina I, GnRH-I, luliberina I,
hormona liberadora de la hormona luteinizante, LH-RH-I), variante
Gli®>D-Fen;
5-oxo-L-prolil-L-histidil-L-triptofil-L-seril-L-tirosil-D-fenilalanil-L-leucil-
L-arginil-L-prolilglicinamida

CGZH81N17O13

PHWSYFLRPG 10

Modified residues / Résidus modifiés / Restos modificados

(0] NH,
H Hy;N CO,H o

M

P E©) G (10}
5-oxo-L-Pro D-Phe Gly-NH,
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felcorekibart

felcorékibart

felcorekibart

immunoglobulin G1-kappa, anti-[Homo sapiens TSLP (thymic
stromal lymphopoietin)], humanized monoclonal antibody;
H-gamma1 heavy chain humanized (1-449) [VH (Homo sapiens
IGHV1-69*08 (80.6%) -(IGHD) -IGHJ4*01 (92.9%) L123>T
(114), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-119) -Homo
sapiens IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 9-
G1v21 CH2 Y15.1, T16, E18 (CH1 K120 (216) (120-217), hinge
1-15 (218-232), CH2 M15.1>Y (254), S16>T (256), T18>E (258)
(233-342), CH3 D12 (358), L14 (360) (343-447), CHS (448-
449)) (120-449)], (222-214")-disulfide with L-kappa light chain
humanized (1'-214") [V-KAPPA (Homo sapiens IGKV2-29*02
(78.8%) -IGKJ2*02 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-
52'.89'-97")) (1'-107") -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")];
dimer (228-228":231-231")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-K1, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens TSLP
(lymphopoiétine stromale thymique)]; anticorps monoclonal
humanisé;

chaine lourde H-gamma1 humanisée (1-449) [VH (Homo
sapiens IGHV1-69*08 (80.6%) -(IGHD) -IGHJ4*01 (92.9%)
L123>T (114), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-
119) -Homo sapiens IGHG1*01, G1m17,1 CH1 K120, CH3 D12,
L14, 9-G1v21 CH2 Y15.1, T16, E18 (CH1 K120 (216) (120-
217), charniére 1-15 (218-232), CH2 M15.1>Y (254), S16>T
(256), T18>E (258) (233-342), CH3 D12 (358), L14 (360) (343-
447), CHS (448-449)) (120-449)], (222-214")-disulfure avec la
chaine légere L-kappa humanisée (1'-214") [V-KAPPA (Homo
sapiens IGKV2-29*02 (78.8%) -IGKJ2*02 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52"'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (153'),
V101 (191")) (108'-214")]; dimere (228-228":231-231")-
bisdisulfure, produit dans des cellules ovariennes de hamster
chinois (CHO), lignée cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiensTSLP
(linfopoetina estromal timica)]; anticuerpo monoclonal
humanizado;

cadena pesada H-gamma1 humanizada (1-449) [VH (Homo
sapiens IGHV1-69*08 (80.6%) -(IGHD) -IGHJ4*01 (92.9%)
L123>T (114), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-
119) -Homo sapiens IGHG1*01, G1m17,1 CH1 K120, CH3 D12,
L14, 9-G1v21 CH2 Y15.1, T16, E18 (CH1 K120 (216) (120-
217), bisagra 1-15 (218-232), CH2 M15.1>Y (254), S16>T
(256), T18>E (258) (233-342), CH3 D12 (358), L14 (360) (343-
447), CHS (448-449)) (120-449)], (222-214")-disulfuro con la
cadena ligera L-kappa humanizada (1'-214') [V-KAPPA (Homo
sapiens IGKV2-29*02 (78.8%) -IGKJ2*02 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (153'),
V101 (191")) (108'-214")]; dimero (228-228":231-231")-
bisdisulfuro, producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H")

EVQLVQSGAE VKKPGSSVKV SCKASGYTFS NYLIEWVRQA PGQGLEWIGV 50
IDPGVGDTNY NENFKGRATL TADKSTSTAY IELSSLRSED TAVYYCARED 100
NTGTAFDYWG QGTTVTVSSA STKGPSVEFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 20C
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPE CPAPELLGGP SVFLFPPKPK 25C
DTLYITREPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNE 300
TYRVVSVLTV LHODWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSEFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera (L', L™}

SIVMTQTPLS LSVTPGQPAS ISCKASQSVS SDVTWYLQKE GQSPQLLIYY 50
VSEHYTGVPD RFSGSGYGTD FTLKISRVEA EDVGVYYCCQ HHRFPLTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L. (C23-C104) 23'-88"  134'-194"
23"-88" 134™-194"
Inter-H-L (h 5-CL 126) 222-214" 222"-214"
Inter-H-H (h 11. h 14)  228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 299, 299"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 449"

immunoglobulin G1-kappa, anti-[Homo sapiens CD274
(programmed cell death 1 ligand 1, PDL1, PD-L1, B7 homolog 1,
B7H1, B7-H1, PDCD1LG1)], Homo sapiens monoclonal antibody;
H-gamma1 heavy chain Homo sapiens (1-453) [VH (Homo sapiens
IGHV1-69*01 (92.9%) -(IGHD) -IGHJ6*01 (93.8%), CDR-IMGT
[8.8.16] (26-33.51-58.97-112)) (1-123) -Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2 A1.3, A1.2
(CH1 K120(220) (124-221), hinge 1-15 (222-236), CH2 L1.3>A
(240), L1.2>A (241) (237-346), CH3 D12 (362), L14 (364) (347-
451), CHS (452-453)) (124-453)], (226-213")-disulfide with L-kappa
light chain Homo sapiens (1'-213") [V-KAPPA (Homo sapiens
IGKV3-11*01 (100%) -IGKJ1*01 (100%), CDR-IMGT [6.3.8] (27'-
32'.50'-52'.89'-96")) (1'-106') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (152'), V101 (190") (107'-213")];
dimer (232-232":235-235")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-DG44, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens CD274 (ligand 1
de mort cellulaire programmée 1, PDL1, PD-L1, B7 homologue 1,
B7H1, B7-H1, PDCD1LG1)], anticorps monoclonal Homo sapiens;
chaine lourde H-gamma1 Homo sapiens (1-453) [VH (Homo
sapiens IGHV1-69*01 (92.9%) -(IGHD) -IGHJ6*01 (93.8%), CDR-
IMGT [8.8.16] (26-33.51-58.97-112)) (1-123) -Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2
A1.3, A1.2 (CH1 K120 (220) (124-221), charniere 1-15 (222-236),
CH2 L1.3>A (240), L1.2>A (241) (237-346), CH3 D12 (362), L14
(364) (347-451), CHS (452-453)) (124-453)], (226-213")-disulfure
avec la chaine légére L-kappa Homo sapiens (1'-213') [V-KAPPA
(Homo sapiens IGKV3-11*01 (100%) -IGKJ1*01 (100%), CDR-
IMGT [6.3.8] (27'-32'.50'-52'.89'-96")) (1'-106') -Homo sapiens
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IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (152'), V101
(190") (107'-213")]; dimére (232-232":235-235")-bisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-DG44, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens CD274 (ligando 1
de muerte celular programada 1, PDL1, PD-L1, B7 homélogo 1,
B7H1, B7-H1, PDCD1LG1)], anticuerpo monoclonal Homo sapiens;
cadena pesada H-gamma1 Homo sapiens (1-453) [VH (Homo
sapiens IGHV1-69*01 (92.9%) -(IGHD) -IGHJ6*01 (93.8%), CDR-
IMGT [8.8.16] (26-33.51-58.97-112)) (1-123) -Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2
A1.3, A1.2 (CH1 K120 (220) (124-221), bisagra 1-15 (222-236),
CH2 L1.3>A (240), L1.2>A (241) (237-346), CH3 D12 (362), L14
(364) (347-451), CHS (452-453)) (124-453)], (226-213")-disulfuro
con la cadena ligera L-kappa Homo sapiens (1'-213') [V-KAPPA
(Homo sapiens IGKV3-11*01 (100%) -IGKJ1*01 (100%), CDR-
IMGT [6.3.8] (27'-32'.50'-52'.89'-96")) (1'-106') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (152'), V101
(190") (107'-213")]; dimero (232-232":235-235")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO), linea
celular CHO-DG44, forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVQSGREE VKKPGSSVKV SCKT3GDTFS TAAISWVRCA PGQGLEWMGG 50
IIPIFGKAHY AQKFQGRVTI TADESTSTAY MELSSLRSEL TAVYFCARKF 100
HEVSGSPFGM DVWGQGTTVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC 150
LVKDYFPEPYV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG 200
TQTYICNVNH KPSNTKVDKK VEPKSCDKTH TCPPCPAPEA AGGPSVFLEP 250
PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE 300
QYNSTYRVVSE VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQFR 350
EPQVYTLPEFS RDELTKNQVS LTCLVKGFYP SDIAVEWESN GQPENNYKIT 400
PPVLDSDGSF FLYSKLTVDK SRWQQGNVES CSVMHEALHN HYTQKSLSLS 450
PGK 453

Light chain / Chaine légere / Cadena ligera (L', L™}

EIVLTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQOKP GQAPRLLIYD 50
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCQQ RSNWPTFGCG 100
TKVEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNEFYP REAKVOWKVD 150
NALQSGNSQE SVTEQDSKLS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  150-206  267-327  373-431
22"-96" 150"-206" 267"-327" 373"-431"
Intra-L (C23-C104) 23'-88"  133-193'
23™m-88" 133™-193™
Inter-H-L (h 5-CL 126) 226-213" 226"-213™
Inter-H-H (h 11, h 14)  232.232" 235-235"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 303, 303"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 453, 453"



fetrastobart vedotin

fétrastobart védotine
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immunoglobulin G1-kappa, anti-[Homo sapiens CD274
(programmed cell death 1 ligand 1, PDL1, PD-L1, B7
homolog 1, B7H1, B7-H1, PDCD1LG1)], Homo
sapiens monoclonal antibody; conjugated on an
average of four cysteinyl residues to vedotin,
comprising a cleavable linker and
monomethylauristatin E (MMAE);

H-gamma1 heavy chain Homo sapiens (1-453) [VH
(Homo sapiens IGHV1-69*01 (92.9%) -(IGHD) -
IGHJ6*01 (93.8%), CDR-IMGT [8.8.16] (26-33.51-
58.97-112)) (1-123) -Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2
A1.3, A1.2 (CH1 K120(220) (124-221), hinge 1-15
(222-236), CH2 L1.3>A (240), L1.2>A (241) (237-346),
CH3 D12 (362), L14 (364) (347-451), CHS (452-453))
(124-453)], (226-213")-disulfide with L-kappa light
chain Homo sapiens (1'-213") [V-KAPPA (Homo
sapiens IGKV3-11*01 (100%) -IGKJ1*01 (100%),
CDR-IMGT [6.3.8] (27'-32'.50'-52'.89'-96'")) (1'-106'") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (152'), V101 (190')) (107'-213")]; dimer
(232-232":235-235")-bisdisulfide produced in a cell line
from Chinese hamster ovary (CHO) cells, cell line
CHO-DG44, glycoform alfa; substituted at the sulfur
atoms of an average of four L-cysteinyl residues
among 226, 232, 235, 213', 226", 232", 235" and 213"
with (3RS)-1-(6-{[(2S)-1-{[(2S)-5-(carbamoylamino)-1-
{4-1({[(25)-1-{[(25)-1-[(3R,4S,55)-1-{(2S)-2-[(1R,2R)-
3-{[(1S,2R)-1-hydroxy-1-phenylpropan-2-ylJamino}-1-
methoxy-2-methyl-3-oxopropyl]pyrrolidin-1-yl}-3-
methoxy-5-methyl-1-oxoheptan-4-yl](methyl)amino}-3-
methyl-1-oxobutan-2-ylJamino}-3-methyl-1-oxobutan-2-
yll(methyl)carbamoyl}oxy)methyl]anilino}-1-oxopentan-
2-ylJamino}-3-methyl-1-oxobutan-2-ylJamino}-6-
oxohexyl)-2,5-dioxopyrrolidin-3-yl (vedotin) groups

immunoglobuline G1-kappa, anti-[Homo sapiens
CD274 (ligand 1 de mort cellulaire programmée 1,
PDL1, PD-L1, B7 homologue 1, B7H1, B7-H1,
PDCD1LG1)], anticorps monoclonal Homo sapiens;
conjugué par quatre résidus cystéinyle en moyenne a
la védotine, comprenant un linker clivable et
monométhylauristatine E (MMAE);

chaine lourde H-gamma1 Homo sapiens (1-453) [VH
(Homo sapiens IGHV1-69*01 (92.9%) -(IGHD) -
IGHJ6*01 (93.8%), CDR-IMGT [8.8.16] (26-33.51-
58.97-112)) (1-123) -Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2
A1.3, A1.2 (CH1 K120 (220) (124-221), charniére 1-15
(222-236), CH2 L1.3>A (240), L1.2>A (241) (237-346),
CH3 D12 (362), L14 (364) (347-451), CHS (452-453))
(124-453)], (226-213')-disulfure avec la chaine légere
L-kappa Homo sapiens (1'-213') [V-KAPPA (Homo
sapiens IGKV3-11*01 (100%) -IGKJ1*01 (100%),
CDR-IMGT [6.3.8] (27'-32'.50'-52'.89'-96")) (1'-106") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (152'), V101 (190')) (107'-213")]; dimere
(232-232":235-235")-bisdisulfure, produit dans une
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fetrastobart vedotina

lignée cellulaire des cellules ovariennes de hamster
chinois (CHO), lignée cellulaire CHO-DG44,
glycoforme alfa; substituée sur les atomes de soufre
d'une moyenne de quatre résidus L-cystéinyle parmi
227, 233, 236, 214', 227", 233", 236" et 214™ avec des
groupes (3RS)-1-(6-{[(2S)-1-{[(2S)-5-
(carbamoylamino)-1-{4-[({[(2S)-1-{[(2S)-1-
{[(8R,4S,55)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-hydroxy-
1-phénylpropan-2-ylJamino}-1-méthoxy-2-méthyl-3-
oxopropyl]pyrrolidin-1-yl}-3-méthoxy-5-méthyl-1-
oxoheptan-4-yl](méthyl)amino}-3-méthyl-1-oxobutan-2-
ylJamino}-3-méthyl-1-oxobutan-2-
yll(méthyl)carbamoyl}oxy)méthyl]anilino}-1-oxopentan-
2-ylJamino}-3-méthyl-1-oxobutan-32-ylJamino}-6-
oxohexyl)-2,5-dioxopyrrolidin-3-yle (védotine)

inmunoglobulina G1-kappa, anti-[Homo sapiens
CD274 (ligando 1 de muerte celular programada 1,
PDL1, PD-L1, B7 homologo 1, B7H1, B7-H1,
PDCD1LG1)], anticuerpo monoclonal Homo sapiens;
conjugado en una media de cuatro residuos cisteinilo
a la vedotina, que comprende un enlace escindible y
monometilauristatina E (MMAE);

cadena pesada H-gamma1 Homo sapiens (1-453) [VH
(Homo sapiens IGHV1-69*01 (92.9%) -(IGHD) -
IGHJ6*01 (93.8%), CDR-IMGT [8.8.16] (26-33.51-
58.97-112)) (1-123) -Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2
A1.3, A1.2 (CH1 K120 (220) (124-221), bisagra 1-15
(222-236), CH2 L1.3>A (240), L1.2>A (241) (237-346),
CH3 D12 (362), L14 (364) (347-451), CHS (452-453))
(124-453)], (226-213")-disulfuro con la cadena ligera L-
kappa Homo sapiens (1'-213') [V-KAPPA (Homo
sapiens IGKV3-11*01 (100%) -IGKJ1*01 (100%),
CDR-IMGT [6.3.8] (27'-32'.50'-52'.89'-96")) (1'-106") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (152'), V101 (190")) (107'-213")]; dimero
(232-232":235-235")-bisdisulfuro, producido en una
linea celular de las células ovaricas de hamster chino
(CHO), linea celular CHO-DG44, forma glicosilada
alfa; sustituida en los atomos de azufre de un
promedio de cuatro residuos de L-cisteinilo entre 227,
233, 236, 214", 227", 233", 236" y 214" con grupos
(3RS)-1-(6-{[(2S)-1-{[(2S)-5-(carbamoilamino)-1-{4-
[{[(2S)-1-{[(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-
{[(1S,2R)-1-fenil-1-hidroxipropan-2-illamino}-2-metil-1-
metoxi-3-oxopropil]pirrolidin-1-il}-5-metil-3-metoxi-1-
oxoheptan-4-il(metil)amino}-3-metil-1-oxobutan-2-
illamino}-3-metil-1-oxobutan-2-
ilj(metil)carbamoil}oxi)metil]anilino}-1-oxopentan-2-
illamino}-3-metil-1-oxobutan-32-ilJamino}-6-oxohexil)-
2,5-dioxopirrolidin-3-ilo (vedotina)



filimelnotide

filimelnotide
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVQSGAE VKKPGSSVKV SCKTSGDTFS TAAISWVRQA PGQGLEWMGG 50
IIPIFGKAHY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYFCARKF 100
HEVSGSPEGM DVWGQGTTVT VSSASTKGPS VEFPLAPSSKS TSGGTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTEFPAVL QSSGLYSLSS VVTVPSSSLG 20C
TQTYICNVNH KPSNTKVDKK VEPKSCDKTH TCPPCPAPEA AGGPSVFLEP 25C
PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE 300
QYNSTYRVVE VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQFR 350
EPQVYTLPFS RDELTKNQVS LTCLVKGEYP SDIAVEWESN GQPENNYKIT 400
PPVLDSDGSEF FLYSKLTVDK SRWOQGNVES CSVMHEALHN HYTQKSLSLE 450
PGK 453

Light chain / Chaine légére / Cadena ligera (L', L™}

EIVLTQSPAT LSLSPGERAT LSCRASQSVE SYLAWYQQOKE GQAPRLLIYD 50
ASNRATGIPA REFSGSGSGTD FTLTISSLEF EDFAVYYCQQ RSNWPTEFGQG 100
TKVEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNEYE REAKVQWKVD 150
NALQSGNSQE SVTEQDSKLDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 20C
SSPVTKSENR GEC 212

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  150-206  267-327  373-431

22"-96" 150"-206" 267"-327" 373"-431"
Intra-L (C23-C104) 23'-88"  133-193'

23™-88" 133™-193™
Inter-H-L (h 5-CL 126)* 226-213" 226"-213"
Inter-H-H (h 11, h 14)*  232-232" 235-235"
*Two or three of the four inter-chain disulfide bridges are not present, an average of 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des quatre ponts disulfures inter-chaines ne sont pas présents. 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Dos o tres de los cuatro puentes disulfuro inter-catenarios no estan presentes. una media
de 4 cisteinil estd conjugada a conectores de principio activo.

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1.1

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 303, 303"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 453, 453"

Modified residues / Résidus moditiés / Restos modificados*
C (226, 232, 235,213', 226", 232", 235", 213")
*(vedotinmAb ~ 4:1)

O O~ NH
NS o
NH H CHj s
HaC N7
O O. H |.H

o4 HyN CO,H

and epimer at C*

CH3 et I'épimére en C*
H3C H O y el epimerc al C*

NH CHgo H (o] \ 3

S42,537-¢cyclo[N2-acetyl-L-arginyl-L-homocysteinyl-L-threonyl-D-
phenylalanyl-L-arginyl-L-tryptophyl-3-sulfanyl-L-valinamide]

S42,537-¢cyclo[N2-acétyl-L-arginyl-L-homocystéinyl-L-thréonyl-D-
phénylalanyl-L-arginyl-L-tryptophyl-3-sulfanyl-L-valinamide]
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forvisirvat

forvisirvat

forvisirvat

fosribnicotinamide

fosribnicotinamide

fosribnicotinamida

H3;C

S*2 S37_ciclo[N?-acetil-L-arginil-L-homocisteinil-L-treonil-D-fenilalanil-
L-arginil-L-triptofil-3-sulfanil-L-valinamida]

C47HeoN150S;
(@)

Arg—Hcy—Thr—D-Phe—Arg—Trp—Valll —NH,
s 3
S

Hey (2) HS\/\(COZH
L-homocysteine /

H NH,

(1'S,6'R)-7-chloro-2',4-dimethoxy-6'-methyl-6-(5-methyl-1,3,4-
oxadiazol-2-yl)-3H-spiro[[1]benzofuran-2,1'-cyclohex[2]ene]-3,4'-
dione

(1'S,6'R)-7-chloro-2',4-diméthoxy-6'-méthyl-6-(5-méthyl-1,3,4-
oxadiazol-2-yl)-3H-spiro[[1]benzofurane-2,1'-cyclohex[2]éne]-3,4'-
dione

(1'S,6'R)-7-cloro-6'-metil-6-(5-metil-1,3,4-oxadiazol-2-il)-2',4-
dimetoxi-3H-espiro[[1]benzofurano-2,1'-ciclohex[2]eno]-3,4'-diona

C1oH17CIN2Os

H3C

OCHj, OH CHj;

1-(3-carbamoylpyridin-1-ium-1-yl)-1-deoxy-B-D-ribofuranose 5-
(hydrogen phosphate)

5-(hydrogénophosphate) de 1-(3-carbamoylpyridin-1-ium-1-yl)-1-
désoxy-B-D-ribofuranose

5-(hidrégenofosfato) de 1-(3-carbamoilpiridin-1-io-1-il)-1-desoxi-
B-D-ribofuranosa

C11H15N208P
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fremocapavir N-[(1S)-1-[(3P)-3-[4-chloro-3-(methanesulfonamido)-1-methyl-
1H-indazol-7-yl]-4-oxo-7-(3,3,3-trifluoropropoxy)-3,4-
dihydropyrido[2,3-d]pyrimidin-2-yl]-2-(3,5-difluorophenyl)ethyl]-
2-[(3bS,4aR)-3-(difluoromethyl)-5,5-difluoro-3b,4,4a,5-
tetrahydro-1H-cyclopropa[3,4]cyclopenta[1,2-c]pyrazol-1-
yllacetamide

frémocapavir N-[(1S)-1-[(3P)-3-[4-chloro-3-(méthanesulfonamido)-1-méthyl-
1H-indazol-7-yl]-4-oxo-7-(3,3,3-trifluoropropoxy)-3,4-
dihydropyrido[2,3-d]pyrimidin-2-yl]-2-(3,5-difluorophényl)éthyl]-
2-[(3bS,4aR)-3-(difluorométhyl)-5,5-difluoro-3b,4,4a,5-
tétrahydro-1H-cyclopropa[3,4]cyclopenta[1,2-c]pyrazol-1-
yllacétamide

fremocapavir N-[(1S)-1-[(3P)-3-[4-cloro-3-(metanosulfonamido)-1-metil-1H-
indazol-7-il]-4-oxo-7-(3,3,3-trifluoropropoxi)-3,4-
dihidropirido[2,3-d]pirimidin-2-il]-2-(3,5-difluorofenil etil]-2-
[(3bS,4aR)-3-(difluorometil)-5,5-difluoro-3b,4,4a,5-tetrahidro-
1H-ciclopropa[3,4]ciclopenta[1,2-c]pirazol-1-illacetamida

AN I e
A

O N F

o) CH;

W2 N—N

H eSO/ N_ __N
N o

cl hoN

F F

fulamleucel allogeneic CD3-NKp30+ lymphocytes, phenotypically similar to
natural killer (NK) cells, isolated from peripheral blood
mononuclear cells obtained by leukapheresis of individual
healthy donors. The leukapheresis material is enriched for the
NK-like cells by removal of CD3 and CD34 positive cells. The
cells are then further culture expanded in media containing
interleukin 2 (IL-2) and human serum albumin. The final cell
population consists of CD3-NKp30+NK-like cells (=80),
expressing the surface markers CCR5, CCR6, CXCR3, as well
as integrins a1 and a3. The cells also express high levels of
perforin-1, granzyme B, and interferon gamma (IFN-y) and
demonstrate cytotoxicity against target cancer cells (K562
leukaemia cells) in vitro (=50%)

fulamleucel lymphocytes allogéniques CD3-NKp30+, phénotypiquement
similaires aux cellules tueuses naturelles (NK), isolés a partir de
cellules mononucléaires du sang périphérique obtenues par
leucaphéréese de donneurs individuels sains. Le matériel de
leucaphérése est enrichi en cellules de type NK par élimination
des cellules CD3 et CD34 positives. Les cellules sont ensuite
cultivées et multipliées dans des milieux contenant de
l'interleukine 2 (IL-2) et de I'albumine sérique humaine. La
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fulamleucel

fumiporexant

fumiporexant

fumiporexant

population cellulaire finale est constituée de cellules CD3-
NKp30+-NK-like (280%), exprimant les marqueurs de surface
CCRS5, CCR6, CXCRS3, ainsi que les intégrines a1 et a3. Ces
cellules expriment également des niveaux élevés de perforine-
1, de granzyme B et d'interféron gamma (IFN-y) et présentent
une cytotoxicité in vitro (250%) contre les cellules cancéreuses
cibles (cellules leucémiques K562)

linfocitos CD3-NKp30+ alogénicos, fenotipicamente similares a
células NK, aislados de células mononucleares de sangre
periférica obtenidas por leucoaféresis de donantes sanos
indivifuales. El material de leucoaféreis se enriquece en células
similares a NK mediante la eliminacion de las células CD3 y
CD34 positivas. Las células se expanden mas después en
cultivo, en medio que contiene interleuquina 2 (IL-2) y albumina
sérica humana. La poblacion celular final consiste en células
CD3-NKp30+ similares a NK (=80), que expresan los
marcadores de superficie CCR5, CCR6, CXCR3, asi como las
integrinas a1y a3. Las células también expresan altos niveles
de perforina 1, granzima B e interferén gamma (IFN-y) y
muestran citotoxicidad in vitro frente a células cancerosas diana
(células leucémicas K562) (=250%)

{(3aR,6aS)-5-[5-fluoro-4-(2-hydroxypropan-2-yl)pyrimidin-2-
yllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}[2-fluoro-6-(pyrimidin-
2-yl)phenyllmethanone

{(3aR,6aS)-5-[5-fluoro-4-(2-hydroxypropan-2-yl)pyrimidin-2-
yllhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl}[2-fluoro-6-(pyrimidin-
2-yl)phényllméthanone

{(3aR,6aS)-5-[5-fluoro-4-(2-hidroxipropan-2-il)pirimidin-2-
illhexahidropirrolo[3,4-c]pirrol-2(1H)-il}[2-fluoro-6-(pirimidin-2-
il)fenillmetanona

C24H24 FZNSOZ

HsC  OH
F N
\f A CHs,
N
-
gallium (%8Ga) relitegatide brexetan (OC-6-2'2")-(N®* N84 N€4"-{(1,4,7-triazonane-1,4,7-

triyl-k®N',N*,N")tris[methylene(oxidophosphonoyl)(1-
oxopropane-3,1-diyl)azanediylpropane-3,1-diyl-1H-
1,2,3-triazole-1,4-diyl(1-oxopropane-3,1-diyl)]}tris[1,9-
anhydro(L-alanyl-L-tyrosyl-D-prolyl-N2-methyI-L-lysyl-L-
tyrosyl-L-arginylglycyl-L-a-aspartyl-L-
leucyl)])(%®Ga)gallium



gallium (%8Ga) rélitégatide bréxétan

galio (%8Ga) relitegatida brexetan
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(OC-6-2'2")-N®4 NO4 N®4'-{1 4 7-triazonane-1,4,7-triyl-
K3N',N*,N7)tris[méthyléne(oxidophosphonoyl)(1-
oxopropane-3,1-diyl)azanediylpropane-3,1-diyl-1H-
1,2,3-triazole-1,4-diyl(1-oxopropane-3,1-diyl)]}tris[1,9-
anhydro(L-alanyl-L-tyrosyl-D-prolyl-N2-méthyI-L-lysyl-L-
tyrosyl-L-arginylglycyl-L-a-aspartyl-L-
leucyle)])(®®Ga)gallium

(OC-6-2'2")-N®4 N84 N64"-{1 4,7-triazonano-1,4,7-triil-
K3N',N*,N7)tris[metileno(oxidofosfonoil)(1-oxopropano-
3,1-diil)azanodiilpropano-3,1-diil-1H-1,2,3-triazol-1,4-
diil(1-oxopropano-3,1-diil)]}tris[1,9-anhidro(L-alanil-L-
tirosil-D-prolil-N?-metil-L-lisil-L-tirosil-L-arginilglicil-L-a-
aspartil-L-leucil)])(®®Ga)galio

C195H285GaNs4O51P3

R: o N=p
/
YN
e

:

AIa—Tyr—D-Pro—l—Lys —Tyr—Arg—Gly—Asp—Leu
CHs —‘

gamgertamig

immunoglobulin (H-gamma4_L-kappa)_(H-gamma4_L-
lambda2), anti-[Homo sapiens TNFRSF17 (tumor necrosis
factor (TNF) receptor superfamily member 17, B cell
maturation antigen, BCMA, TNFRSF13A, CD269)] and anti-
[Homo sapiens CD3E (CD3 epsilon, Leu-4)], monoclonal
antibody, bispecific, bivalent;

H-gamma4 heavy chain anti-TNFRSF17 (H) (1-449) hole
[VH (Homo sapiens IGHV7-4-1*02 (88.8%) -(IGHD) -
IGHJ4*01 (92.9%), CDR-IMGT [8.8.15] (26-33.51-58.97-
111)) (1-122) -Homo sapiens IGHG4*01, nG4m(a) CH2
L92, 12-G4v5 h P10, 6-G4v3-44 CH2 E1.2, A114, 14-G4v75
CH3 C5, 14-G4v33 CH3 S22, A24, V86 (hole), 12-G4v6
CH3 K88(CH1 (123-220), hinge 1-12 S10>P (230) (221-
232), CH2 L1.2>E (237), L92 (311), P114>A (331) (233-
342), CH3 Y5>C (351), T22>S (368), L24>A (370), Y86>V
(409), R88>K(411)(343-447), CHS (448-449)) (123-449)],
(136-218")-disulfide with L-kappa light chain anti-TNFRSF17
(L") (1'-218") [V-KAPPA Musmus/Homsap (Mus musculus
IGKV3-12*01 (91.9%) -IGKJ1*01 (83.3%) G120>Q (104'),
L124>V (108')/Homo sapiens IGKV3D-11*02 (68.1%) -
IGKJ1*01 (100%), CDR-IMGT [10.3.9] (27'-36'.54'-56".93"-
101")) (1'-111") -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (157'), V101 (195") (112'-218")];
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gamgertamig

H-gamma4 heavy chain anti-CD3E (H") (1"-452") knob [VH
Musmus/Homsap (Mus musculus IGHV10-1*04 (90.0%) -
(IGHD) -IGHJ3*01 (93.3%) A128>S (125)/Homo sapiens
IGHV3-72*01 (85.0%) -(IGHD) -IGHJ6*01 (90.9%) T123>L
(120), CDR-IMGT [8.10.16] (26"-33".51"-60".99"-114")) (1"-
125") -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10, 6-G4v3-44 CH2 E1.2, A114, G4v74 CH3 C10,
14-G4v32 CH3 W22 (knob), 12-G4v6 CH3 K88 (CH1 (126"-
223"), hinge 1-12 S10>P (233") (224"-235"), CH2 L1.2>E
(240"), L92 (314"), P114>A (334") (236"-345"), CH3 S10>C
(359"), T22>W (371"), R88>K (414") (346"-450"), CHS
(451"-452")) (126"-452")], (139"-214")-disulfide with L-
lambdaz2 light chain anti-CD3E (L") (1"-215") [V-lambda
Musmus/Homsap (Mus musculus IGLV1*01 (81.2%) -
IGLJ1*01 (100%)/Homo sapiens IGLV7-46*01 (77.9%) -
IGLJ3*02 (100%), CDR-IMGT[9.3.9] (26"-34".52"-54".91"'-
99™)) (1"-109") -Homo sapiens IGLC2*01 (100%) (C-
LAMBDA?2) (110™-215");

dimer (228-231":231-234":351-359")-trisdisulfide, produced
in Chinese hamster ovary (CHO) cells, derived from the cell
line CHO-K1, lacking the glutamine synthetase (GS-KO)
gene, glycoform alfa

immunoglobuline (H-gamma4_L-kappa)_(H-gamma4_L-
lambda2), anti-[Homo sapiens TNFRSF17 (membre 17 de
la superfamille des récepteurs du facteur de nécrose
tumorale (TNF), antigéne de maturation de cellule B,
BCMA, TNFRSF13A, CD269)] et anti-[Homo sapiens CD3E
(CD3 epsilon, Leu-4)], anticorps monoclonal, bispécifique,
bivalent;

chaine lourde H-gamma4 anti-TNFRSF17 (H) (1-449) hole
[VH (Homo sapiens IGHV7-4-1*02 (88.8%) -(IGHD) -
IGHJ4*01 (92.9%), CDR-IMGT [8.8.15] (26-33.51-58.97-
111)) (1-122) -Homo sapiens IGHG4*01, nG4m(a) CH2
L92, 12-G4v5 h P10, 6-G4v3-44 CH2 E1.2, A114, 14-G4v75
CH3 C5, 14-G4v33 CH3 S22, A24, V86 (hole), 12-G4v6
CH3 K88 (CH1 (123-220), charniéere 1-12 S10>P (230)
(221-232), CH2 L1.2>E (237), L92 (311), P114>A (331)
(233-342), CH3 Y5>C (351), T22>S (368), L24>A (370),
Y86>V (409), R88>K(411) (343-447), CHS (448-449)) (123-
449)], (136-218")-disulfure avec la chaine Iégére L-kappa
anti-TNFRSF17 (L") (1'-218") [V-KAPPA Musmus/Homsap
(Mus musculus IGKV3-12*01 (91.9%) -IGKJ1*01 (83.3%)
G120>Q (104'), L124>V (108')/Homo sapiens IGKV3D-
11*02 (68.1%) -IGKJ1*01 (100%), CDR-IMGT [10.3.9] (27'-
36'.54'-56"'.93'-101")) (1'-111") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (157'), V101
(195") (112'-218")];

chaine lourde H-gamma4 anti-CD3E (H") (1"-452") knob
[VH Musmus/Homsap (Mus musculus IGHV10-1*04 (90.0%)
-(IGHD) -IGHJ3*01 (93.3%) A128>S (125)/Homo sapiens
IGHV3-72*01 (85.0%) -(IGHD) -IGHJ6*01 (90.9%) T123>L
(120), CDR-IMGT [8.10.16] (26"-33".51"-60".99"-114")) (1"-
125") -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10, 6-G4v23 CH2 E1.2, A114, 14-G4v74 CH3
C10, 14-G4v32 CH3 W22 (knob), 12-G4v6 CH3 K88(CH1
(126"-223"), charniére 1-12 S10>P (233") (224"-235"), CH2
L1.2>E (240), L92 (314), P114>A (334) (236"-345"), CH3
S10>C (359), T22>W (371), R88>K (414) (346"-450"), CHS
(451"-452")) (126"-452")], (139"-214")-disulfure avec la
chaine légére L-lambda2 anti-CD3E (L") (1"-215") [V-
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lambda Musmus/Homsap (Mus musculus IGLV1*01
(81.2%) -IGLJ1*01 (100%)/Homo sapiens IGLV7-46*01
(77.9%) -IGLJ3*02 (100%), CDR-IMGT [9.3.9] (26"-
34™.52"-54".91"-99")) (1"-109") -Homo sapiens IGLC2*01
(100%) (C-LAMBDAZ2) (110™-215™)];

dimere (228-231":231-234":351-359")-trisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO),
dérivant de la lignée cellulaire CHO-K1, ne présentant pas
le géne de la glutamine synthétase (GS-KO), glycoforme
alfa

inmunoglobulina (H-gamma4_L-kappa)_(H-gamma4_L-
lambda2), anti-[Homo sapiens TNFRSF17 (miembro 17 de
la superfamilia de los receptores del factor de necrosis
tumoral (TNF), antigeno de maduracion de célula B, BCMA,
TNFRSF13A, CD269)] y anti-[Homo sapiens CD3E (CD3
épsilon, Leu-4)], anticuerpo monoclonal, biespecifico,
bivalente;

cadena pesada H-gamma4 anti-TNFRSF17 (H) (1-449) hole
[VH (Homo sapiens IGHV7-4-1*02 (88.8%) -(IGHD) -
IGHJ4*01 (92.9%), CDR-IMGT [8.8.15] (26-33.51-58.97-
111)) (1-122) -Homo sapiens IGHG4*01, nG4m(a) CH2
L92, 12-G4v5 h P10, 6-G4v3-44 CH2 E1.2, A114, 14-G4v75
CH3 C5, 14-G4v33 CH3 S22, A24, V86 (hole), 12-G4v6
CH3 K88 (CH1 (123-220), bisagra 1-12 S10>P (230) (221-
232), CH2 L1.2>E (237), L92 (311), P114>A (331) (233-
342), CH3 Y5>C (351), T22>S (368), L24>A (370), Y86>V
(409), R88>K(411) (343-447), CHS (448-449)) (123-449)],
(136-218")-disulfuro con la cadena ligera L-kappa anti-
TNFRSF17 (L") (1-218'") [V-KAPPA Musmus/Homsap (Mus
musculus IGKV3-12*01 (91.9%) -IGKJ1*01 (83.3%)
G120>Q (104'), L124>V (108')/Homo sapiens IGKV3D-
11*02 (68.1%) -IGKJ1*01 (100%), CDR-IMGT [10.3.9] (27'-
36'.54'-56'.93'-101")) (1'-111") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (157'), V101
(195") (112'-218")];

cadena pesada H-gamma4 anti-CD3E (H") (1"-452") knob
[VH Musmus/Homsap (Mus musculus IGHV10-1*04 (90.0%)
-(IGHD) -IGHJ3*01 (93.3%) A128>S (125)/Homo sapiens
IGHV3-72*01 (85.0%) -(IGHD) -IGHJ6*01 (90.9%) T123>L
(120), CDR-IMGT [8.10.16] (26"-33".51"-60".99"-114")) (1"-
125") -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10, 6-G4v23 CH2 E1.2, A114, 14-G4v74 CH3
C10, 14-G4v32 CH3 W22 (knob), 12-G4v6 CH3 K88(CH1
(126"-223"), bisagra 1-12 S10>P (233") (224"-235"), CH2
L1.2>E (240), L92 (314), P114>A (334) (236"-345"), CH3
S10>C (359), T22>W (371), R88>K (414) (346"-450"), CHS
(451"-452")) (126"-452")], (139"-214")-disulfuro con la
cadena ligera L-lambda2 anti-CD3E (L") (1"-215™) [V-
lambda Musmus/Homsap (Mus musculus IGLV1*01
(81.2%) -IGLJ1*01 (100%)/Homo sapiens IGLV7-46*01
(77.9%) -IGLJ3*02 (100%), CDR-IMGT [9.3.9] (26"-
34™.52"-54".91"-99")) (1"-109") -Homo sapiens IGLC2*01
(100%) (C-LAMBDAZ2) (110™-215™)];

dimero (228-231":231-234":351-359")-trisdisulfuro,
producido en las células ovaricas de hamster chino (CHO),
linea celular derivada de CHO-K1, en ausencia del gen
glutamina sintetasa (GS-KO), forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada: H-gamma4 anti-TNFRSF17 (H) hole

QVQLVQSGSE LKKPGASVKV SCKASGYIFT NEFGMNWVREA PGOGLEWMGW 50
INTYTGEQIY ADGETGREVE SLDTSVSTAY LQISSLKAED TAVYFCARGE 100
IYYGYDVGEV YWGQGTLVTV SSASTKGPSV FPLAPCSRST SESTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
KTYTCNVDHK PSNTKVDKRV ESKYGPPCPP CPAPEFEGGP SVELFPPKPK 250
DTLMISRTPE VTCVVVDVSC EDPEVQENWY VDGVEVHNAK TKPREEQENS 300
TYRVVSVLTV LHODWLNGKE YKCKVSNKGL ASSIEKTISK AKGQPREPQV 350
CTLPPSQEEM TKNQVSLSCA VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLVS KLTVDKSRWQ EGNVEFSCSVM HEALHNHYTQ KSLSLSLGK 449

Light chain / Chaine légere / Cadena ligera: L-kappa anti-TNFRSF17 (1.")

DIVLTQSPAS LAVSPGQRAT ITCRASKSVS TSGYSYMHWY QKKPGQPPKL 50
LIYLASNLES GVPARFSGSG SGTDFTLTIN PVEAEDTANY YCQHSRELFW 100
TEGQGTKVEI KRTVAAPSVE IFPPSDEQLK SGTASVVCLL NNFYPREAKV 150
QWKVDNALUS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 200
THQGLSSPVT KSFNRGEC 218

Heavy chain / Chaine lourde / Cadena pesada: H-gamma4 anti-CD3E (H") knob

EVQLVESGGG LVQPGGSLRL SCAASGFTEN TYAMNWVRKA PGKGLEWVGR 50
IRSKYNNYAT YYADSVKDREF TISRDDSKNS LYLQMNSLKT EDTAVYYCVR 100
HGNFGNSYVS WFAYWGQGTL VTVSSASTKG PSVFPLAPCS RSTSESTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 200
LGTKTYTCNV DHKPSNTKVD KRVESKYGPP CPPCPAPEFE GGPSVFLEPP 250
KPKDTLMISR TPEVTCVVVD VSQEDPEVQE NWYVDGVEVH NAKTKPREEG 300
FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLASSIEKT ISKAKGQPRE 350
POVYTLPPCC EEMTKNQVSL WCLVKGEYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFEF LYSKLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL 450
GK 452

Light chain / Chaine légére / Cadena ligera: L-lambda anti-CD3E (L™}

QAVVTQEPSL TVSPGGTVTL TCRSSTGAVT TSNYANWVQE KPGQAPRGLI 50
GGTNKRAPWT PARFSGSLLG GKAALTITGA QAEDEAEYYC VLWYSNLWVE 100
GGGTKLTVLG QPKAAPSVIL FPPSSEELGQA NKATLVCLIS DEYPGAVTVA 150
WKADSSPVKA GVETTTPSKQ SNNKYAASSY LSLTPEQWKS HRSYSCQVTH 200
EGSTVEKTVA PTECE 215

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104)  22-96  149-205 263-323  369-427

Intra-H" (C23-C104) 22"-98" 152"-208" 266"-326" 372"-430"

Intra-L' (C23-C104)  23-92"  138'-19¢"

Intra-L" (C23-C104) 22™-90™ 137"-196™

Inter-H-L', inter-H"-L™ (CHI 10-CL 126) 136-218' 139"-214™

Inter-H-H” (h 8, h 11} 228-231" 231-234"

Inter-H-H" (CH3 CS-C10)* 351-359"

*variants 14-G1v75 (H CH3 CS)and 14-G1v74 (H" CH3 C10) creating an additional
inter-H-H disulfide bridge.

Total number of disulfide bridges: 17 (12 intra-, 5 inter-).

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion
del glutaminilo N-terminal

Q > pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoproliloy

HVHQI: 1

L VL V-LAMBDA QI: 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 299, 302"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 452"
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immunoglobulin G1-kappa, anti-[Homo sapiens CLDN18 (claudin
18, claudin-18, surfactant associated protein J, SFTPJ) isoform
2], Homo sapiens monoclonal antibody;

H-gamma1 heavy chain Homo sapiens (1-448) [VH (Homo
sapiens IGHV1-46*01 (78.6%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*03v (100%) G1m3>G1m17, nG1m1 CH1 K120, CH3
E12, M14 (CH1 R120>K (215) (119-216), hinge 1-15 (217-231),
CH2 (232-341), CH3 E12 (357), M14 (359) (342-446), CHS (447-
448)) (119-448)], (221-220")-disulfide with L-kappa light chain
Homo sapiens (1'-220') [V-KAPPA (Homo sapiens IGKV4-1*01
(86.1%) -IGKJ1*01 (91.7%), CDR-IMGT [12.3.9] (27'-38'.56'-
58'.95'-103')) (1'-113') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-220")];
dimer (227-227":230-230")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-K1, lacking the enzyme
alpha-(1,6)-fucosyltransferase (FUT8-KO), glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens CLDN18
(claudine 18, claudine-18, protéine J associée au surfactant,
SFTPJ) isoforme 2]; anticorps monoclonal Homo sapiens;
chaine lourde H-gamma1 Homo sapiens (1-448) [VH (Homo
sapiens IGHV1-46*01 (78.6%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*03v (100%) G1m3>G1m17, nG1m1 CH1 K120, CH3
E12, M14 (CH1 R120>K (215) (119-216), charniere 1-15 (217-
231), CH2 (232-341), CH3 E12 (357), M14 (359) (342-446), CHS
(447-448)) (119-448)], (221-220")-disulfure avec la chaine légére
L-kappa Homo sapiens (1'-220') [V-KAPPA (Homo sapiens
IGKV4-1*01 (86.1%) -IGKJ1*01 (91.7%), CDR-IMGT [12.3.9]
(27'-38'.56'-58'.95'-103'")) (1'-113') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197"))
(114'-220"); dimére (227-227":230-230")-bisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1, ne présentant pas I'enzyme alpha-(1,6)-
fucosyltransférase (FUT8-KO), glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens CLDN18
(claudina 18, claudina-18, proteina J associada al surfactante,
SFTPJ) isoforma 2]; anticuerpo monoclonal Homo sapiens;
cadena pesada H-gamma1 Homo sapiens (1-448) [VH (Homo
sapiens IGHV1-46*01 (78.6%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*03v (100%) G1m3>G1m17, nG1m1 CH1 K120, CH3
E12, M14 (CH1 R120>K (215) (119-216), bisagra 1-15 (217-
231), CH2 (232-341), CH3 E12 (357), M14 (359) (342-446), CHS
(447-448)) (119-448)], (221-220")-disulfuro con la cadena ligera
L-kappa Homo sapiens (1'-220') [V-KAPPA (Homo sapiens
IGKV4-1*01 (86.1%) -IGKJ1*01 (91.7%), CDR-IMGT [12.3.9]
(27'-38'.56'-58'.95'-103'")) (1'-113') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197"))
(114'-220")]; dimero (227-227":230-230")-bisdisulfuro, producido
en las células ovaricas de hamster chino (CHO), linea celular
CHO-K1, en ausencia de la enzima alfa-1,6-fucosiltransferasa
(FUT8-KO), forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

EVQLVQSGAE VKKPGASVKV SCKASGYTET SSWLIWVRQA PGQGLEWIGT 50
IVPSDSYTNY NQKFKDRATL TVDKSTSTAY MELSSLRSED TAVYYCTRER 100
TGNSFDYWGQ GTLVTVSSAS TKGPSVEPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVE SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKE CDKTHTCPPC PAPELLGGPS VFLFPPKPKL 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSREEMT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLL 400
SDGSFFLYSK LTVDKSRWQQ GNVEFSCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera (L'. L")

DIVMTQSPDS LSVGLGERAT INCKSSQSVL NSGNQKNYLT WYQQKPGQEFP 50
KLLIYWAVAR QSGVPDREFSG SGSGTDFTLT ISSLOAEDVA VYYCONSIAY 100
PFTFGOGTKV EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVOWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSEFNRGEC 220

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  262-322  368-426
22"-96" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-94'  140'-200'
23M-94"  140™-200"
Inter-H-L (h 5-CL 126} 221-220' 221"-220™
Inter-H-H ¢h 11, h 14y 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 298. 298"

Afucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes afucosylés / glicanos de tipo CHO biantenarios complejos afucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 448. 448"

immunoglobulin G4-kappa, anti-[Homo sapiens IL4R (interleukin 4
receptor, IL4RA, IL-4RA, interleukin 13 receptor, CD124)], humanized
monoclonal antibody;

H-gamma4 heavy chain humanized (1-446) [VH (Homo sapiens IGHV3-
74*01 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.12] (26-
33.51-58.97-108)) (1-119) -Homo sapiens IGHG4*01, nG4m(a) CH2
L92, 12-G4v5 h P10 (CH1 (120-217), hinge 1-12 S10>P (227) (218-
229), CH2 L92 (308) (230-339), CH3 (340-444), CHS (445-446)) (121-
446)], (133-215')-disulfide with L-kappa light chain humanized (1'-215')
[V-KAPPA (Homo sapiens IGKV1-39*01 (83.2%) -IGKJ1*01 (100%),
CDR-IMGT [6.3.10] (27'-32'.50'-52'.89'-98")) (1'-108') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101
(192") (109'-215")]; dimer (225-225":228-228")-bisdisulfide, produced in
Chinese hamster ovary (CHO) cells, cell line CHO-S, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens IL-4R (récepteur de
l'interleukine 4, IL4RA, IL-4RA, récepteur de l'interleukine 13, CD124)],
anticorps monoclonal humanisé;

chaine lourde H-gamma4 humanisée (1-446) [VH (Homo sapiens
IGHV3-74*01 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.12]
(26-33.51-58.97-108)) (1-119) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10 (CH1 (120-217), charniére 1-12 S10>P (227)
(218-229), CH2 L92 (308) (230-339), CH3 (340-444), CHS (445-446))
(121-446)], (133-215')-disulfure avec la chaine légére L-kappa
humanisée (1'-215') [V-KAPPA (Homo sapiens IGKV1-39*01 (83.2%) -
IGKJ1*01 (100%), CDR-IMGT [6.3.10] (27'-32'.50'-52'.89'-98'")) (1'-108'")
-Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(154'), V101 (192")) (109'-215")]; dimére (225-225":228-228")-
bisdisulfure, produit dans des cellules ovariennes de hamster chinois
(CHO), lignée cellulaire CHO-S, glycoforme alfa
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inmunoglobulina G4-kappa, anti-[Homo sapiens IL-4R (receptor de la
interleukina 4, IL4RA, IL-4RA, receptor de la interleukina 13, CD124)],
anticuerpo monoclonal humanizado;

cadena pesada H-gamma4 humanizada (1-446) [VH (Homo sapiens IGHV3-
74*01 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.12] (26-33.51-
58.97-108)) (1-119) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h
P10 (CH1 (120-217), bisagra 1-12 S10>P (227) (218-229), CH2 L92 (308)
(230-339), CH3 (340-444), CHS (445-446)) (121-446)], (133-215")-disulfuro
con la cadena ligera L-kappa humanizada (1'-215") [V-KAPPA (Homo sapiens
IGKV1-39*01 (83.2%) -IGKJ1*01 (100%), CDR-IMGT [6.3.10] (27'-32'.50'-
52'.89'-98")) (1'-108') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (154"), V101 (192'")) (109'-215")]; dimero (225-225":228-228")-
bisdisulfuro, producido en las células ovaricas de hamster chino (CHO), linea
celular CHO-S, forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H")

EVQLVESGGG LVQPGGSLRL SCAASGFTFS TYGMSWVRQA PGKGLVWVAT 50
INSNGGSTSY PDSVKGRETI SRDNAKNTLY LQOMNSLRAED TAVYYCARFFEF 100
RFRNAMDYWG QGTLVTVSSA STKGPSVEPL APCSRSTSES TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTKTY 200
TCNVDHKPSN TKVDKRVESK YGPPCPPCPA PEFLGGPSVEF LFPPKPKDTL 250
MISRTPEVTC VVVDVSQEDE EVQFNWYVDG VEVHNAKTKF REEQFNSTYR 300
VVSVLTVLEQ DWLNGKEYKC KVSNKGLPSS TEKTISKAKG QPREPQVYTL 350
PPSQEEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSRLT VDKSRWQEGN VESCSVMHEA LHNHYTQKSL SLSLGK 446

Light chain / Chaine légeére / Cadena ligera (L', L™}

DIQMTQSPSS LSASVGDRVT ITCRTSENIY SYLAWYQQKE GKAPKFLVYN 50
AKTLAEGVPS RFSGSGSGTD FTLTISSLGP EDFATYYCCH YYGPPTWTFG 100
QGTKVEIKRT VAAPSVFIFF PSDEQLKSGT ASVVCLLNNE YPREAKVQOWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSE NRGEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 146-202  260-320  366-424
22"-96" 146"-202" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88"  135-195"
23"-88" 135™-195™
Inter-H-L (CHI 10-CL 126) 133-215' 133"-215™
Inter-H-H (h 8, h 11} 225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 296, 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 446, 446"

immunoglobulin G1-kappa, anti-[Homo sapiens KDR (kinase insert domain
receptor, vascular endothelial growth factor receptor 2, VEGFR2, VEGF-R2,
FLK1, CD309)], Homo sapiens monoclonal antibody;

H-gamma1 heavy chain Homo sapiens (1-446) [VH (Homo sapiens IGHV3-
21*01 (99.0%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT [8.8.9] (26-33.51-58.97-
105)) (1-116) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12,
L14 (CH1 K120 (213) (117-214), hinge 1-15 (215-229), CH2 (230-339), CH3
D12 (355), L14 (357) (340-444), CHS (445-446)) (117-446)], (219-214')-disulfide
with L-kappa light chain Homo sapiens (1'-214") [V-KAPPA (Homo sapiens
IGKV1-33*01 (93.7%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-52".89'-
97") (1'-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153'), V101 (191")) (108'-214")]; dimer (225-225":228-228")-bisdisulfide,
produced in Chinese hamster ovary (CHO)/dhFr- cell line lacking the enzyme
dihydrofolate reductase (DHFR), glycoform alfa
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girancitug

immunoglobuline G1-kappa, anti-[Homo sapiens KDR (récepteur a domaine
insert kinase, récepteur 2 du facteur de croissance endothélial vasculaire,
VEGFR2, VEGF-R2, FLK1, CD309)]; anticorps monoclonal Homo sapiens;
chaine lourde H-gamma1 Homo sapiens (1-446) [VH (Homo sapiens IGHV3-
21*01 (99.0%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT [8.8.9] (26-33.51-58.97-
105)) (1-116) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12,
L14 (CH1 K120 (213) (117-214), charniere 1-15 (215-229), CH2 (230-339), CH3
D12 (355), L14 (357) (340-444), CHS (445-446)) (117-446)], (219-214")-disulfure
avec la chaine légére L-kappa Homo sapiens (1'-214") [V-KAPPA (Homo
sapiens IGKV1-33*01 (93.7%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9] (27'-
32'.50'-52'.89'-97')) (1'-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101
(C-KAPPA A45.1 (153'), V101 (191")) (108'-214")]; dimére (225-225":228-228")-
bisdisulfure, produit dans des cellules ovariennes de hamster chinois (CHO)
lignée cellulaire CHO/dhFr- ne présentant pas I'enzyme dihydrofolate réductase
(DHFR), glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens KDR (receptor de kinasa de
dominio insertado, receptor 2 del factor de crecimiento endotelial vascular,
VEGFR2, VEGF-R2, FLK1, CD309)]; anticuerpo monoclonal Homo sapiens;
cadena pesada H-gamma1 Homo sapiens (1-446) [VH (Homo sapiens IGHV3-
21*01 (99.0%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT [8.8.9] (26-33.51-58.97-
105)) (1-116) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12,
L14 (CH1 K120 (213) (117-214), bisagra 1-15 (215-229), CH2 (230-339), CH3
D12 (355), L14 (357) (340-444), CHS (445-446)) (117-446)], (219-214")-disulfuro
con la cadena ligera L-kappa Homo sapiens (1'-214") [V-KAPPA (Homo sapiens
IGKV1-33*01 (93.7%) -IGKJ4*01 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-52".89'-
97") (1-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153'), V101 (191")) (108'-214")]; dimero (225-225":228-228")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO) linea celular
CHO/dhFr- en ausencia de la enzima dihidrofolato reductasa (DHFR), forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H. H")

EVQLVESGGG LVKPGGSLRL SCAASGFTEFS SYSMTWVRCA PGKGLEWVSS 50
ISSSSSYIYY ADSVKGRETI SRDNAKNSLY LOMNSLRAED TAVYYCARAT 100
SGMDVWGQGT TVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFEF AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 20C
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVE LFPPKPKDTL 25C
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKF REEQYNSTYR 300
VVSVLTVLHG DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSRDELTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQGN VEFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera (I.", L.}

DIQMTQSPSS LSESVGDRVT ITCQASQDIN NYLNWYQQKP GKAPKLLIYD 50
ASNLETGVPS REFSGSGSGTD FTFTISSLES EDIATYYCQQ HVNLPLTEGG 100
GTKVEIKRTV AAPSVFIFPF SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C
LSSPVTKSEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  143-199  260-320  366-424
22"-96" 143"-199" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88"  134'-194’
23M-88"  134™-194™
Inter-H-L (h 5-CL 126) 219-214" 219"-214™
Inter-H-H (h 11, h 14)  225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 296, 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 446, 446"



glarivibart

glarivibart

glarivibart

Recommended INN: List 95

immunoglobulin G1-kappa, anti-[human respiratory syncytial
virus (RSV) fusion glycoprotein F], Homo sapiens
monoclonal antibody;

H-gamma1 heavy chain Homo sapiens (1-456) [VH (Homo
sapiens IGHV1-69*01 (87.6%) -(IGHD) -IGHJ4*01 (86.7%),
CDR-IMGT [8.8.19] (26-33.51-58.97-115)) (1-126) -Homo
sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12,
M14, 9-G1v21 CH2 Y15.1, T16, E18(CH1 R120 (223) (127-
224), hinge 1-15 (225-239), CH2 M15.1>Y (261), S16>T
(263), T18>E (265) (240-349), CH3 E12 (365), M14 (367)
(350-454), CHS (455-456)) (127-456)], (229-214")-disulfide
with L-kappa light chain Homo sapiens (1'-214") [V-KAPPA
(Homo sapiens IGKV1-33*01 (93.6%) -IGKJ4*01 (91.7%),
CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153'), V101 (191")) (108'-214")]; dimer (235-235":238-
238")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, glycoform alfa

immunoglobuline G1-kappa, anti-[glycoprotéine de fusion F
du virus respiratoire syncytial (VRS) humain], anticorps
monoclonal Homo sapiens;

chaine lourde H-gamma1 Homo sapiens (1-456) [VH (Homo
sapiens IGHV1-69*01 (87.6%) -(IGHD) -IGHJ4*01 (86.7%),
CDR-IMGT [8.8.19] (26-33.51-58.97-115)) (1-126) -Homo
sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12,
M14, 9-G1v21 CH2 Y15.1, T16, E18 (CH1 R120 (223) (127-
224), charniére 1-15 (225-239), CH2 M15.1>Y (261), S16>T
(263), T18>E (265) (240-349), CH3 E12 (365), M14 (367)
(350-454), CHS (455-456)) (127-456)], (229-214")-disulfure
avec la chaine légére L-kappa Homo sapiens (1'-214") [V-
KAPPA (Homo sapiens IGKV1-33*01 (93.6%) -IGKJ4*01
(91.7%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107")
-Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (153'), V101 (191")) (108'-214")]; dimere (235-
235":238-238")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), glycoforme alfa

inmunoglobulina G1-kappa, anti-[glicoproteina de fusion F
del virus respiratorio sincitial (VRS) humano], anticuerpo
monoclonal Homo sapiens;

cadena pesada H-gamma1 Homo sapiens (1-456) [VH
(Homo sapiens IGHV1-69*01 (87.6%) -(IGHD) -IGHJ4*01
(86.7%), CDR-IMGT [8.8.19] (26-33.51-58.97-115)) (1-126)
-Homo sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3
E12, M14, 9-G1v21 CH2 Y15.1, T16, E18 (CH1 R120 (223)
(127-224), bisagra 1-15 (225-239), CH2 M15.1>Y (261),
S16>T (263), T18>E (265) (240-349), CH3 E12 (365), M14
(367) (350-454), CHS (455-456)) (127-456)], (229-214')-
disulfuro con la cadena ligera L-kappa Homo sapiens (1'-
214") [V-KAPPA (Homo sapiens IGKV1-33*01 (93.6%) -
IGKJ4*01 (91.7%), CDR-IMGT [6.3.9] (27'-32'.50'-52"'.89'-
97") (1'-107") -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")];
dimero (235-235":238-238")-bisdisulfuro, producido en las
células ovaricas de hamster chino (CHO), forma glicosilada
alfa
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Heavy chain / Chaine lourde / Cadena pesada (H. H")

QVQLVOSGAE VKKPGSSVKV SCKASGGLLE DYIINWVRQA PGQGLEWMGG 50
IIPVLGTVHY GPKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCATET 10C
AIVVTESYRP HFFDNWGQGT LVTVSSASTK GPSVFPLAPS SKSTSGGTAA 15C
LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQOSSGLYS LSSVVTVPSS 200
SLGTQTYICN VNHKPSNTKV DKRVEPKSCD KTHTCPPCPA PELLGGPSVE 250
LFPPKPKDTL YITREPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP 300
REEQYNSTYR VVSVLTVLHC DWLNGKEYKC KVSNKALPAF IEKTISKAKG 350
QPREPQVYTL PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY 40C
KITPPVLDSC GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL 45C
SLSPGK 456

Light chain / Chaine légere / Cadena ligera (L', L™)

DIQMTQSPSE LSASVGDRVT ITCQASQDIV NYLNWYQQKF GKAPKLLIYV 50
ASNLETGVPS RFSGSGSGTC FTFTISSLQP EDIATYYCQE FAGLALNEFGG 10C
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 15C
DNALQSGNSQ ESVTEQDSKC STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 153-209  270-330  376-434
22"-96" 153"-209" 270"-330" 376"-434"
Intra-L (C23-C104) 23'-88"  134-194'
23™-88" 134™-194™
Inter-H-L (h 5-CL 126} 229-214' 229"-214™
Inter-H-H (h 11, h 14)  235-235" 238-238"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamy! (pE. S-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. S-oxoproliloy

HVHQI: I, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 306, 306"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 456. 456"

N-acetyl-D-phenylalanyl-D-lysyl-D-lysyl-D-leucyl-D-lysyl-D-lysyl-D-leucyl-D-
phenylalanyl-D-seryl-D-lysyl-D-leucyl-D-tryptophyl-D-asparaginyl-D-
tryptophyl-D-lysinamide

N-acétyl-D-phénylalanyl-D-lysyl-D-lysyl-D-leucyl-D-lysyl-D-lysyl-D-leucyl-D-
phénylalanyl-D-séryl-D-lysyl-D-leucyl-D-tryptophyl-D-asparaginyl-D-
tryptophyl-D-lysinamide

N-acetil-D-fenilalanil-D-lisil-D-lisil-D-leucil-D-lisil-D-lisil-D-leucil-D-fenilalanil-
D-seril-D-lisil-D-leucil-D-triptofil-D-asparaginil-D-triptofil-D-lisinamida

Ci03H159N25018
Sequence / Séquence / Secuencia :
1 all/tout/todo-c- (CH5;CO) FKKLKKLFSK LWNWK-NH, 15

Modified residues / Résidus modifiés / Restos modificados

E': K'S:
Ac-p-Phe D-Lys-NH»
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grebenmotide simolenin alfa human anti-apoptosis protein survivin (apoptosis inhibitor 4,
IAP4, baculoviral IAP repeat-containing protein 5, BIRCS5,
Uniprot: 015392) fragment (53-67, 1-15 in the current
sequence), variant (C>>M), conjugated on residue C® via a 3-
maleimidobenzoyl linker reagent to Megathura crenulata
hemocyanin 1 (KLH1, keyhole limpet hemocyanin A,
Uniprot:Q10583) (1-3398) and hemocyanin 2 (KLH2, keyhole
limpet hemocyanin B, Uniprot: Q10584) (1-3402), conjugated
at N® of 5-25 lysine residues of each monomer, non-covalent
homodidecamer, produced by Megathura crenulata (giant
keyhole limpet), glycoform alfa

grébenmotide simolénine alfa fragment de la protéine anti-apoptotique humaine survivine
(inhibiteur d'apoptose 4, IAP4, protéine contenant la répétition
IAP baculovirus 5, BIRC5, Uniprot: 015392) (53-67, 1-15 dans
la séquence actuelle), variante (C5>M), conjugué sur le résidu
C8 via un réactif de liaison 3-maléimidobenzoyle a
I'némocyanine 1 du mollusque Megathura crenulata (KLH1,
hémocyanine A de patelle, Uniprot: Q10583) (1-3398) et a
I'némocyanine 2 (KLH2, hémocyanine B de patelle, Uniprot:
Q10584) (1-3402), conjugué au N° de 5 & 25 résidus de lysine
de chaque monomére, homodidécameére non covalent, produit
par le mollusque Megathura crenulata (patelle géante),
glycoforme alfa

grebenmotida simolenina alfa fragmento de la proteina antiapoptética humana survivina
(inhibidor de la apoptosis 4, IAP4, proteina baculoviral que
contiene repeticiones IAP 5, BIRC5, Uniprot: 015392) (53-67,
1-15 en la secuencia actual), variante (C°>M) conjugado en el
residuo C® a través de un reactivo de enlace 3-
maleimidobenzoilo con la hemocianina 1 del molusco
Megathura crenulata o lapa gigante (KLH1, hemocianina A de
lapa de ojo de cerradura), Uniprot: Q10583) (1-3398) y la
hemocianina 2 (KLH2, hemocianina B de lapa de ojo de
cerradura), Uniprot: Q10584) (1-3402), conjugado al N® de 5 a
25 residuos de lisina de cada monémero, homodidecamero no
covalente, producido por el molusco Megathura crenulata
(lapa de ojo de cerradura), glicoforma alfa

Sequence / Séquence / Secuencia
Peptide: (C*>M)-survivin (53-67) 1 DLAQMFFCFK ELEGW 15

Modified residues / Résidus modifiés / Restos modificados

C%M; C®>C-SP-[linker]«—NC-K(KLH1/2) : )
and epimer at C*

etépimére en C*
y el epimero al C*

survivin

~5-25 Lys per KLH monomer

Please note that the KLH1 and KLH2 sequences and post-translational
modifications can be found in the corresponding MedNet file
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allogeneic T lymphocytes obtained from cryopreserved
leukapheresis material of healthy donors, electroporated with
CRISPR/Cas12a (clustered regularly interspaced short
palindromic repeats/ CRISPR-associated protein 12a) hybrid RNA-
DNA (chRDNA) nucleoprotein complexes to knock out (i) the T cell
receptor alpha chain constant (TRAC) and (ii) the beta-2
microglobulin (B2M) locus. The cells are also transduced with two
recombinant adeno-associated virus serotype 6 (rAAV6) vectors to
introduce (i) an anti-B-cell maturation antigen (BCMA, TNFRSF17,
CD269) chimeric antigen receptor (CAR) flanked by TRAC
homology regions that are inserted into the lymphocyte DNA by
homology-directed repair, and (ii) a B2M-HLA-E peptide fusion
protein flanked by beta-2 microglobulin (B2M) homology regions
that are also inserted into the lymphocyte DNA by homology-
directed repair.

The anti-BCMA CAR expression cassette comprises in reverse
orientation the synthetic MND promoter, Kozak sequence, CD8a
signal sequence, anti-BCMA single chain variable fragment (scFv,
clone PMC306), CD8 hinge region, CD8 transmembrane (TM)
domain, 4-1BB co-stimulatory domain and CD3( signaling domain,
followed by a bovine growth hormone (BGH) polyadenylation
sequence. The B2M-HLA-E fusion protein expression cassette
comprises a P2A skipping sequence, a B2M secretion signal, an
HLA-G signal peptide sequence, the B2M peptide sequence
followed by an HLA-E peptide sequence and a bovine growth
hormone (BGH) polyadenylation sequence.

The leukapheresis material is stimulated with anti-CD3 and anti-
CD28 antibodies and cultured in the presence of interleukin 2 (IL-
2) to enrich for T lymphocytes. The cells are subsequently
electroporated with CRISPR/Cas12a chRDNA nucleoprotein
complexes and transduced with the two AAV vectors followed by
further cell expansion. Finally, residual TCRaf+ lymphocytes are
removed by magnetic depletion. The suspension consists primarily
of T lymphocytes (CD4+/CD8+/CD3+ 270%) which are 232%
CAR+, 220% B2M-HLA-E+ and are cytotoxic to BCMA expressing
target cells

lymphocytes T allogéniques obtenus a partir de matériel de
leucaphérese cryoconservé de donneurs sains, électroporés avec
des complexes nucléoprotéiques hybrides ARN-ADN (chRDNA)
CRISPR/Cas12a (répétitions palindromiques courtes regroupées
et régulierement espacées/protéine associée a CRISPR 12a) pour
éliminer: (i) la constante de la chaine alpha du récepteur des
cellules T (TRAC) et, (i) le locus béta-2 microglobuline (B2M). Les
cellules sont également transduites avec deux vecteurs
recombinants de virus adéno-associé de sérotype 6 (rAAV6) pour
introduire: (i) un récepteur d'antigéne chimérique (RAC) anti-
antigéne de maturation des cellules B (BCMA, TNFRSF17,
CD269) flanqué de régions d'homologie TRAC qui sont insérées
dans I'ADN des lymphocytes par réparation dirigée par homologie,
et (ii) une protéine de fusion peptidique B2M-HLA-E flanquée de
régions d'homologie béta-2 microglobuline (B2M) qui sont
également insérées dans I'ADN des lymphocytes par réparation
dirigée par homologie.

La cassette d'expression RAC anti-BCMA comprend, en
orientation inverse, le promoteur synthétique MND, la séquence
Kozak, la séquence signal CD8a, le fragment variable
monocaténaire anti-BCMA (scFv, clone PMC306), la région
charniere CD8, le domaine transmembranaire (TM) CD8, le
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domaine de co-stimulation 4-1BB et le domaine de signalisation
CD3g, suivis d'une séquence de polyadénylation de I'normone de
croissance bovine (HCB). La cassette d'expression de la protéine
de fusion B2M-HLA-E comprend une séquence de saut P2A, un
signal de sécrétion B2M, une séquence peptidique signal HLA-G,
la séquence peptidique B2M suivie d'une séquence peptidique
HLA-E et une séquence de polyadénylation de I'hormone de
croissance bovine (BGH).

Le matériel de leucaphérése est stimulé par des anticorps anti-
CD3 et anti-CD28 et cultivé en présence d'interleukine 2 (IL-2)
pour I'enrichir en lymphocytes T. Les cellules sont ensuite
électroporées avec des complexes nucléoprotéiques
CRISPR/Cas12a chRDNA et transduites avec les deux vecteurs
AAV, puis soumises a une expansion cellulaire supplémentaire.
Enfin, les lymphocytes TCRaf+ résiduels sont éliminés par
déplétion magnétique. La suspension est principalement
composée de lymphocytes T (CD4+/CD8+/CD3+ 270%) qui sont
232% RAC+, 220% B2M-HLA-E+ et sont cytotoxiques pour les
cellules cibles exprimant BCMA

linfocitos T alogénicos obtenidos de material de leucoaféresis
cripreservado de donantes sanos, electroporados con complejos
de nucleoproteina hibridos ARN-ADN (chRDNA) CRISPR/Cas12a
(repeticiones palindrémicas agrupadas y espaciadas
regularmente/proteina asociada a CRISPR 12a) para eliminar el
locus de (i) la cadena constante alfa del receptor de linfocitos T
(TRAC) y (ii) la beta-2-microglobulina (B2M). Las células se
transducen también con dos vectores de virus adenoasociado de
serotipo 6, recombinantes (rAAV6) para introducir (i) un receptor
de antigenos quimérico (CAR) anti-antigeno de maduracion de
células B (BCMA, TNFRSF17, CD269) flanqueado por regiones
de homologia de TRAC que se inserta en el ADN de los linfocitos
mediante reparacion dirigida por homologia, y (ii) una proteina de
fusion B2M-HLA-E flanqueada por regiones de homologia de
beta-2 microglobulina (B2M) que se inserta también en el ADN de
los linfocitos mediante reparacion dirigida por homologia.

El casete de expresion del CAR anti-BCMA consta, en orientacion
inversa, del promotor sintético MND, secuencia Kozak, secuencia
sefal de CD8a, fragmento variable de cadena sencilla anti-BCMA
(scFv, clon PMC306), region bisagra de CD8, dominio
transmembrana (TM) de CD8, domino coestimulador de 4-1BB y
dominio de sefalizacion de CD3(, seguido por una secuencia de
poliadenilacion de la hormona de crecimiento bovina (BGH). El
casete de expresion de la proteina de fusion B2M-HLA-E consta
una secuencia de omisién P2A, una sefial de secrecién B2M, una
secuencia de péptido sefial HLA-G, la secuencia de péptido B2M
seguida de una secuencia de péptido HLA-E y una secuencia de
poliadenilacion de la hormona de crecimiento bovina (BGH).

El material de leucoaféresis se estimula con anticuerpos anti-CD3
y anti-CD28 y se cultiva en presencia de interleuquina 2 (IL-2)
para enriquecer en linfocitos T. Las células son
subsiguientemente electroporadas con los complejos de
nucleoproteina CRISPR/Cas12a chRDNA y transducidas con los
dos vectores AAV seguido por expansion celular adicional.
Finalmente, los linfocitos TCRaf+ residuales se eliminan
mediante deplecién magnética. La suspension consiste
primariamente en linfocitos T (CD4+/CD8+/CD3+ 270%) que son
con 232% CAR+, 220% B2M-HLA-E+ y son citotoxicas frente a
células diana que expresan BCMA
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immunoglobulin G4-lambda2, anti-[Homo sapiens
SERPINF2 (serine (or cystein) protease inhibitor (serpin)
family F member 2, serpin F2, alpha2-antiplasmin, alpha-
2-AP, inhibiteur de la plasmine, PI)], Homo sapiens
monoclonal antibody;

H-gamma4 heavy chain Homo sapiens (1-447) [VH (Homo
sapiens IGHV3-23*01 (94.9%) -(IGHD) -IGHJ4*01
(86.7%), CDR-IMGT [8.7.15] (26-33.51-57.96-110)) (1-
121) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10(CH1 (122-219), hinge 1-12 S10>P (229) (220-
231), CH2 L92 (310) (232-341), CH3 (342-446), CHS
K2>del (447)) (122-447)], (135-216")-disulfide with L-
lambdaz2 light chain Homo sapiens (1'-217') [V-LAMBDA
(Homo sapiens IGLV1-47*02 (93.9%) -IGLJ3*02 (100%),
CDR-IMGT [9.3.11] (26'-34'.52'-54'.91"-111")) (1"-111") -
Homo sapiens IGLC2*01 (100%) (112'-217")]; dimer (227-
227":230-230")-bisdisulfide, produced in Chinese hamster
ovary (CHO) cells, cell line CHO-K1, glycoform alfa

immunoglobuline G4-lambda2, anti-[Homo sapiens
SERPINF2 (membre 2 de la famille F de la serpine
(inhibiteur de sérine (ou cystéine) protéase), serpine F2,
alpha2-antiplasmine, alpha-2-AP, plasmine inhibiteur, PI)],
anticorps monoclonal Homo sapiens;

chaine lourde H-gamma4 Homo sapiens (1-447) [VH
(Homo sapiens IGHV3-23*01 (94.9%) -(IGHD) -IGHJ4*01
(86.7%), CDR-IMGT [8.7.15] (26-33.51-57.96-110)) (1-
121) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10(CH1 (122-219), charniere 1-12 S10>P (229)
(220-231), CH2 L92 (310) (232-341), CH3 (342-446), CHS
K2>del (447)) (122-447)], (135-216")-disulfure avec la
chaine légére L-lambda2 Homo sapiens (1'-217') [V-
LAMBDA (Homo sapiens IGLV1-47*02 (93.9%) -IGLJ3*02
(100%), CDR-IMGT [9.3.11] (26'-34'.52'-54'.91'-111")) (1'-
111") -Homo sapiens IGLC2*01 (100%) (112'-217")];
dimere (227-227":230-230")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G4-lambda2, anti-[Homo sapiens
SERPINF2 (miembro 2 de la familia F de la serpina
(inhibidor de serina (o cisteina) proteasa), serpina F2,
alfa2-antiplasmina, alfa-2-AP, plasmina inhibidor, PI)],
anticuerpo monoclonal Homo sapiens;

cadena pesada H-gamma4 Homo sapiens (1-447) [VH
(Homo sapiens IGHV3-23*01 (94.9%) -(IGHD) -IGHJ4*01
(86.7%), CDR-IMGT [8.7.15] (26-33.51-57.96-110)) (1-
121) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10(CH1 (122-219), bisagra 1-12 S10>P (229)
(220-231), CH2 L92 (310) (232-341), CH3 (342-446), CHS
K2>del (447)) (122-447)], (135-216")-disulfuro con la
cadena ligera L-lambda2 Homo sapiens (1'-217') [V-
LAMBDA (Homo sapiens IGLV1-47*02 (93.9%) -IGLJ3*02
(100%), CDR-IMGT [9.3.11] (26'-34'.52'-54'.91"-111")) (1'-
111') -Homo sapiens IGLC2*01 (100%) (112'-217")];
dimero (227-227":230-230")-bisdisulfuro, producido en las
células ovaricas de hamster chino (CHO), linea celular
CHO-K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

EVQLLESGCGG LVQPGGSLRL SCAASGETFD DYAMSWVRCA PGKGLEWVSA 50
IGTGGSTYYA DSVKGRFTIS RDNSKNTLYL QMNSLRAELDT AVYYCAREGY 100
DSSGYYHLDY WGQGTLVTVS SASTKGPSVE PLAPCSRSTS ESTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTK 20C
TYTCNVDHKP SNTKVDKRVE SKYGPPCPPC PAPEFLGGPS VFLFPPKPKD 25C
TLMISRTPEV TCVVVDVSQE DPEVQENWYV DGVEVHNAKT KPREEQENST 300
YRVVSVLTVL HODWLNGKEY KCKVSNKGLP SSIEKTISKA KGQPREPQVY 350
TLPPSQEEMT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLLC 400
SDGSFFLYSR LTVDKSRWQE GNVFSCSVMH EALHNHYTQK SLSLSLG 447

Light chain / Chaine légeére / Cadena ligera (I.", L.}

QSVLTQPPSA SGTPGQRVTI SCTGSSSNIG ATYDVHWYQQ LPGTAPKLLI 50
YSNNQRPSCGV PDRFSGSKSG TSASLAISGL RSEDEADYYC AAWDWSLSGW 100
VEGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDEYPGAVT 150
VAWKADSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPECW KSHRSYSCQV 20C
THEGSTVEKT VAPTECS 217

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95  148-204  262-322  368-426
22"-95" 148"-204" 262"-322" 368"-426"
Intra-L (C23-C104) 22'-90"  139'-198'
22"-90" 139™-198™
Inter-H-L (CH1 10-CL 126) 135-216' 135"-216™
Inter-H-H (h 8,h 11} 227-227" 230-230"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. S-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

L VL V-LAMBDA Q1:1', 1™

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 298, 298"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

Canis familiaris insulin (Uniprot: P01321) B chain fragment (1-26), variant
(YB16>A'6 FB25>H25 BZITPKAB>del) fused via peptide linker
"GGGGGGSGGGG™ to Canis familiaris insulin A chain fragment (38-57 in
the current sequence), variant (IA1°>T47, YA14>D% NA%0>del) fused at the C-
terminus via peptide linker *GGGGGQGGGGQGGGGQGGGGG™to a
canine immunoglobulin G2 (IGHG2) Fc fragment (h-CH2-CH3-CHS domains)
(79-302) [Canis familiaris IGHG2*02 (hinge VPKRENGRVPRPP7®7°>del (79-
84), CH2 (85-194), CH3 N''>S (195-301), CH3 K*»>del (302))], dimer (80-
80", 83-83")-bisdisulfide; produced in Chinese hamster ovary (CHO) cells, cell
line CHO-M cells, not glycosylated

fragment de la chaine B de l'insuline de Canis familiaris (Uniprot: P01321) (1-
26), variant (YB'6>A'6, FB25>H25 B2ITPKAB30>dél) fusionné via le coupleur
peptidique “GGGGGGSGGGG* au fragment de la chaine A de l'insuline de
Canis familiaris (38-57 dans la séquence actuelle), variant (IA1°>T#7, YA14>D51,
NA30>dél) fusionné a I'extrémité C-terminale via le coupleur peptidique
BGGGGGAQGGGGQGGGGQGGGGG™ a un fragment Fc d'immunoglobuline
canine G2 (IGHG2) (domaines h-CH2-CH3-CHS) (79-302) [Canis familiaris
IGHG2*02 (charniére VPKRENGRVPRPP®7°>dél (79-84), CH2 (85-194),
CH3 N''>S (195-301), CH3 K®*%3>dél (302))], dimére (80-80', 83-83')-
bisdisulfure; produit dans des cellules d'ovaire de hamster chinois (CHO),
lignée cellulaire CHO-M, non glycosylé

fragmento de la cadena B de insulina de Canis familiaris (Uniprot: P01321)
(1-26), variante (YB'16>A'6, FB25>H25 B2ZITPKAB>(del) fusionada a través del
enlace peptidico ?GGGGGGSGGGG® al fragmento de la cadena A de
insulina de Canis familiaris (38-57 en la secuencia actual), variante (I*'°>T*7,
YA14>DS, NA%>del) fusionada en el extremo C a través del enlace peptidico
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BGGGGGQGGGGOGGGGQGGGGG™ a un fragmento Fc de
inmunoglobulina canina G2 (IGHG2) (dominios h-CH2-CH3-CHS) (79-302)
[Canis familiaris IGHG2*02 (bisagra VPKRENGRVPRPP"®7°>del (79-84),
CH2 (85-194), CH3 N"¥'>S (195-301), CH3 K303>del (302))], (80-80', 83-83')-
bisdisulfuro dimérico; producido en células de ovario de hamster chino
(CHO), linea celular CHO-M, no glicosilado

Sequence / Séquence / Secuencia

FVNQHLCGSH LVEALALVCG ERGFHYGGGG GGSGGGGGIV EQCCTSTCSL 50
DQLENYCGGG GGQGGGEQOGG GGQGGGEGDC PKCPAPEMLG GPSVFIFPPK 100
PKDTLLIART PEVTCVVVDL DPEDPEVQIS WEVDGKQOMQT AKTQPREEQEF 150
SGTYRVVSVL PIGHQDWLKG KQFTCKVNNK ALPSPIERTI SKARGQAHQF 200
SVYVLPPSRE ELSKNTVSLT CLIKDFFPPD IDVEWQSNGC QEPESKYRTT 250
PPQLDEDGSY FLYSKLSVDK SRWQRGDTFI CAVMHEALHN HYTQESLSHS 300
PG 302

Mutation / Mutation / Mutacion
Insulin: YB'6>A'6, FB255H25 B27TPR AR5 del, [A105T47, yA4SDS! NAI del
IGHG2: VPKRENGRVPRPE 5 7*>del, N'3'>8, K3%>del

Peptide linker / Peptide liant / Péptido de unién
Hiclcleceekicelceibllececcocececoecececceceh

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro

Intra-chain insulin B>A: 7-44, 19-57, intra-insulin A: 43-48; Fc¢: 115-175, 221-281;
insulin B'>A": 7-44", 19°-537'; intra-insulin A": 43'-48'; F¢': 115'-175', 221'-281";

Inter-chain Fe-Fe': 80-80', 83-83’

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
none / aucun / ninguna (N'>!>8)

immunoglobulin G1-kappa, anti-[Homo sapiens DPP3 (dipeptidyl peptidase 3)
linear epitope (I)NPETGEQIQ, humanized monoclonal antibody;

H-gamma1 heavy chain humanized (1-445) [VH (Homo sapiens IGHV2-5*01
(89.8%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT[10.7.8] (26-35.53-59.98-
105)) (1-116) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3
D12, L14 (CH1 K120 (213) (117-214), hinge 1-15 (215-229), CH2 (230-339),
CH3 D12 (355), L14 (357) (340-444), CHS K2>del (445)) (117-445)], (219-
219")-disulfide with L-kappa light chain humanized (1'-219') [V-KAPPA (Homo
sapiens IGKV2D-29*02 (91.0%) -IGKJ4*01 (100%), CDR-IMGT [11.3.9] (27'-
37'.55'-57'.94'-102")) (1'-112') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (158"), V101 (196")) (113'-219")]; dimer (225-225":228-
228")-bisdisulfide, produced in Chinese hamster ovary (CHO) cells, cell line
CHO-DG44, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens DPP3 (dipeptidyl peptidase
3) épitope linéaire ()INPETGEQIQ; anticorps monoclonal humanisé;

chaine lourde H-gamma1 humanisée (1-445) [VH (Homo sapiens IGHV2-5*01
(89.8%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT [10.7.8] (26-35.53-59.98-
105)) (1-116) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3
D12, L14 (CH1 K120 (213) (117-214), charniére 1-15 (215-229), CH2 (230-
339), CH3 D12 (355), L14 (357) (340-444), CHS K2>del (445)) (117-445)],
(219-219')-disulfure avec la chaine légere L-kappa humanisée (1'-219') [V-
KAPPA (Homo sapiens IGKV2D-29*02 (91.0%) -IGKJ4*01 (100%), CDR-
IMGT [11.3.9] (27'-37'.55'-57'.94'-102")) (1'-112") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (158'), V101 (196")) (113'-219")];
dimeére (225-225":228-228")-bisdisulfure, produit dans des cellules ovariennes
de hamster chinois (CHO), lignée cellulaire CHO-DG44, glycoforme alfa
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inmunoglobulina G1-kappa, anti-[Homo sapiens DPP3 (dipeptidil
peptidasa 3) epitopo linear (I)NPETGEQIQ; anticuerpo monoclonal
humanizado;

cadena pesada H-gamma1 humanizada (1-445) [VH (Homo
sapiens IGHV2-5*01 (89.8%) -(IGHD) -IGHJ4*01 (92.9%), CDR-
IMGT [10.7.8] (26-35.53-59.98-105)) (1-116) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(213) (117-214), bisagra 1-15 (215-229), CH2 (230-339), CH3 D12
(355), L14 (357) (340-444), CHS K2>del (445)) (117-445)], (219-
219")-disulfuro con la cadena ligera L-kappa humanizada (1'-219")
[V-KAPPA (Homo sapiens IGKV2D-29*02 (91.0%) -IGKJ4*01
(100%), CDR-IMGT [11.3.9] (27'-37'.55'-57'.94'-102")) (1'-112') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (158'), V101 (196")) (113'-219")]; dimero (225-225":228-228")-
bisdisulfuro, producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-DG44, forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QITLKESGET LVKPTQTLTL TCTF3GFSLS TSGMSVGWIR QPPGKALEWL 50
AHIWWNDNKS YNPALKSRLT ITRDTSKNQV VLTMTNMDPV DTGTYYCARN 100
YSYDYWGQGT LVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVIVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 20C
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVF LEPPKPKDTL 25C
MISRTPEVTC VVVDVSHEDF EVKFNWYVDG VEVHNAKTKF REEQYNSTYR 300
VVSVLTVLEQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSRDELTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQGN VEFSCSVMHEA LHNHYTQKSL SLSPG 445

Light chain / Chaine légere / Cadena ligera (L', L™}

DIVMTQTPLS LSVTPGQPAS ISCKSSRSLV HSIGSTYLYW YLQKPGQSFQ 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGY YYCSQSTHVP 100
WTFGGGTKVE IKRTVAAPSV FIFPPSDECL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 20C
VTHQGLSSFV TKSEFNRGEC 21¢

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-97  143-199  260-320  366-424
22"-97" 143"-199" 260"-320" 366"-424"
Intra-L (C23-C104) 23-93"  139-199"
23m.93" 139™-199™
Inter-H-L (h 5-CL 126) 219-219" 219"-219™
Inter-H-H (h 11.h 14)  225-225" 228-228"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q> pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle} / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylalion / Posiciones de N-glicosilacion

H VH Né64: 58, 58"

Aglycosylated / aglycosylé / aglicosilado

H VH N107: 100, 100"

High-mannose glycans

H CH2 N84.4: 296, 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

immunoglobulin G1-kappa, anti-[Homo sapiens SIRPA (signal
regulatory protein alpha, SHPS1, tyrosine-protein phosphatase
non-receptor type substrate 1, PTPNS1, SIRP, SIRP alpha,
CD172a)], Homo sapiens monoclonal antibody;

H-gamma1 heavy chain Homo sapiens (1-448) [VH (Homo
sapiens IGHV4-4*02 (100%) -(IGHD) -IGHJ1*01 (100%), CDR-
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IMGT [9.7.11] (26-34.52-58.97-107)) (1-118) -Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 3-G1v13
CH2 A1.1, D3, E117 (CH1 K120 (215), V121>A (216) (119-
215), hinge 1-15 (216-231), CH2 G1.1>A (237), S3>D (240),
1117>E (333) (232-341), CH3 D12 (357), L14 (359) (342-
446), CHS (447-448)) (119-448)], (221-219")-disulfide with L-
kappa light chain Homo sapiens (1'-219") [V-KAPPA (Homo
sapiens IGKV2-28*01 (96.0%) -IGKJ1*01 (100%), CDR -
IMGT [11.3.9] (27'-37'.565'-57"'.94'-102")) (1'-112") -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(158'), V101 (196")) (113'-219")]; dimer (227-227":230-230")-
bisdisulfide, produced in Chinese hamster ovary (CHO) cells,
cell line CHO-K1, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens SIRPA
(protéine alpha régulatrice du signal, SHPS1, substrat 1 de
protéine tyrosine phosphatase de type non-récepteur,
PTPNS1, SIRP, SIRP alpha, CD172a)]; anticorps monoclonal
Homo sapiens;

chaine lourde H-gamma1 Homo sapiens (1-448) [VH (Homo
sapiens IGHV4-4*02 (100%) -(IGHD) -IGHJ1*01 (100%),
CDR-IMGT [9.7.11] (26-34.52-58.97-107)) (1-118) -Homo
sapiens IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 3-
G1v13 CH2 A1.1, D3, E117 (CH1 K120 (215), V121>A (216)
(119-215), charniéere 1-15 (216-231), CH2 G1.1>A (237),
S3>D (240), 1117>E (333) (232-341), CH3 D12 (357), L14
(359) (342-446), CHS (447-448)) (119-448)], (221-219')-
disulfure avec la chaine légére L-kappa Homo sapiens (1'-
219") [V-KAPPA (Homo sapiens IGKV2-28*01 (96.0%) -
IGKJ1*01 (100%), CDR -IMGT [11.3.9] (27'-37'.55'-57"'.94'-
102") (1'-112') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (158'), V101 (196'")) (113'-219")];
dimére (227-227":230-230")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens SIRPA
(proteina reguladora de la sefial alfa, SHPS1, sustrato 1 de
proteina tirosina fosfatasa de tipo no receptor, PTPNS1,
SIRP, SIRP alfa, CD172a)]; anticuerpo monoclonal Homo
sapiens;

cadena pesada H-gamma1 Homo sapiens (1-448) [VH
(Homo sapiens IGHV4-4*02 (100%) -(IGHD) -IGHJ1*01
(100%), CDR-IMGT [9.7.11] (26-34.52-58.97-107)) (1-118) -
Homo sapiens IGHG1*01, G1m17,1 CH1 K120, CH3 D12,
L14, 3-G1v13 CH2 A1.1, D3, E117 (CH1 K120 (215),
V121>A (216) (119-215), bisagra1-15 (216-231), CH2
G1.1>A (237), S3>D (240), 1117>E (333) (232-341), CH3
D12 (357), L14 (359) (342-446), CHS (447-448)) (119-448)],
(221-219")-disulfuro con la cadena ligera L-kappa Homo
sapiens (1'-219') [V-KAPPA (Homo sapiens IGKV2-28*01
(96.0%) -IGKJ1*01 (100%), CDR -IMGT [11.3.9] (27'-37'.55'-
57'.94'-102")) (1'-112') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (158'), V101 (196')) (113'-
219")]; dimero (227-227":230-230")-bisdisulfuro, producido en
las células ovaricas de hamster chino (CHO), linea celular
CHO-K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLQESGEG LVKPSGTLSL TCAV3GGSIS SSNWWSWVRC PPGKGLEWIG 50
EIYHSGSTNY NPSLKSRVTI SVDKSKNQES LKLSSVTAAD TAVYYCARRG 100
IWFGVGPWGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKAEPKS CDKTHTCPPC PAPELLAGPLC VFLFPPKPKL 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APEEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLLD 400
SDGSFFLYSK LTVDKSRWJQO GNVEFSCSVMH EALHNHYTQOK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera (L', L™}

DIVMTQSPLS LPVTPGEPAS ISCRSSQSLL HGNGFNYLDW YLOKPGQSEQ 50
LLIYLGSNRA SGVPDRFTGS GSGTDFTLKI SRVEAEDVGV YYCMQGLQTP 100
RTFGQGTKVE IKRTVAAPSV FIFPPSDEGL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALC SGNSQESVTE QDSKDSTYSL SSTLTLSKAL YEKHKVYACE 200
VTHQGLSSFV TKSENRGEC 21¢

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  262-322  368-426
22"-96" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-93" 139-199"
23"-93"  139"-199"
Inter-H-L (h 5-CL 126) 221-219" 221"-219"
Inter-H-H (h 11. h 14y 227-227" 230-230"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo

(pE. 5-oxoprolilo}

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 268 298"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires

complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 448, 448"

irafamdastat 5-carbamoylpyridin-3-yl (2R)-2-methyl-4-{[3-
(trifluoromethoxy)phenyl]methyl}piperazine-1-carboxylate

irafamdastat (2R)-2-méthyl-4-{[(3-(trifluorométhoxy)phényllméthyl}pipérazine-1-
carboxylate de 5-carbamoylpyridin-3-yle

irafamdastat (2R)-2-metil-4-{[(3-(trifluorometoxi)fenilmetil}piperazina-1-
carboxilato de 5-carbamoilpiridin-3-ilo

Os_ _NH,
I /%
(\N)I\O N

FiCeg N\/l‘--CHg

H

CZOH21 F3N404

isupartob sodium sodium salt of heparin, fraction with low anticoagulant activity
obtained by affinity chromatography with immobilized antithrombin
for removal of molecules with anticoagulant activity
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isupartob sodique

isupartob sodico

ivatmeran

ivatméran

ivatmeran

izicopan

izicopan

sel sodique d'héparine, fraction a faible activité anticoagulante
obtenue par chromatographie d'affinité avec antithrombine
immobilisée pour I'élimination des molécules a activité
anticoagulante

sal sédica de heparina, fracciéon con baja actividad anticoagulante
obtenida por cromatografia de afinidad con antitrombina
inmovilizada para la eliminaciéon de moléculas con actividad
anticoagulante

[C12H13Na'\io10(NaO;3S)st-x]n(HzO),
x=23,M ,=13 kDa (14-19 kDa: ~30%)

R :—H, -SO3;Na
R': -H, -COCH3j, —-SO3Na

and epimer at C*
et 'épimére en C*
y el epimero en C*

messenger RNA (mRNA), 5'(m’G-(5'—5")-ppp-Gm)-capped,
encoding codon-optimised human propionyl-CoA carboxylase
subunit beta (PCCB), flanked by 5' and 3' untranslated regions
(UTR) followed by a 3' polyadenylation (polyA) tail and concluded
by a 5-nucleotide Xbal scar. The 3' UTR contains three
microRNA-142 (miR-142) binding sites. Contains N'-
methylpseudouridine instead of uridine (all-U>m'¥)

ARN messager (ARNm), coiffé en 5'(m7G-(5'-5'")-ppp-Gm),
codant la sous-unité béta de la propionyl-CoA carboxylase
humaine (PCCB) optimisée en termes de codons, flanqué de
régions non traduites (UTR) en 5' et 3', suivies d'une queue de
polyadénylation (polyA) en 3' et terminées par une cicatrice Xbal
de 5 nucléotides. L'UTR en 3' contient trois sites de liaison au
microARN-142 (miR-142). Contient de la N'-méthylpseudouridine
au lieu de l'uridine (tout-U>m'¥)

ARN mensajero (ARNm), protegido con la caperuza 5'(m’G-
(5'—5")-ppp-Gm), que codifica, con codones optimizados, la
subunidad beta de la propionil-CoA carboxilasa (PCCB),
flanqueado por regiones sin traducir (UTR) 5'y 3' seguido de una
cola de poliadenilacion (poliA) en 3'y concluido con una cicatriz
Xbal de 5 nucledtidos. La 3' UTR contiene tres sitios de union del
microARN-142 (miR-142). Contiene N'-metilpseudouridina en
lugar de uridina (todo-U>m'Y)

(2R,3S,5R)-2-[4-(cyclopentylamino)phenyl]-1-(2,6-
difluorobenzoyl)-N-[4-methyl-3-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)piperidine-3-carboxamide

(2R,3S,5R)-2-[4-(cyclopentylamino)phényl]-1-(2,6-
difluorobenzoyl)-N-[4-méthyl-3-(trifluorométhyl)phényl]-5-
(trifluorométhyl)pipéridine-3-carboxamide



izicopan

lapiteronel
lapitéronel

lapiteronel

latarcibart

latarcibart
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(2R,3S,5R)-2-[4-(ciclopentilamino)fenil]-1-(2,6-difluorobenzoil )-N-[4-
metil-3-(trifluorometil)fenil]-5-(trifluorometil)piperidina-3-carboxamida

Cs3H31FsN302

CHs

H CF,

1-(2-chloropyridin-4-yl)-3-(4-methylpyridin-3-yl)imidazolidin-2-one
1-(2-chloropyridin-4-yl)-3-(4-méthylpyridin-3-yl)imidazolidin-2-one

1-(2-cloropiridin-4-li)-3-(4-metilpiridin-3-il)imidazolidin-2-ona

C14H130|N4O
N\ o —_—
\ N
N O\
Cl
CH,

immunoglobulin G4-kappa, anti-[Homo sapiens PROS1 (protein S,
vitamin K-dependent protein S)], Homo sapiens monoclonal antibody;
H-gamma4 heavy chain Homo sapiens (1-443) [VH (Homo sapiens
IGHV4-4*02 (90.8%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT [9.7.9]
(26-34.52-58.97-105)) (1-116) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10, 6-G4v3 CH2 E1.2, 9-G4v24 CH3 L107,
S114 (CH1 (117-214), hinge 1-12 S10>P (224) (215-226), CH2
L1.2>E (231), L92 (305) (227-336), CH3 M107>L (424), N114>S (430)
(337-441), CHS (442-443)) (117-443)], (130-213')-disulfide with L-
kappa light chain Homo sapiens (1'-213") [V-KAPPA (Homo sapiens
IGKV3-15*01 (96.8%) -IGKJ5*01 (100%), CDR-IMGT [6.3.8] (27'-
32'.50'-52'.89'-96")) (1'-106') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (152"), V101 (190")) (107'-213")]; dimer
(222-222":225-225")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-K1, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens PROS1 (protéine S,
protéine S dépendante de la vitamine K)], anticorps monoclonal Homo
sapiens;

chaine lourde H-gamma4 Homo sapiens (1-443) [VH (Homo sapiens
IGHV4-4*02 (90.8%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT [9.7.9]
(26-34.52-58.97-105)) (1-116) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10, 6-G4v3 CH2 E1.2, 9-G4v24 CH3 L107,
S114 (CH1 (117-214), charniere 1-12 S10>P (224) (215-226), CH2
L1.2>E (231), L92 (305) (227-336), CH3 M107>L (424), N114>S (430)
(337-441), CHS (442-443)) (117-443)], (130-213")-disulfure avec la
chaine légére L-kappa Homo sapiens (1'-213") [V-KAPPA (Homo
sapiens IGKV3-15*01 (96.8%) -IGKJ5*01 (100%), CDR-IMGT [6.3.8]
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latarcibart

(27'-32'.50'-52'.89'-96")) (1'-106') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (152'), V101 (190") (107'-213")];
dimeére (222-222":225-225")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens PROS1 (proteina S,
proteina S dependiente de la vitamina K)], anticuerpo monoclonal
Homo sapiens;

cadena pesada H-gamma4 Homo sapiens (1-443) [VH (Homo sapiens
IGHV4-4*02 (90.8%) -(IGHD) -IGHJ4*01 (92.9%), CDR-IMGT [9.7.9]
(26-34.52-58.97-105)) (1-116) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10, 6-G4v3 CH2 E1.2, 9-G4v24 CH3 L107,
S114 (CH1 (117-214), bisagra 1-12 S10>P (224) (215-226), CH2
L1.2>E (231), L92 (305) (227-336), CH3 M107>L (424), N114>S (430)
(337-441), CHS (442-443)) (117-443)], (130-213")-disulfuro con la
cadena ligera L-kappa Homo sapiens (1'-213") [V-KAPPA (Homo
sapiens IGKV3-15*01 (96.8%) -IGKJ5*01 (100%), CDR-IMGT [6.3.8]
(27'-32'.50'-52'.89'-96")) (1'-106') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (152'), V101 (190") (107'-213")];
dimero (222-222":225-225")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), linea celular CHO-K1, forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLQESGEG LVKPSETLSL TCGV3GGSIS STNWWSWVRC PPGKGLEWIG 50
EIYQTGSTCDY DPSLKSRVTI SIDKSKNQES LKLYSVTAAD TAVYYCARRE 100
GELDYWGQGT LVTVSSASTK GPSVFPLAPC SRSTSESTAA LGCLVKDYEFP 150
EPVTIVSWNSG ALTSGVHTFF AVLQSSGLYS LSSVVTIVPSSE SLGTKTYTCN 200
VDHKPSNTKV DKRVESKYGF PCPPCPAPEF EGGPSVFLFP PKPKDTLMIS 250
RTPEVTCVVV DVSQEDPEVQ FNWYVDGVEV HNAKTKPREE QFNSTYRVVS 300
VLTVLHODWL NGKEYKCKVS NKGLPSSIEK TISKAKGQFR EPQVYTLPES 350
QEEMTKNQVSE LTCLVKGFYP SDIAVEWESN GQPENNYKTT PPVLDSDGSE 400
FLYSRLTVDK SRWQEGNVES CSVLHEALHS HYTQKSLSLSE LGK 443

Light chain / Chaine légere / Cadena ligera (L', L™}

EIVMTQSPAT LSVSPGERAT LSCRASQSVT SNLAWYQQOKP GQAPRLLIYD 50
ASTRATGIPA RFSGSGSGTE FTLTISSLCS EDFAIYYCQQ YNNWPTFGCG 100
TRLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNEYP REAKVOQWKVD 150
NALQSGNSQE SVTEQDSKLS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  143-199 257-317  363-421
22".96" 143"-199" 257".317" 363"-421"
Intra-L (C23-C104) 23'-88"  133-193'
23™-88"™ 133"-193"
Inter-H-L (CHI1 10-CL 126) 130-213' 130"-213™
Inter-H-H (h 8. h 11} 222-222" 225-225"

N-terminal glutaminyl cyelization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q = pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 293, 293"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 443, 443"



lazatatug

lazatatug

lazatatug
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immunoglobulin E-kappa, anti-[Homo sapiens FOLR1
(folate receptor 1, folate receptor alpha, FR-alpha,
adult folate-binding protein, FBP, ovarian tumor-
associated antigen MOv18)], chimeric monoclonal
antibody;

H-epsilon heavy chain chimeric (1-549) [VH (Mus
musculus IGHV1-81*01 (89.7%) -(IGHD) -IGHJ4*01
(100%), CDR-IMGT [8.8.14] (26-33.51-58.97-110)) (1-
121) -Homo sapiens IGHE*01 (100%) (CH1 (122-224),
CH2 (225-331), CH3 (332-439), CH4 (440-547), CHS
(548-549)) (122-549)], (135-214")-disulfide with L-
kappa light chain chimeric (1'-214") [V-KAPPA (Mus
musculus IGKV10-96*02 (93.7%) -IGKJ1*01 (100%),
CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (153'), V101 (191')) (108'-214")]; dimer
(242-330":242"-330)-bisdisulfide, produced in SP2/0-
Ag14 murine myeloma cell line, glycoform alfa

immunoglobuline E-kappa, anti-[Homo sapiens FOLR1
(récepteur 1 du folate, récepteur alpha du folate, FR-
alpha, protéine de I'adulte liant le folate, FBP, antigéne
MOv18 associé a des tumeurs ovariennes)]; anticorps
monoclonal chimérique;

chaine lourde H-epsilon chimérique (1-549) [VH (Mus
musculus IGHV1-81*01 (89.7%) -(IGHD) -IGHJ4*01
(100%), CDR-IMGT [8.8.14] (26-33.51-58.97-110)) (1-
121) -Homo sapiens IGHE*01 (100%) (CH1 (122-224),
CH2 (225-331), CH3 (332-439), CH4 (440-547), CHS
(548-549)) (122-549)], (135-214")-disulfure avec la
chaine légere L-kappa chimérique (1'-214') [V-KAPPA
(Mus musculus IGKV10-96*02 (93.7%) -IGKJ1*01
(100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-
107") -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-
214")]; dimere (242-330":242"-330)-bisdisulfure,
produite dans la lignée cellulaire de myélome murin
SP2/0-Ag14, glycoforme alfa

inmunoglobulina E-kappa, anti-[Homo sapiens FOLR1
(receptor 1 del folato, receptor alfa del folato, FR-alfa,
proteina transportadora de folato adulta, FBP,
antigeno MOv18 asociado con tumores ovaricos)];
anticuerpo monoclonal quimérico;

cadena pesada H-épsilon quimérica (1-549) [VH (Mus
musculus IGHV1-81*01 (89.7%) -(IGHD) -IGHJ4*01
(100%), CDR-IMGT [8.8.14] (26-33.51-58.97-110)) (1-
121) -Homo sapiens IGHE*01 (100%) (CH1 (122-224),
CH2 (225-331), CH3 (332-439), CH4 (440-547), CHS
(548-549)) (122-549)], (135-214")-disulfuro con la
cadena ligera L-kappa quimérica (1'-214") [V-KAPPA
(Mus musculus IGKV10-96*02 (93.7%) -IGKJ1*01
(100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-
107') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-
214"]; dimero (242-330":242"-330)-bisdisulfuro,
producido en la linea celular de mieloma murino
SP2/0-Ag14, forma glicosilada alfa
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lecomkafusp alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVQLQQSGAE LARPGASVKL SCKASDYIFT NYDITWVKQR PGQGLEWIGE 50
IDPRSGKSYY NEKFKGKSTL TADKSSSTAY MELRSLTSED SAVYFCATMY 100
YYGSSPPMDY WGQGTSVTVS SASTQSPSVF PLTRCCKNIP SNATSVTLGC 150
LATGYFPEPV MVTWDTGSLN GTTMTLPATT LTLSGHYATI SLLTVSGAWA 200
KQMFTCRVAH TPSSTDWVDN KTFSVCSRDF TPPTVKILQS SCDGGGHFPP 250
TIQLLCLVSG YTPGTINITW LEDGQVMDVD LSTASTTQEG ELASTQSELT 300
LSQKHWLSDR TYTCQVTYQG HTFEDSTKKC ADSNPRGVSA YLSRPSPFDL 350
FIRKSPTITC LVVDLAPSKG TVNLTWSRAS GKPVNHSTRK EEKQRNGTLT 400
VTSTLPVGTR DWIEGETYQC RVTHPHLPRA LMRSTTKTSG PRAAPEVYAF 450
ATPEWPGSRD KRTLACLIQN FMPEDISVQW LHNEVQLPDA RHSTTQPRKT 500
KGSGFFVFSR LEVTRAEWEQ KDEFICRAVH EAASPSQTVQ RAVSVNPGK 549

Light chain / Chaine légere / Cadena ligera (L', L")

DIQMTQTTSS LSASLGDRVT ISCRASQDIN NFLNWYQQKP DGTVKLLIYY 50
TSRLHSGVPS RFSGSGSGTD YSLTIINLEQ EDIAIYFCQQ SSTIPRTFGG 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 150-206  256-314  360-420 466-526

22"-96" 150"-206" 256"-314" 360"-420" 466"-526"
Intra-H (CH1 11-CH2 1.6) 136-226

136"-226"

Intra-L (C23-C104) 23'-88' 134'-194'

23"-88™ 134"-194"
Inter-H-L (CH1 10-CL 126)  135-214' 135"-214"
Inter-H-H (CH2 11-CH2 124) 242-330" 242"-330

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién
del glutaminilo N-terminal

Q > pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE, 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

(% : site occupancy / occupation du site / ocupacion del sitio)

H CHI N15.2: 142, 142"; N45.2, 170, 170" (100%); N118: 220, 220" (58%)

H CH2 N38: 267, 267" (14%)

H CH3 N38: 373, 373" (26%); N77: 385, 385" (0%); N84.4: 396, 396" (99%)

25% of high mannose glycans and 72% of Sp2/0-type complex glycans (sialylated or
with alpha-Gal) / 25% de glycanes riches en mannose et 72% de glycanes complexes
de type Sp2/0 (sialylés ou avec alpha-Gal) / 25% de glicanos de tipo alto en manosa y
72% de glicanos de tipo complejo Sp2/0 (sialilados o con alfa-Gal)

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 549, 549"

human interleukin-2 (IL-2, IL2; Uniprot: P60568) (1-133), fused
via a protease cleavable peptide linker
1¥SGGPALFKSSFPPGS '8 to a humanized single-domain VHH
fragment anti-(human albumin, serum albumin, HSA (ALB)) (149-
263) [VH (Homo sapiens IGHV3-23*04 -(IGHD) -IGHJ4*01, CDR-
Kabat [5.17.6] (179-183.198-214.247-252))], fused at the C-
terminus via peptide linker 24(G,;S)sSGGPALFKSSFPPGS*® to
humanized immunoglobulin G1-kappa antigen-binding (Fab)
fragment anti-(human interleukin-2, IL-2, T-cell growth factor,
TCGF (IL2)) (309-528) [VH (Homo sapiens IGHV3-48*01 -(IGHD)
-IGHJ3*01, CDR-Kabat [5.16.9] (339-343.358-373.406-414))
(309-425) -Homo sapiens IGHG1*03 (CH1 (426-523), hinge
DKTHTCPPCP 529>del (524-528))]-disulfide with humanized
kappa light chain anti-(human interleukin-2, IL-2, T-cell growth
factor, TCGF (IL2)) (1'-214") [V-KAPPA (Homo sapiens IGKV1D-
16*02 -IGKJ4*01, CDR-Kabat [11.7.9] (24'-34'.50'-56'.89'-97"))
(1'-107") -Homo sapiens IGKC*01 (108'-214")]; dimer (528-214')-



lécomkafusp alfa

lecomkafusp alfa
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disulfide; produced Chinese hamster ovary (CHO)
cells, cell line CHO-K1SV GS-KO, glycoform alfa

interleukine-2 humaine (IL-2, IL2; Uniprot: P60568) (1-
133), fusionnée via un coupleur peptidique clivable par
protéase "*SGGPALFKSSFPPGS'™® a un fragment
VHH humanisé a domaine unique anti-(albumine
humaine, albumine sérique, HSA (ALB)) (149-263) [VH
(Homo sapiens IGHV3-23*04 -(IGHD) -IGHJ4*01,
CDR-Kabat [5.17.6] (179-183. 198-214. 247-252))],
fusionnée a I'extrémité C-terminale via un coupleur
peptidique 24(G4S)sSGGPALFKSSFPPGS®® a un
fragment Fab (antigéne-liaison) d'immunoglobuline G1-
kappa humanisé anti-(interleukine-2 humaine, IL-2,
facteur de croissance des cellules T, TCGF (IL2)) (309-
528) [VH (Homo sapiens IGHV3-48*01 -(IGHD) -
IGHJ3*01, CDR-Kabat [5.16.9] (339-343. 358-373.
406-414)) (309-425) -Homo sapiens IGHG1*03 (CH1
(426-523), charniere DKTHTCPPCP 529>del (524-
528))]-disulfure avec chaine légére kappa humanisée
anti-(interleukine-2 humaine, IL-2, facteur de
croissance des cellules T, TCGF (IL2)) (1'-214") [V-
KAPPA (Homo sapiens IGKV1D-16*02 -IGKJ4*01,
CDR-Kabat [11.7.9] (24'-34'.50'-56'.89'-97")) (1'-107') -
Homo sapiens IGKC*01 (108'-214")]; dimére (528-
214")-disulfure; cellules d'ovaire de hamster chinois
(CHO) produites, lignée cellulaire CHO-K1SV GS-KO,
glycoforme alfa

interleukina-2 humana (IL-2, IL2; Uniprot: P60568) (1-
133), fusionada a través de un enlace peptidico
escindible por proteasa '**SGGPALFKSSFPPGS'® a
un fragmento VHH humanizado de dominio tnico anti-
(albumina humana, albumina sérica, HSA (ALB)) (149-
263) [VH (Homo sapiens IGHV3-23*04 -(IGHD) -
IGHJ4*01, CDR-Kabat [5.17.6] (179-183, 198-214,
247-252))], fusionada en el extremo C a través del
enlace peptidico 24(G,S)sSGGPALFKSSFPPGS®® al
fragmento de unién al antigeno (Fab) de
inmunoglobulina G1-kappa humanizado anti-
(interleukina-2 humana, IL-2, factor de crecimiento de
células T, TCGF (IL2)) (309-528) [VH (Homo sapiens
IGHV3-48*01 -(IGHD) -IGHJ3*01, CDR-Kabat [5.16.9]
(339-343, 358-373, 406-414)) (309-425) -Homo
sapiens IGHG1*03 (CH1 (426-523), bisagra
DKTHTCPPCP 529>del (524-528))]-disulfuro con
cadena ligera kappa humanizada anti-(interleukina-2
humana, IL-2, factor de crecimiento de células T,
TCGF (IL2)) (1'-214") [V-KAPPA (Homo sapiens
IGKV1D-16*02 -IGKJ4*01, CDR-Kabat [11.7.9] (24'-
34'.50'-56'.89'-97")) (1'-107') -Homo sapiens IGKC*01
(108'-214")]; dimero (528-214")-disulfuro; producido a
partir de células de ovario de hamster chino (CHO),
linea celular CHO-K1SV GS-KO, glicoforma alfa
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ledasorexton

lédasorexton

ledasorexton

lenacapavir pacfosacil

Sequence / Séquence / Secuencia

Chain / Chaine / Cadena

APTSSSTKKT QLQLEHLLLD LQMILNGINN YKNPKLTRML TFKFYMPKKA 50
TELKHLQCLE EELKPLEEVL NLAQSKNFHL RPRDLISNIN VIVLELKGSE 100
TTFMCEYADE TATIVEFLNR WITFCQSIIS TLTSGGPALF KSSFPPGSEV 150
QLVESGGGLV QPGNSLRLSC AASGFTFSKF GMSWVRQAPG KGLEWVSSIS 200
GSGRDTLYAE SVKGRFTISR DNAKTTLYLQ MNSLRPEDTA VYYCTIGGSL 250
SVSSQGTLVT VSSGGGGSGG GGSGGGGSGG GGSGGGGSGG GGSSGGPALF 300
KSSFPPGSEV QLVESGGGLV QPGGSLRLSC AASGFTFSSY TLAWVRQAPG 350
KGLEWVAAID SSSYTYSPDT VRGRFTISRD NAKNSLYLQM NSLRAEDTAV 400
YYCARDSNWD ALDYWGQGTT VTVSSASTKG PSVFPLAPSS KSTSGGTAAL 450
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 500
LGTQTYICNV NHKPSNTKVD KRVEPKSC 528

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKAREKLW SAVAWYQQKP GKAPKSLIYS 50
ASFRYSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YYTYPYTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Peptide linker / Peptide liant / Péptido de union
134SGGPALFKSSFPPGS'#S, 264(G,S)sSGGPALFKSSFPPGS**®

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain heavy chain (H): 58-105, 170-244, 330-403, 452-508, C125 free cysteine
light chain (L'): 23'-88', 134'-194'
Inter-chain (H-L'): 528 -214'

O-glycosylation sites / Sites de O-glycosylation / Posiciones de O-glicosilacion
T3 (predicted)

(2R)-2-cyclopropyl-2-{(1R,3S,5S)-3-[(3S,4R)-1-(5-
fluoropyrimidin-2-yl)-3-methoxypiperidin-4-yl]-8-
azabicyclo[3.2.1]octan-8-yl}acetamide

(2R)-2-cyclopropyl-2-{(1R,3S,5S)-3-[(3S,4R)-1-(5-
fluoropyrimidin-2-yl)-3-méthoxypipéridin-4-yl]-8-
azabicyclo[3.2.1]octan-8-yl}acétamide
(2R)-2-ciclopropil-2-{(1R,3S,5S)-3-[(3S,4R)-1-(5-
fluoropirimidin-2-il)-3-metoxipiperidin-4-il]-8-
azabiciclo[3.2.1]octan-8-il}acetamida

CZZHSZFNSOZ

A W
—N

[(1%°S,142R,5S)-74-chloro-5-[(3,5-difluorophenyl)methyl]-
15,15-difluoro-8-(methanesulfonyl)-6°-[3-
(methanesulfonyl)-3-methylbut-1-yn-1-yl]-11,11,124-
trimethyl-3,9-dioxo-125-(phosphonooxy)-7'-(2,2,2-
trifluoroethyl)-13-(trifluoromethyl)-13°,14,142 15-tetrahydro-
7'H-4,8-diaza-1(1)-cyclopropa[3,4]cyclopenta[1,2-
c]pyrazola-7(7,3)-indazola-6(2,3)-pyridina-12(1)-
benzenadodecaphan-122-yljacetic acid



|Iénacapavir pacfosacil

lenacapavir pacfosacilo

lenbelintide

lenbélintide

lenbelintida
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acide [(1°"S,1%2R,5S)-74-chloro-5-[(3,5-difluorophényl)méthyl]-1°,1°-
difluoro-8-(méthanesulfonyl)-6°-[3-(méthanesulfonyl)-3-méthylbut-1-
yn-1-yl]-11,11,12%-triméthyl-3,9-dioxo-125-(phosphonooxy)-7'-(2,2,2-
trifluoroéthyl)-13-(trifluorométhyl)-13¢,14,142 15-tétrahydro-7'H-4,8-
diaza-1(1)-cyclopropa[3,4]cyclopenta[1,2-c]pyrazola-7(7,3)-indazola-
6(2,3)-pyridina-12(1)-benzénadodécaphan-122-yljacétique

acido [(1°°S,1%2R,5S)-74-cloro-5-[(3,5-difluorofenil)metil]-15,15-difluoro-
12%-(fosfonooxi)-8-(metanosulfonil)-68-[3-(metanosulfonil)-3-metilbut-1-
in-1-il]-11,11,12%trimetil-3,9-dioxo-7"-(2,2,2-trifluoroetil)-1°-
(trifluorometil)-1%°,14,142 15-tetrahidro-7"'H-4,8-diaza-1(1)-
ciclopropa(3,4]ciclopenta[1,2-c]pirazola-7(7,3)-indazola-6(2,3)-piridina-
12(1)-bencenadodecafan-122-iljJacético

Cs3H49CIF10N7012PS;

S_
HsC HaC”

islet amyloid polypeptide (Homo sapiens) (IAPP, amylin, diabetes-
associated peptide, DAP, insulinoma amyloid peptide), variant [V'">R,
FZ>0-(CH3)F, AZ>P, S%>P, S2°>P, N*'>E], N®'-[N-(17-
carboxyheptadecanoyl)-L-y-glutamyl-L-y-glutamyl]-derivative;
S2,S7-cyclo{N®-[N-(17-carboxyheptadecanoyl)-L-y-glutamyl-L-y-glutamyl]-
L-lysyl-L-cysteinyl-L-asparaginyl-L-threonyl-L-alanyl-L-threonyl-L-cysteinyl-
L-alanyl-L-threonyl-L-glutaminyl-L-arginyl-L-leucyl-L-alanyl-L-asparaginyl-
L-phenylalanyl-L-leucyl-L-arginyl-L-histidyl-L-seryl-L-seryl-L-asparaginyl-L-
asparaginyl-a-methyl-L-phenylalanylglycyl-L-prolyl-L-isoleucyl-L-leucyl-L-
prolyl-L-prolyl-L-threonyl-L-a-glutamyl-L-valylglycyl-L-seryl-L-asparaginyl-
L-threonyl-L-tyrosinamide}

polypeptide amyloide des ilots (Homo sapiens) (IAPP, amyline, peptide
associé au diabéte, DAP, peptide amyloide de l'insulinome), variant
[V7>R, F2>a-(CH,)F, A®>P, S?28>P, S2>P, N3'>E], dérivé N®'-[N-(17-
carboxyheptadécanoyl)-L-y-glutamyl-L-y-glutamyle];
S2,S7-cyclo{NS-[N-(17-carboxyheptadécanoyl)-L-y-glutamyl-L-y-glutamyl]-
L-lysyl-L-cystéinyl-L-asparaginyl-L-thréonyl-L-alanyl-L-thréonyl-L-cystéinyl-
L-alanyl-L-thréonyl-L-glutaminyl-L-arginyl-L-leucyl-L-alanyl-L-asparaginyl-
L-phénylalanyl-L-leucyl-L-arginyl-L-histidyl-L-séryl-L-séryl-L-asparaginyl-L-
asparaginyl-a-méthyl-L-phénylalanylglycyl-L-prolyl-L-isoleucyl-L-leucyl-L-
prolyl-L-prolyl-L-thréonyl-L-a-glutamyl-L-valylglycyl-L-séryl-L-asparaginyl-
L-thréonyl-L-tyrosinamide}

polipéptido amiloide de los islotes (Homo sapiens) (PPAI, IAPP, amilina,
péptido asociado a la diabetes, DAP, péptido amiloide del insulinoma),
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lenipagrusin alfa

|énipagrusine alfa

lenipagrusina alfa

variante [V'">R, F2>a-(CH;)F, A?®>P, $%>P, S¥>P, N3'>E], derivado
N&-'-[N-(17-carboxiheptadecanoil)-L-y-glutamil-L-y-glutamilo];
S2,87-ciclo{N®-[N-(17-carboxiheptadecanoil)-L-y-glutamil-L-y-glutamil]-L-
lisil-L-cisteinil-L-asparaginil-L-treonil-L-alanil-L-treonil-L-cisteinil-L-alanil-L-
treonil-L-glutaminil-L-arginil-L-leucil-L-alanil-L-asparaginil-L-fenilalanil-L-
leucil-L-arginil-L-histidil-L-seril-L-seril-L-asparaginil-L-asparaginil-a-metil-L-
fenilalanilglicil-L-prolil-L-isoleucil-L-leucil-L-prolil-L-prolil-L-treonil-L-a-
glutamil-L-valilglicil-L-seril-L-asparaginil-L-treonil-L-tirosinamida}

C202H319N55063S:
Sequence / Séquence / Secuencia :
vGlu = yGlu < CO-[CHy]15-COoH CHs;
i o

1 KCNTATCATQ RLANFLRHSS NNEGPILPPT EVGSNTY-NH, 37
S S

Aminoacyl replacements / Remplacements d'aminoacyles / reemplazos de aminoacilos
V>R, F23>a-(CH3)F, AP, 285p, §295p N¥'>E

Disulfide bridge location / Position du pont disulfure / Posicion del puente disulfuro
cxc’

Modified residues / Résidus modifiés / Restos modificados
K': a~(CHz)E? Y NH,
HO,C, H |© OH
4 COzH
N "

Maackia amurensis seed lectin (seed leukoagglutinin; Uniprot
PODKL3) (1-258) natural variant (K*>Q, L'2>F, A'3>G),
homotetramer, purified from the seeds of the Maackia amurensis tree,
glycoform alfa

lectine de graine de Maackia amurensis (leucoagglutinine de graine;
Uniprot PODKL3) (1-258) variante naturelle (K*>Q, L'2>F, A'33>G),
homotétrameére, purifiée a partir des graines de l'arbre Maackia
amurensis, glycoforme alfa

lectina de semilla de Maackia amurensis, (leucoaglutinina de semilla;
Uniprot PODKL3) (1-258) variante natural (K*>Q, L'2>F, A'3>G),
homotetramero, purificado a partir de las semillas del arbol Maackia
amurensis, glicoforma alfa



lepetegravir

|épétégravir

lepetegravir
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Sequence / Séquence / Secuencia

SDELSFTINN FVPNEADLLE QGEASVSSTG VLQLTRVENG QPQQYSVGRA 50
LYARPVRIWD NTTGSVASFS TSFTFVVKAF NPDITSDGLA FYLAPPDSQI 100
PSGSVSKYLG LFNNSNSDSS NQIVAVEEDT YFGHSYDPWD PNYRHIGIDV 150
NGIESIKTVQ WDWINGGVAF ATITYLAPNK TLIASLVYPS NQTTFSVAAS 200
VDLKEILPEW VRVGFSRATG YPTEVETHDV LSWSFTSTLE ANCDAATENN 250
VHIARYTA 258

Natural variant
K44>Q, LI28-F, A3%G

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Inter chain: 243-243', 243"-243"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
N39,N61,N113, N165,N179,N191

(1S,2R,5S,6R)-8-hydroxy-2,5-dimethyl-7,9-dioxo-N-[(2,4,6-
trifluorophenyl)methyl]-2,5,7,9-tetrahydro-1,6-methanopyrido[1,2-
b][1,2,5]triazonine-10-carboxamide

(1S,2R,5S,6R)-8-hydroxy-2,5-diméthyl-7,9-dioxo-N-[(2,4,6-
trifluorophényl)methyl]-2,5,7,9-tétrahydro-1,6-méthanopyrido[1,2-
b][1,2,5]triazonine-10-carboxamide

(1S,2R,5S,6R)-8-hidroxi,5-dimetil-7,9-dioxo-N-[(2,4,6-trifluorofenil)metil]-
2,5,7,9-tetrahidro-1,6-metanopirido[1,2-b][1,2,5]triazonina-10-carboxamida

C21H19F3N4O4

H3C‘ H

libenucgene parvec

recombinant non-replicating adeno-associated virus serotype rh79
(rAAVrh79) vector encoding a fusion protein comprising a simian virus 40
(SV40) nuclear localization signal (NLS) joined to an engineered
meganuclease (M2PCSK?9) targeting a specific 22-base pair sequence in
exon 7 of the human proprotein convertase subtilisin/kexin type 9 (PCSK9)
gene. Expression of the transgene is under the control of a human thyroxine
binding globulin (TBG) promoter and two copies of an alpha 1-
microglobulin/bikunin enhancer element, a Woodchuck hepatitis virus post-
transcriptional regulatory element (WPRE) and a bovine growth hormone
polyadenylation signal. The expression cassette is flanked by AAV2 inverted
terminal repeats

libénucgene parvec

vecteur recombinant non réplicatif du virus adéno-associé de sérotype rh79
(rAAVrh79) codant une protéine de fusion comprenant un signal de
localisation nucléaire (NLS) du virus simien 40 (SV40) associé a une
méganucléase modifiée (M2PCSK?9) qui cible une séquence spécifique de
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libenucgén parvec

ligritinib

ligritinib

ligritinib

liscastobart

22 paires de bases dans I'exon 7 du géne de la proprotéine convertase
subtilisine/kexine de type 9 (PCSK?9). L'expression du transgene est
contrdlée par un promoteur spécifique du foie de la globuline liant la
thyroxine (TBG) humaine et deux copies d'un élément activateur de
I'alpha-1-microglobuline/bikunine, d'un élément régulateur post-
transcriptionnel du virus de I'hépatite de la marmotte (WPRE) et d'un
signal de polyadénylation de I'hormone de croissance bovine. La
cassette d'expression est flanquée de répétitions terminales inversées
du géne AAV2

vector de virus adenoasociado de serotopo rh79 recombinante
(rAAVrh79), no replicativo que codifica una proteina de fusion que
consta de una sefial de localizacion nuclear (NLS) del virus simio 40
(SV40) unida a una meganucleasa disefiada (M2PCSK?9) dirigida a una
secuencia especifica de 22 pares de bases en el exén 7 del gen de la
subtilisina convertasa proproteina humana/kexina tipo 9 (PCSK?9). La
expresion del transgén esta bajo el control de un promotor especifico
de higado de la globulina de unién a tiroxina (TBG) humana y dos
copias de un elemento potenciador de alfa 1 microglobulina/bikunina,
un elemento regulador post-transcripcional del virus de la hepatitis de
la marmota (WPRE) y una sefial de poliadenilacion de la hormona de
crecimiento bovina. El casete de expresion esta flanqueado por
repeticiones terminales invertidas de AAV2

3-methyl-6'-{5-[(7S)-7-(3-oxa-6-azabicyclo[3.1.1]heptan-6-yl)-6,7,8,9-
tetrahydro-5H-benzo[7]annulen-2-yl]-1H-pyrazolo[3,4-b]pyridin-3-yl}-
2,3"-bipyridine

3-méthyl-6'-{5-[(7S)-7-(3-oxa-6-azabicyclo[3.1.1]heptan-6-yl)-6,7,8,9-
tétrahydro-5H-benzo[7]annulén-2-yl]-1H-pyrazolo[3,4-b]pyridin-3-yl}-
2,3'-bipyridine

3-metil-6'-{5-[(7S)-7-(3-oxa-6-azabiciclo[3.1.1]heptan-6-il)-6,7,8,9-
tetrahidro-5H-benzo[7]anulen-2-il]-1H-pirazolo[3,4-b]piridin-3-il}-2,3'-
bipiridina

C33H32N60

immunoglobulin G4-kappa, anti-[Homo sapiens PDCD1
(programmed cell death 1, PD-1, PD1, CD279)], humanized
monoclonal antibody;

H-gamma4 heavy chain humanized (1-447) [VH (Homo sapiens
IGHV1-2*02 (79.4%) -(IGHD) -IGHJ4*01 (78.6%) L123>T (115),
CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1 (121-218),



liscastobart

liscastobart
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hinge 1-12 S10>P (228) (219-230), CH2 L92 (309)
(231-340), CH3 (341-445), CHS (446-447)) (121-447)],
(134-218")-disulfide with L-kappa light chain humanized
(1'-218') [V-KAPPA (Homo sapiens IGKV3D-11*01
(85.1%) -IGKJ4*01 (100%), CDR-IMGT [10.3.9](27'-
36'.54'-56'.93'-101")) (1'-111") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (157'),
V101 (195")) (112'-218')]; dimer (226-226":229-229")-
bisdisulfide, produced in Chinese hamster ovary (CHO)
cells, cell line CHO-K1, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens
PDCD1 (protéine 1 de mort cellulaire programmée,
PD-1, PD1, CD279)], anticorps monoclonal humanisé;
chaine lourde H-gamma4 humanisée (1-447) [VH
(Homo sapiens IGHV1-2*02 (79.4%) -(IGHD) -
IGHJ4*01 (78.6%) L123>T (115), CDR-IMGT [8.8.13]
(26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1
(121-218), charniere 1-12 S10>P (228) (219-230), CH2
L92 (309) (231-340), CH3 (341-445), CHS (446-447))
(121-447)], (134-218'")-disulfure avec la chaine légére
L-kappa humanisée (1'-218') [V-KAPPA (Homo
sapiens IGKV3D-11*01 (85.1%) -IGKJ4*01 (100%),
CDR-IMGT [10.3.9] (27'-36'.54'-56".93'-101")) (1'-111") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (157'), V101 (195')) (112'-218")]; dimére
(226-226":229-229")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens
PDCD1 (proteina 1 de muerte celular programada, PD-
1, PD1, CD279)], anticuerpo monoclonal humanizado;
cadena pesada H-gamma4 humanizada (1-447) [VH
(Homo sapiens IGHV1-2*02 (79.4%) -(IGHD) -
IGHJ4*01 (78.6%) L123>T (115), CDR-IMGT [8.8.13]
(26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1
(121-218), bisagra 1-12 S10>P (228) (219-230), CH2
L92 (309) (231-340), CH3 (341-445), CHS (446-447))
(121-447)], (134-218'")-disulfuro con la cadena ligera L-
kappa humanizada (1'-218") [V-KAPPA (Homo sapiens
IGKV3D-11*01 (85.1%) -IGKJ4*01 (100%), CDR-IMGT
[10.3.9] (27'-36".54'-56'.93'-101")) (1'-111") -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (157"), V101 (195")) (112'-218")]; dimero (226-
226":229-229")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), linea celular CHO-
K1, forma glicosilada alfa
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lixarkitug

lixarkitug

Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVQOLVQSGVE VKKPGASVKV SCKASGYTFT NYYMYWVRQA PGQGLEWMGG 50
INPSNGGTNE NEKFKNRVTL TTDSSTTTAY MELKSLQFDD TAVYYCAARD 100
YRLDMGFEFW GQGTTVTVSS ASTKGPSVFP LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSE GLYSLSSVVT VPSSSLGTKT 20C
YTCNVDHKPS NTKVDKRVES KYGPPCPPCP APEFLGGPSV FLFPPKPKDT 25C
LMISRTPEVT CVVVDVSQED PEVQFNWYVD GVEVHNAKTK PREEQFNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKGLPS SIEKTISKAK GQPREPQVYT 350
LPP3QEEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSRL TVDKSRWQEG NVEFSCSVMHE ALHNHYTQKS LSLSLGK 447

Light chain / Chaine légére / Cadena ligera (L', L™}

EIVLTQSPAT LSLSPGERAT LSCRASKGVS TSGYSYLHWY QQKPGQAPRL 50
LIYLASYLES GVPARFSGSG SGTDFTLTIS SLEPEDFAVY YCQHAYDLFL 100
TFGGGTKVEI KRTVAAPSVF IFPPSDEQLK SGTASVVCLL NNEYPREAKV 150
QWKVDNALCS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 20C
THOGLSSPVT KSFNRGEC 218

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 147-203  261-321  367-425
22"-96" 147"-203" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-92" 138'-198"
23M-92" 138™-198"™
Inter-H-L (CH1 10-CL 126) 134-218' 134"-218™
Inter-H-H (h 8. h 11} 226-226" 229-229"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 297, 297"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping/ Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 447, 447"

immunoglobulin G1-kappa, anti-[Homo sapiens IL3RA (interleukin 3
receptor subunit alpha, interleukin 3 receptor alpha (low affinity),
CD123)], Homo sapiens monoclonal antibody;

H-gamma1 heavy chain Homo sapiens (1-449) [VH (Homo sapiens
IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT
[8.8.12] (26-33.51-58.97-108)) (1-119) -Homo sapiens IGHG1*03
(100%) G1m3, nG1m1 CH1 R120, CH3 E12, M14 (CH1 R120 (216)
(120-217), hinge 1-15 (218-232), CH2 (233-342), CH3 E12 (358),
M14 (360) (343-447), CHS (448-449)) (120-449)], (222-219')-
disulfide with L-kappa light chain Homo sapiens (1'-219') [V-KAPPA
(Homo sapiens IGKV2-28*01 (98.0%) -IGKJ2*01 (100%), CDR-
IMGT [11.3.9] (27'-37'.55"-57'.94'-102")) (1'-112") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (158'), V101
(196")) (113'-219")]; dimer (228-228":231-231")-bisdisulfide,
produced in Chinese hamster ovary (CHO) cells, cell line CHO-S,
glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens IL3RA (sous-unité
alpha du récepteur de l'interleukine 3, récepteur alpha (faible
affinité) de l'interleukine 3, CD123)], anticorps monoclonal Homo
sapiens;

chaine lourde H-gamma1 Homo sapiens (1-449) [VH (Homo
sapiens IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
IMGT [8.8.12] (26-33.51-58.97-108)) (1-119) -Homo sapiens
IGHG1*03 (100%) G1m3, nG1m1 CH1 R120, CH3 E12, M14 (CH1
R120 (216) (120-217), charniere 1-15 (218-232), CH2 (233-342),



lixarkitug
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CH3 E12 (358), M14 (360) (343-447), CHS (448-449)) (120-449)],
(222-219")-disulfure avec la chaine légére L-kappa Homo sapiens
(1'-219") [V-KAPPA (Homo sapiens IGKV2-28*01 (98.0%) -
IGKJ2*01 (100%), CDR-IMGT [11.3.9] (27'-37'.55"-57'.94'-102")) (1'-
112') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (158'), V101 (196")) (113'-219")]; dimere (228-228":231-231")-
bisdisulfure, produit dans des cellules ovariennes de hamster
chinois (CHO), lignée cellulaire CHO-S, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens IL3RA (subunidad
alfa del receptor de la interleukina 3, receptor alfa (baja afinidad) de
la interleukina 3, CD123)], anticuerpo monoclonal Homo sapiens;
cadena pesada H-gamma1 Homo sapiens (1-449) [VH (Homo
sapiens IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
IMGT [8.8.12] (26-33.51-58.97-108)) (1-119) -Homo sapiens
IGHG1*03 (100%) G1m3, nG1m1 CH1 R120, CH3 E12, M14 (CH1
R120 (216) (120-217), bisagra 1-15 (218-232), CH2 (233-342), CH3
E12 (358), M14 (360) (343-447), CHS (448-449)) (120-449)], (222-
219')-disulfuro con la cadena ligera L-kappa Homo sapiens (1'-219')
[V-KAPPA (Homo sapiens IGKV2-28*01 (98.0%) -IGKJ2*01
(100%), CDR-IMGT [11.3.9] (27'-37'.55'-57'.94'-102")) (1'-112') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(158'"), V101 (196'")) (113'-219")]; dimero (228-228":231-231")-
bisdisulfuro, producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-S, forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H. H")

EVQLLESGCGG LVQPGGSLRL SCAASGFTEFN IYAMTWVRQA PGKGLEWVSG 50
ISAGGDSTYY ADSVKGRETI SRDNSKNTLY LOMNSLRAED TAVYYCAKDR 100
GYYYGMDVWG QGTTVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP SVEFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHODWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGEFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSEFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera (I.", L.}

DIVMTQSPLS LPVTPGEPAS ISCRSRQSLL RSNGYNYLDW YLQKPGQSFQ 50
LLIYLGSNRA SGVPDREFSGS GSGTDFTLKI SRVEAEDVGV YYCMQALQTP 100
YTFGQGTKLE IKRTVAAPSV FIFPPSDECL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALG SGNSQESVTE QDSKDSTYSL SSTLTLSKALD YEKHKVYACE 200
VTHQGLSSEV TKSFNRGEC 21¢

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 23-93" 139199’
23"-93"  139™-199™
Inter-H-L (h 5-CL 126) 222-219" 222"-219"
Inter-H-H (h 11, h 14)  228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 299, 299"

TFucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 449"
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lixarkitug samrotecan

lixarkitug samrotécan

lixarkitug samrotecan

immunoglobulin G1-kappa, anti-{Homo sapiens IL3RA (interleukin 3
receptor subunit alpha, interleukin 3 receptor alpha (low affinity),
CD123)], Homo sapiens monoclonal antibody; conjugated on eight
cysteinyl residues to samrotecan, comprising a linker and a
camptothecin derivative (exatecan);

H-gamma1 heavy chain Homo sapiens (1-449) [VH (Homo sapiens
IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT
[8.8.12] (26-33.51-58.97-108)) (1-119) -Homo sapiens IGHG1*03
(100%) G1m3, nG1m1 CH1 R120, CH3 E12, M14 (CH1 R120 (216)
(120-217), hinge 1-15 (218-232), CH2 (233-342), CH3 E12 (358),
M14 (360) (343-447), CHS (448-449)) (120-449)], (222-219')-
disulfide with L-kappa light chain Homo sapiens (1'-219') [V-KAPPA
(Homo sapiens IGKV2-28*01 (98.0%) -IGKJ2*01 (100%), CDR-IMGT
[11.3.9] (27'-37'.55"-57'.94'-102")) (1'-112") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (158'), V101 (196'"))
(113'-219")]; dimer (228-228":231-231")-bisdisulfide, produced in a
cell line from Chinese hamster ovary (CHO) cells, cell line CHO-S,
glycoform alfa; substituted at the eight sulfur atoms of L-cysteinyl
residues 222, 228, 231, 219', 222", 228", 231" and 219" with (3RS)-
1-[(2S,5S)-1-{[(9S)-9-ethyl-9-hydroxy-10,13-diox0-2,3,9,10,13,15-
hexahydro-1H,12H-benzo[de]pyrano[3',4":6,7]indolizino[1,2-
b]quinolin-4-ylJamino}-2-methyl-1,4,7,35-tetraoxo-5-(propan-2-yl)-
10,13,16,19,22,25,28,31-octaoxa-3,6,34-triazaheptatriacontan-37-yl]-
2,5-dioxopyrrolidin-3-yl (samrotecan) groups

immunoglobuline G1-kappa, anti-[Homo sapiens IL3RA (sous-unité
alpha du récepteur de l'interleukine 3, récepteur alpha (faible affinité)
de l'interleukine 3, CD123)], anticorps monoclonal Homo sapiens;
conjugué par huit résidus cystéinyle au samrotécan, comprenant un
linker et un dérivé de la camptothécine (exatécan);

chaine lourde H-gamma1 Homo sapiens (1-449) [VH (Homo sapiens
IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT
[8.8.12] (26-33.51-58.97-108)) (1-119) -Homo sapiens IGHG1*03
(100%) G1m3, nG1m1 CH1 R120, CH3 E12, M14 (CH1 R120 (216)
(120-217), charniére 1-15 (218-232), CH2 (233-342), CH3 E12 (358),
M14 (360) (343-447), CHS (448-449)) (120-449)], (222-219')-
disulfure avec la chaine légere L-kappa Homo sapiens (1'-219') [V-
KAPPA (Homo sapiens IGKV2-28*01 (98.0%) -IGKJ2*01 (100%),
CDR-IMGT [11.3.9] (27'-37'.55'-57'.94'-102")) (1'-112") -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (158"),
V101 (196")) (113'-219")]; dimere (228-228":231-231")-bisdisulfure,
produit dans une lignée cellulaire des cellules ovariennes de hamster
chinois (CHO), lignée cellulaire CHO-S, glycoforme alfa; substitué
sur I'atome de soufre des résidus L-cystéinyle 222, 228, 231, 219',
222", 228", 231" et 219" avec des groupes (3RS)-1-[(2S,5S)-1-
{[(9S)-9-éthyl-9-hydroxy-10,13-dioxo-2,3,9,10,13,15-hexahydro-
1H,12H-benzo[de]pyrano[3',4":6,7]indolizino[1,2-b]quinoléin-4-
yllamino}-2-méthyl-1,4,7,35-tétraoxo-5-(propan-2-yl)-
10,13,16,19,22,25,28,31-octaoxa-3,6,34-triazaheptatriacontan-37-yl]-
2,5-dioxopyrrolidin-3-yle (samrotécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens IL3RA (subunidad
alfa del receptor de la interleukina 3, receptor alfa (baja afinidad) de
la interleukina 3, CD123)], anticuerpo monoclonal Homo sapiens;
conjugado por ocho residuos cisteinilo al samrotecan, que
comprende un enlace y un derivado de la camptotecina (exatecén);
cadena pesada H-gamma1 Homo sapiens (1-449) [VH (Homo
sapiens IGHV3-23*01 (92.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
IMGT [8.8.12] (26-33.51-58.97-108)) (1-119) -Homo sapiens
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IGHG1*03 (100%) G1m3, nG1m1 CH1 R120, CH3 E12, M14 (CH1
R120 (216) (120-217), bisagra 1-15 (218-232), CH2 (233-342), CH3
E12 (358), M14 (360) (343-447), CHS (448-449)) (120-449)], (222-
219')-disulfuro con la cadena ligera L-kappa Homo sapiens (1'-219")
[V-KAPPA (Homo sapiens IGKV2-28*01 (98.0%) -IGKJ2*01 (100%),
CDR-IMGT [11.3.9] (27'-37'.55'-57'.94'-102")) (1'-112") -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (158"),
V101 (196")) (113'-219")]; dimero (228-228":231-231")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO), linea
celular CHO-S, forma glicosilada alfa; sustituido en el atomo de
azufre de los residuos L-cisteinilo 222, 228, 231, 219, 222", 228",
231"y 219" con grupos (3RS)-1-[(2S,5S)-1-{[(9S)-9-etil-9-hidroxi-
10,13-diox0-2,3,9,10,13,15-hexahidro-1H,12H-
benzo[de]pirano[3',4":6,7]indolizino[1,2-b]quinolein-4-ilJamino}-2-
metil-1,4,7,35-tetraoxo-5-(propan-2-il)-10,13,16,19,22,25,28,31-
octaoxa-3,6,34-triazaheptatriacontan-37-il]-2,5-dioxopirrolidin-3-ilo
(samrotecan)

Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGG LVQPGGSLRL SCAASGFTEN IYAMTWVRQA PGKGLEWVSG 50
ISAGGDSTYY ADSVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCAKDR 100
GYYYGMDVWG QGTTVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TEFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKRVEPK SCDKTHTCPF CPAPELLGGP SVFLEPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LIQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQFREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DIVMTQSPLS LPVTPGEPAS ISCRSRQSLL RSNGYNYLDW YLQKPGQSPQ 50
LLIYLGSNRA SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCMQALQTP 100
YTFGQGTKLE IKRTVAAPSV FIFPPSDEQL K3GTASVVCL LNNFYPREAK 150
VQWKVDNALC SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTIQGLSSPV TKSFNRGEC 219

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
[ntra-H (C23-C104) 22-96 146-202  263-323  369-427

22"-96" 146"-202" 263"-323" 369"-427"
[ntra-L (C23-C104) 23'-93" 139199

23"-.93" 139"-199™
[nter-H-L (h 5-CL [26)* 222-219" 222"-219™
[nter-H-H (h 1T, h [4)* 228-228" 231-231"
*The inter-chain disulfide bridges are not present, the § cysteinyl being conjugated each via
a thioether bond to a drug linker.
*Les ponts disulfures inter-chaines ne sont pas présents, les 8 cystéinyl étant chacun conjugué
via une liaison thioéther 4 un linker-principe actif.
*Los puentes disulfuro entre cadenas no estan presentes, cada uno de los 8 cisteinil estd
conjugada a través de un enlace tioéter a un linker-principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 299_299"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 449"

Modified residues / Résidus modifiés / Restos modificados
C(222,228,231,219', 222", 228", 231", 219")
(samrotecan:mAb ~ 8:1}

CH,
ot
j\L W W NCHH o

o d )_{

HY |
N H NH, CH,HN
* e
A
o H™ “coH

and epimerat C*
et épimére en C*
y el epimero al C*

QO
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lorotomidate

lorotomidate

lorotomidato

lotixparib

lotixparib

lotixparib

lumigolix

lumigolix

lumigolix

ethyl 4-fluoro-1-[(1R)-1-phenylethyl]-1H-imidazole-5-
carboxylate

4-fluoro-1-[(1R)-1-phényléthyl]-1H-imidazole-5-
carboxylate d’éthyle

1-[(1R)-1-feniletil]-4-fluoro-1H-imidazol-5-carboxilato
de etilo

C14H15FN20O2
N
N
N / /—CH3
H CH, o
o

4-{4-[3-(8-fluoro-1-oxo-1,2-dihydroisoquinolin-3-
yl)propyl]piperazin-1-yl}benzonitrile

4-{4-[3-(8-fluoro-1-oxo-1,2-dihydroisoquinoléin-3-
yl)propyl]pipérazin-1-yl}benzonitrile

4-{4-[3-(8-fluoro-1-ox0-1,2-dihidroisoquinolein-3-
il)propil]piperazin-1-il}benzonitrilo

C23H23FN4O

CN
F O ( j/
NH //\N

P N

N-(4-{7-[(2,6-difluorophenyl)methyl]-3-
[(dimethylamino)methyl]-5-(6-methoxypyridazin-3-yl)-
4,6-dioxo-4,5,6,7-tetrahydro-2H-pyrazolo[3,4-
d]pyrimidin-2-yl}phenyl)-N'-methoxyurea

N-(4-{7-[(2,6-difluorophényl)méthyl]-3-
[(diméthylamino)méthyl]-5-(6-méthoxypyridazin-3-yl)-
4,6-dioxo-4,5,6,7-tétrahydro-2H-pyrazolo[3,4-
d]pyrimidin-2-yl}phényl)-N'-méthoxyurée
N-(4-{7-[(2,6-difluorofenil)metil]-3-[(dimetilamino)metil]-
5-(6-metoxipiridazin-3-il)-4,6-dioxo-4,5,6,7-tetrahidro-
2H-pirazolo[3,4-d]pirimidin-2-il}fenil)-N'-metoxiurea

CagH27F2NgOs
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OCH,

O /
>—NH
NH

lumivatamig immunoglobulin (H-gamma1_L-kappa)_(H-gamma1-17mer-scFvih_L-
kappa), anti-[Homo sapiens CLDN18 (claudin 18, claudin-18, surfactant
associated protein J, SFTPJ) isoform 2], anti-[Homo sapiens CD3D (CD3
delta) and CD3E (CD3 epsilon, Leu-4) dimer], humanized and chimeric
monoclonal antibody; bispecific, trivalent;
H-gamma1 heavy chain anti-CLDN18 humanized (H) (1-450) hole [VH
(Homo sapiens IGHV1-46*01 (86.7%) -(IGHD) -IGHJ6*01 (92.9%), CDR-
IMGT [8.8.13] (26-33.51-58.97-109)) (1-120)-Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2 A1.3, A1.2, 14-
G1v75 CH3 C5, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83-1 CH3
R115 (CH1 K120 (217) (121-218), hinge 1-15 (219-233), CH2 L1.3>A
(237), L1.2>A (238) (234-343), CH3 Y5>C (352), D12 (359), L14 (361),
T22>S (369), L24>A (371), Y86>V (410), H115>R (438) (344-448), CHS
(449-450)) (121-450)], (223-220")-disulfide with common L-kappa light
chain chimeric (L") (1'-220'") [V-KAPPA Musmus/Homsap (Mus musculus
IGKV8-19*01 (87.1%) -IGKJ2*01 (100%)/Homo sapiens IGKV4-1*01
(85.1%) -IGKJ2*01 (91.7%), Q120>G (106'), CDR-IMGT [12.3.9] (27'-
38'.56'-58'.95'-103')) (1'-113') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-220")];
H-gamma1-17mer-scFvlh heavy chain anti-CLDN18 and anti-
CD3D/CD3E (H") (1"-715") knob [H-gamma1 heavy chain anti-CLDN18
humanized (H") (1"-449") knob [VH (Homo sapiens IGHV1-46*01
(86.7%) -(IGHD) -IGHJ6*01 (92.9%), CDR-IMGT [8.8.13](26"-33".51"-
58".97"-109")) (1"-120")-Homo sapiens IGHG1*01, G1m17,1 CH1 K120,
CH3 D12, L14, 6-G1v14 CH2 A1.3, A1.2, 14-G1v74 CH3 C10, 14-G1v32
CH3 W22 (knob)(CH1 K120 (217") (121"-218"), hinge 1-15 (219"-233"),
CH2 L1.3>A (237"), L1.2>A (238") (234"-343"), CH3 S10>C (357"), D12
(359"), L14 (361"), T22>W (369") (344"-448"), CHS K2>del (449"))
(121"-449")] -17-mer (alanyl-tris(tetraglycyl-seryl)-alanyl) linker (450"-
466") -scFvlh anti-CD3D/CD3E humanized and chimeric (467"-715") [V-
LAMBDA humanized (Homo sapiens IGLV7-46*01 (81.1%) -IGLJ3*02
(100%), CDR-IMGT [9.3.9] (492"-500".518"-520".557"-565")) (467"-575")
-15-mer tris(tetraglycyl-seryl) linker (576"-590") -VH Musmus/Homsap
(Mus musculus IGHV10-1*04 (91.0%) -(IGHD) -IGHJ3*01 (93.3%)
A128>S (715")/Homo sapiens IGHV3-73*01 (83.0%) -(IGHD) -IGHJ6*01
(90.9%) T123>L (710"), CDR-IMGT [8.10.16] (616"-623".641"-650".689"-
704")) (691"-715")]]; (223"-220")-disulfide with common L-kappa light
chain chimeric (L™) (1"-220") [V-KAPPA Musmus/Homsap (Mus
musculus IGKV8-19*01 (87.1%) -IGKJ2*01 (100%)/Homo sapiens
IGKV4-1*01 (85.1%) -IGKJ2*01 (91.7%), Q120>G (106"), CDR-IMGT
[12.3.9] (27™-38™.56"'-58".95"-103"")) (1"-113") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (159™), V101
(197™)) (114™-220™));
dimer (229-229": 232-232":352-357")-trisdisulfide, produced in Chinese
hamster ovary (CHO) cells, derived from CHO-K1 cell line, lacking the
glutamine synthetase (GS-KO) gene, glycoform alfa
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lumivatamig

immunoglobuline (H-gamma1_L-kappa)_(H-gamma1-
scFvih_L-kappa), anti-[Homo sapiens CLDN18 (claudine
18, claudine-18, protéine J associée au surfactant,
SFTPJ) isoforme 2], anti-[Homo sapiens CD3D (CD3
delta) et CD3E (CD3 epsilon, Leu-4) dimere], anticorps
monoclonal humanisé et chimérique; bispécifique,
trivalent;

chaine lourde H-gamma1 anti-CLDN18 humanisée (H)
(1-450) hole [VH (Homo sapiens IGHV1-46*01 (86.7%) -
(IGHD) -IGHJ6*01 (92.9%), CDR-IMGT [8.8.13] (26-
33.51-58.97-109)) (1-120)-Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2 A1.3,
A1.2, 14-G1v75 CH3 C5, 14-G1v33 CH3 S22, A24, \/86
(hole), 10-G1v83-1 CH3 R115 (CH1 K120 (217) (121-
218), charniére 1-15 (219-233), CH2 L1.3>A (237),
L1.2>A (238) (234-343), CH3 Y5>C (352), D12 (359),
L14 (361), T22>S (369), L24>A (371), Y86>V (410),
H115>R (438) (344-448), CHS (449-450)) (121-450)],
(223-220")-disulfure avec la chaine légéere commune L-
kappa chimérique (L') (1'-220") [V-KAPPA
Musmus/Homsap (Mus musculus IGKV8-19*01 (87.1%) -
IGKJ2*01 (100%)/Homo sapiens IGKV4-1*01 (85.1%) -
IGKJ2*01 (91.7%), Q120>G (106'), CDR-IMGT [12.3.9]
(27'-38'.56'-58'.95'-103")) (1'-113') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(159", V101 (197") (114'-220")];

H-gamma1-scFvlh chaine lourde anti-CLDN18 et anti-
CD3D/CD3E humanisée et chimérique (H") (1"-715")
knob [chaine lourde H-gamma1 anti-CLDN18 humanisée
(1"-449") [VH (Homo sapiens IGHV1-46*01 (86.7%) -
(IGHD) -IGHJ6*01 (92.9%), CDR-IMGT [8.8.13] (26"-
33".51"-58".97"-109")) (1"-120")-Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14
CH2 A1.3, A1.2, 14-G1v74 CH3 C10, 14-G1v32 CH3
W22 (knob)(CH1 K120 (217") (121"-218"), charniére 1"-
15" (219"-233"), CH2 L1.3>A (237"), L1.2>A (238")
(234"-343"), CH3 S10>C (357"), D12 (359"), L14 (361"),
T22>W (369") (344"-448"), CHS K2>del (449")) (121"-
449")] -17-mer (alanyl-tris(tétraglycyl-séryl)-alanyl) linker
(450"-466") -scFvlh anti-CD3D/CD3E humanisé et
chimérique (467"-715") [V-LAMBDA (Homo sapiens
IGLV7-46*01 (81.1%) -IGLJ3*02 (100%), CDR-IMGT
[9.3.9] (492"-500".518"-520".557"-565")) (467-575) -15-
mer tris(tétraglycyl-séryl) linker (576"-590") -VH
Musmus/Homsap (Mus musculus IGHV10-1*04 (91.0%) -
(IGHD) -IGHJ3*01 (93.3%) A128>S (715")/Homo sapiens
IGHV3-73*01 (83.0%) -(IGHD) -IGHJ6*01 (90.9%)
T123>L (710"), CDR-IMGT [8.10.16] (616"-623".641"-
650".689"-704")) (591"-719")]]; (223"-220™)-disulfure
avec la chaine lIégére commune L-kappa chimérique (L")
(1"-220") [V-KAPPA Musmus/Homsap (Mus musculus
IGKV8-19*01 (87.1%) -IGKJ2*01 (100%)/Homo sapiens
IGKV4-1*01 (85.1%) -IGKJ2*01 (91.7%), Q120>G (106™),
CDR-IMGT [12.3.9] (27™-38™".56™-58"'.95"-103™)) (1"-
113") -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101
(C-KAPPA A45.1 (159™), V101 (197™)) (114™-220")];
dimere (229-229": 232-232":352-357")-trisdisulfure,
produit dans des cellules ovariennes de hamster chinois
(CHO), dérivant de la lignée cellulaire CHO-K1, ne
présentant pas le géne de la glutamine synthétase (GS-
KO), glycoforme alfa
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inmunoglobulina (H-gamma1_L-kappa)_(H-gamma1-
scFvlh_L-kappa), anti-[Homo sapiens CLDN18 (claudina
18, claudina-18, proteina J associada con el surfactante,
SFTPJ) isoforma 2], anti-[Homo sapiens CD3D (CD3
delta) y CD3E (CD3 épsilon, Leu-4) dimero], anticuerpo
monoclonal humanizado y quimérico; biespecifico,
trivalente;

cadena pesada H-gamma1 anti-CLDN18 humanizada (H)
(1-450) hole [VH (Homo sapiens IGHV1-46*01 (86.7%) -
(IGHD) -IGHJ6*01 (92.9%), CDR-IMGT [8.8.13] (26-
33.51-58.97-109)) (1-120)-Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14 CH2 A1.3,
A1.2, 14-G1v75 CH3 C5, 14-G1v33 CH3 S22, A24, V86
(hole), 10-G1v83-1 CH3 R115 (CH1 K120 (217) (121-
218), bisagra 1-15 (219-233), CH2 L1.3>A (237), L1.2>A
(238) (234-343), CH3 Y5>C (352), D12 (359), L14 (361),
T22>S (369), L24>A (371), Y86>V (410), H115>R (438)
(344-448), CHS (449-450)) (121-450)], (223-220'")-
disulfuro con la cadena ligera comun L-kappa quimérica
(L") (1'-220") [V-KAPPA Musmus/Homsap (Mus musculus
IGKV8-19*01 (87.1%) -IGKJ2*01 (100%)/Homo sapiens
IGKV4-1*01 (85.1%) -IGKJ2*01 (91.7%), Q120>G (106"),
CDR-IMGT [12.3.9] (27'-38'.56'-58'.95'-103")) (1'-113') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (159", V101 (197")) (114'-220")];
H-gamma1-scFvlh cadena pesada anti-CLDN18 y anti-
CD3D/CD3E humanizada y quimérica (H") (1"-715") knob
[cadena pesada H-gamma1 anti-CLDN18 humanizada
(1"-449") [VH (Homo sapiens IGHV1-46*01 (86.7%) -
(IGHD) -IGHJ6*01 (92.9%), CDR-IMGT [8.8.13] (26"-
33".51"-58".97"-109")) (1"-120")-Homo sapiens
IGHG1*01, G1m17,1 CH1 K120, CH3 D12, L14, 6-G1v14
CH2 A1.3, A1.2, 14-G1v74 CH3 C10, 14-G1v32 CH3
W22 (knob)(CH1 K120 (217") (121"-218"), bisagra 1"-15"
(219"-233"), CH2 L1.3>A (237"), L1.2>A (238") (234"-
343"), CH3 S10>C (357"), D12 (359"), L14 (361"),
T22>W (369") (344"-448"), CHS K2>del (449")) (121"-
449")] -17-mer (alanil-tris(tetraglicil-seril)-alanil) enlace
(450"-466") -scFvlh anti-CD3D/CD3E humanizado y
quimérico (467"-715") [V-LAMBDA (Homo sapiens
IGLV7-46*01 (81.1%) -IGLJ3*02 (100%), CDR-IMGT
[9.3.9] (492"-500".518"-520".557"-565")) (467-575) -15-
mer tris(tetraglicil-seril) enlace (576"-590") -VH
Musmus/Homsap (Mus musculus IGHV10-1*04 (91.0%) -
(IGHD) -IGHJ3*01 (93.3%) A128>S (715")/Homo sapiens
IGHV3-73*01 (83.0%) -(IGHD) -IGHJ6*01 (90.9%)
T123>L (710"), CDR-IMGT [8.10.16] (616"-623".641"-
650".689"-704")) (591"-719")]]; (223"-220")-disulfuro con
la cadena ligera comun L-kappa quimérica (L™) (1™-220™)
[V-KAPPA Musmus/Homsap (Mus musculus IGKV8-
19*01 (87.1%) -IGKJ2*01 (100%)/Homo sapiens IGKV4-
1*01 (85.1%) -IGKJ2*01 (91.7%), Q120>G (106™), CDR-
IMGT [12.3.9] (27"'-38".56"-58"'.95"'-103™)) (1"-113"") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (159™), V101 (197"™)) (114™-220™)];
dimero (229-229": 232-232":352-357")-trisdisulfuro,
producido en las células ovaricas de hamster chino
(CHO), linea celular derivada de CHO-K1, en ausencia
del gen de la glutamina sintetasa (GS-KO), forma
glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada: anti-CLDN18 (H) hole

QVQLVQSGAE VKKPGASVKV SCKASGYIFT NYWIHWVRQA PGQGLEWMGR 50
IYPGTGNTYY NEKEFTGRVTM TRDTSTSTVY MELSSLRSED TAVYYCAREG 100
YGKGNSMDYW GQGTTVTVSS ASTKGPSVEP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 20C
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPEAAGG PSVELFPPKE 25C
KDTLMISRTP EVTCVVVDVS HEDPEVKENW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREFQ 350
VCTLPPSRDE LTKNQVSLSC AVKGEYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSEFFLV SKLTVDKSRW QQGNVESCSV MHEALHNRYT QKSLSLSPCGK 450

Light chain / Chaine légere / Cadena ligera: L-kappa common (I.", I."}

DIVMTQSPLCS LAVSLGERVT MNCKSSQSLL NAGNQKNYLT WYQQKPGQPE 50
KLLEFYWASTR ESGVPDRFSG SGSGTDFTLT ISSVQAEDVA VYHCQONAYYY 100
PYTFGGGTKL EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 20C
EVTHQGLSSP VTKSEFNRGEC 22C

Heavy chain / Chaine lourde / Cadena pesada: H-gammal-scFvlh. anti-CLDN 18

and anti-CD3D/CD3E (H") k

QVQLVQSGAE VKKPGASVKV SCKASGYIFT NYWIHWVRQA PGQGLEWMGR 50
IYPGTGNTYY NEKFTGRVTM TRDTSTSTVY MELSSLRSED TAVYYCAREG 100
YGKGNSMDYW GQGTTVTVSS ASTKGPSVEP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 20C
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPEAAGG PSVELFPPKE 25C
KDTLMISRTP EVTCVVVDVS HEDPEVKENW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREFQ 350
VYTLPPCRDE LTKNQVSLWC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSEFFLY SKLTVDKSRW QQGNVESCSV MHEALHNHYT QKSLSLSPCGA 450
GGGGSGGGGS GGGGSAQAVV TQEPSLTVSP GGTVILTCRS STGAVTTSNY 500
ANWVQOKPGQ APRGLIGGTN KRAPGTPARE SGSLLGGKAA LTLSGAQPED 550
EAEYYCALWY SNLWVEGGGT KLTVLGGGGS GGGGSGGGGS EVKLVESGGG 600
LVQPGGSLKL SCAASGFTEN TYAMNWVRCA PGKGLEWVAR IRSKYNNYAT 650
YYADSVKDRE TISRDDAKNT LYLOMNNLRT EDTAVYYCVR HGNEFGNSYVE 700
WEAYWGQGTL VTVSE 715

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104)  22-96  147-203  264-324  370-428

Intra-H" (C23-C104) 22"-96" 147"-203" 264"-324" 370"-428" 488"-556" 612"-688"
Intra-L' (C23-C104)  23-94" 140200

Intra-L" (C23-C104) 23"-94™ 140™-200"

Inter-1[-L', inter-H"-L" (h 5-CL 126) 223-220" 223"-220™

Inter-H-H" ¢h 11, h 14) 229-229" 232-232"

Inter-H-H" (CH3 C5-C10)* 352-357"

*variants 14-G1v75 (H CH3 C5}) and 14-G1v74 (H" CH3 C10) creating an additional
inter-H-H disulfide bond.

Total number of disulfide bridges: 19 (14 intra-. 5 inter-).

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q> pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQIL: 1 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 300, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 450

allogeneic CD4+/CD8+ T lymphocytes obtained from peripheral
blood mononuclear cells by leukapheresis of healthy donors,
transduced with a lentiviral vector to overexpress CD47 and a
CD22-directed chimeric antigen receptor (CAR). The cells have
also been gene-edited using clustered regularly interspaced short
palindromic repeats (CRISPR)-Cas12b nuclease introduced as
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mRNA in combination with single guide RNAs (sgRNAs) to disrupt
the T cell receptor alpha constant (TRAC), beta-2 microglobulin
(B2M), and class Il major histocompatibility complex transactivator
(CIITA) gene loci. The lentivirus vector genome is flanked by 5'
and 3' long terminal repeats (LTRs) and contains a human
immunodeficiency virus (HIV) packaging signal, HIV gag, HIV
envelope, Rev response element (RRE), and central polypurine
tract/central termination sequences as well as a mutant
Woodchuck hepatitis virus post-transcriptional regulatory element
(WPRE). The CD47-CD22 transgene comprises a codon
optimised CD47 coding region, a furin cleavage sequence, a
Thosea asigna virus 2A (T2A) ribosomal skip sequence, a
granulocyte-macrophage colony-stimulating factor receptor
(GMCSFR) signal peptide, an anti-CD22 single chain variable
fragment (based uponclone m971), fused to a CD8a hinge, CD8a
transmembrane, 4-1BB co-stimulatory and CD3( signalling
domain, and is under control of the human elongation factor 1a
promoter (EF-1a).

The leukapheresis material is enriched for CD4/CD8 T
lymphocytes by positive immunoselection, activated by CD3 and
CD28 agonists and subject to gene editing. The cells are then
expanded in media supplemented with serum replacement and
interleukin 2 (IL-2). The cell suspension consists of T lymphocytes
(CD4+ and CD8+; 290%) with 225% of the T lymphocytes
expressing the CAR transgene, and with 270% B2M disrupted,
and 270% CIITA disrupted cells. The cells exhibit antigen-specific
interferon gamma (IFN-y) secretion when cultured with target cells

lymphocytes T allogéniques CD4+/CD8+ obtenus par
leucaphérese a partir de cellules mononucléaires du sang
périphérique de donneurs sains, transduits par un vecteur lentiviral
pour surexprimer CD47 et un récepteur antigénique chimérique
(RAC) dirigé contre CD22. Ces cellules ont également été
modifiées génétiquement a l'aide de la nucléase CRISPR-Cas12b,
introduite sous forme d'’ARNm en association avec des ARN
guides simples (ARNsg), afin de perturber les loci des genes de la
constante alpha du récepteur des lymphocytes T (TRAC), de la
béta-2 microglobuline (B2M) et du transactivateur du complexe
majeur d'histocompatibilité de classe Il (CIITA). Le génome du
vecteur lentivirus est flanqué de répétitions terminales longues
(LTR) en 5' et en 3', et contient un signal d'emballage du virus de
I'immunodéficience humaine (VIH), gag du VIH, enveloppe du VIH,
élément de réponse Rev (RRE), et des séquences de terminaison
centrale/de tractus polypurine central ainsi qu'un élément
régulateur post-transcriptionnel du virus de I'hépatite de la
marmotte (WPRE) muté. Le transgéne CD47-CD22 comprend une
région codante CD47 optimisée par codons, une séquence de
clivage de la furine, une séquence de saut ribosomique du virus
Thosea asigna 2A (T2A), un peptide signal du récepteur du
facteur de stimulation des colonies de granulocytes et de
macrophages (GMCSFR), un fragment variable a chaine unique
anti-CD22 (basé sur le clone m971), fusionné a une charniere
CD8a, un domaine transmembranaire CD8a, un domaine de co-
stimulation 4-1BB et de signalisation CD3(, et est sous le controle
du promoteur du facteur d'élongation humain 1a (EF-1a).

Le matériel de leucaphérese est enrichi en lymphocytes T
CD4/CD8 par immunosélection positive, activé par des agonistes
CD3 et CD28 et soumis a une édition génique. Les cellules sont
ensuite multipliées dans un milieu supplémenté en sérum de
remplacement et en interleukine 2 (IL-2). La suspension cellulaire
est composée de lymphocytes T (CD4+ et CD8+; 290%) dont
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225% expriment le transgéne RAC, et dont 270% sont altérés par
B2M et 270% par CIITA. Les cellules présentent une sécrétion
d'interféron gamma (IFN-y) spécifique de I'antigéne lorsqu'elles
sont cultivées avec des cellules cibles

linfocitos T CD4+/CD8+ alogénicos obtenidos de células
mononucleares de sangre periférica por leucoaféresis de
donantes sanos, transducidos con un vector lentiviral para sobre
expresar CD47 y un receptor de antigenos quimérico (CAR)
dirigido a CD22. Las células han sido también editadas
genéticamente usando repeticiones palindromicas agrupadas y
espaciadas regularmente (CRISPR)-nucleasa Cas12b introducida
como ARNm en combinacion con ARN de guia unicos (ARNsg)
para interrumpir los loci de los genes de la cadena constante alfa
del receptor de linfocitos T (TRAC), de la beta-2-microglobulina
(B2M), y del transactivador del complejo principal de
histocompatibilidad de clase Il (CIITA). El genoma del vector
lentiviral esta flanqueado por repeticiones terminales largas
(LTRs) en 5'y 3'y contiene una sefial de empaquetamiento del
virus de la inmunodeficiencia humana (VIH), gag del VIH, envuelta
del VIH, elemento de respuesta Rev (RRE), y secuencias de
tracto de poli-purina/terminacion central asi como un elemento
regulador post-transcripcional del virus de la hepatitis de la
marmota (WPRE) mutado. El transgén CD47-CD22 consta de una
region codificante de CD47, con codones optimizados, una
secuencia de escision de furina, una secuencia de salto
ribosémico 2A del virus Thosea asigna (T2A), un péptido sefal del
receptor del factor estimulador de colonias de granulocitos-
macrofagos (GMCSFR) y un fragmento variable de cadena
sencilla anti-CD22 (basado en el clon m971), fusionado a una
bisagra de CD8a, transmembrana de CD8a, un dominio
coestimulador de 4-1BB y de sefializaciéon de CD3(, y esta bajo el
control del promotor del factor de elongacion 1 alfa (EF-1a).

El material de leucoaféresis se enriquece en linfocitos T CD4/CD8
mediante inmunoseleccién positiva, se activa con agonistas de
CD3 y CD28 y se somete a edicion genética. Las células después
se expanden en medio suplementado con reemplazo de suero e
interleuquina 2 (IL-2). La suspension celular consiste en linfocitos
T (CD4+ y CD8+; 290%) con 225% de los linfocitos T que
expresan el transgén del CAR y con 270% de las células con B2M
interrumpido y con 270% de las células con CIITA interrumpido.
Las células muestran secrecion de interferon gamma (IFN-y)
especifica de antigeno cuando se cultivan con células diana

lutetium ('"’Lu) pocuvotide satetraxetan

hydrogen {2,2',2",2""-[(2RS)-2-{[4-({[N?*-(L-glutamocarbonyl)-N°-L-
lysino]carbonothioyl}amino)phenyl]methyl}-1,4,7,10-
tetraazacyclododecane-1,4,7,10-tetrayl-

K*N",N4 N’,N"%tetra(acetato-kO)}('"’Lu)lutetate(1-)

lutécium ("""Lu) pocuvotide satétraxétan

hydrogéno{2,2',2",2"-[(2RS)-2-{[4-({[N?-(L-glutamocarbony!)-N°®-L-
lysino]carbonothioyl}amino)phényllméthyl}-1,4,7,10-
tétraazacyclododécane-1,4,7,10-tétrayl-

K*N',N4 N’,N"%tétra(acétato-kO)}('""Lu)lutétate(1-)
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lutecio (""7Lu) pocuvotida satetraxetan

hidrogeno{2,2',2",2"-[(2RS)-2-{[4-({[N?-(L-glutamocarbonil )-N°-L-
lisino]carbonotioil}amino)fenillmetil}-1,4,7,10-
tetraazaciclododecano-1,4,7,10-tetrail-

K*N",N* N’,N"%tetra(acetato-kO)}('"’Lu)lutetato(1-)

C36H50177LUN30158.H

o

luvesilocin

luvésilocine

luvesilocina

mangaverate meglumine

mangavérate de méglumine

mangaverato de meglumina

. O—>177L 3+
o | o “\*W@ I W—

;\_J o
o

and epimer at C*
et I'épimére en C* O
y el epimero al C* HO H

‘ﬁ HO {

5-[(3-{2-[di(propan-2-yl)amino]ethyl}-1H-indol-4-yl)oxy]-5-
oxopentanoic acid

acide 5-[(3-{2-[di(propan-2-yl)amino]éthyl}-1H-indol-4-yl)oxy]-5-
oxopentanoique

acido 5-[(3-{2-[di(propan-2-il)amino]etil}-1H-indol-4-il)oxi]-5-
oxopentanoico

C21H30N204

HaC
HsC )\
)\ CHs Q
N
H3C OMCOZH

I=

1-deoxy-N-methyl-D-glucitol-1-aminium [2,2'-{[rac-(1R,2R)-2-
{(carboxylato-kO-methyl)[(pyridin-2-yl-kN)methyl]Jamino-
kN}cyclohexyl]azanediyl-kN}di(acetato-kO)]Jmanganate(1-)

[2,2'-{[rac-(1R,2R)-2-{(carboxylato-kO-méthy!)[(pyridin-2-yI-
kN)méthyllamino-kN}cyclohexyl]lazanediyl-kN}di(acétato-
kO)]Jmanganate(1-) de 1-désoxy-N-méthyl-D-glucitol-1-
aminium
[2,2'-{[rac-(1R,2R)-2-{(carboxilato-kO-metil)[(piridin-2-il-
kN)metilJamino-kN}ciclohexil]azanodiil-kN}di(acetato-
kO)Jmanganato(1-) de 1-desoxi-N-metil-D-glucitol-1-aminio

C25H4oMNN,O44
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mebarase alfa

mébarase alfa

mebarasa alfa

H-- (et H
and enantiomer
et énantionére
y enantibmero

human ectonucleoside triphosphate diphosphohydrolase-1 (ATP
diphosphohydrolase [ATPDase], Ecto-ATP diphosphohydrolase 1
[Ecto-ATPDase 1], Ecto-apyrase, ENTPD1, CD39; EC: 3.6.1.5,
apyrase) variant (38-192 and 205-476; 4-158 and 159-430 in the
current sequence, M'-L%>del, N-terminal 'APT®>added, T'%-N2% del,
F365>5319 Y477.\/510>del) produced in Chinese hamster ovary (CHO)
cells, cell line CHO-K1, glycoform alfa

variante de I'ectonucléoside triphosphate diphosphohydrolase-1
humaine (ATP diphosphohydrolase [ATPDase], Ecto-ATP
diphosphohydrolase 1 [Ecto-ATPDase 1], Ecto-apyrase, ENTPD1,
CD39; EC: 3.6.1.5, apyrase) (38-192 et 205-476; 4-158 et 159-430
dans la séquence actuelle, M'-L¥">dél, N-terminal 'APT®>ajouté,
T198-N204 dgl, F365>3319 Y477.\/510>dél) produite par des cellules
d'ovaire de hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa

variante de la ectonucleésido trifosfato difosfohidrolasa-1 humana
(ATP difosfohidrolasa [ATPDasa], Ecto-ATP difosfohidrolasa 1 [Ecto-
ATPDasa 1], Ecto-apirasa, ENTPD1, CD39; EC: 3.6.1.5, apirasa)
(38-192 y 205-476; 4-158 y 159-430 en la secuencia actual, M-
L3>del, 'APT® N-terminal>afiadido, T'93-N2% del, F365>S319, Y477.
V®¥%>del) producida por células de ovario de hamster chino (CHO),
linea celular CHO-K1, glicoforma alfa

Sequence / Séquence / Secuencia

APTTQONKALF ENVKYGIVLD AGSSHTSLYI YKWPAEKEND TGVVIIQVEEC 50
RVKGPGISKF VQKVNEIGIY LTDCMERARE VIFPRSQIQLET PVYLGATAGM 100
RLLRMESEEL ADRVLDVVER SLSNYPFDFQ GARIITGQEE GAYGWITINY 150
LLGKFSQKNQ ETFGALDLGG ASTQVTEVPQ NQTIESPDNA LQFRLYGKDY 20C
NVYTHSFLCY GKDQALWQKL AKDIQVASNE ILRDPCFHPG YKKVVNVSDL 25C
YKTPCTKRFE MTLPFQQFEI QGIGNYQQCH QSILELFNTS YCPYSQCAFN 300
GIFLPPLQGD FGAFSATYSV MKFLNLTSEK VSQEKVTEMM KKFCAQPWEE 350
IKTSYAGVKE KYLSEYCFSG TYILSLLLQG YHFTADSWEH IHFIGKIQGS 400
DAGWTLGYML NLTNMIPAEQ PLSTPLSHST 430

Mutation / Mutation / Mutacién
IM-L37>I APTS, 199 TN 204 e] 1981159 36358319 47Ty y 5105 g 431464

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain: 50-74, 209-255, 236-279, 292-297, 344-367

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
N39. N181, N246, N288, N325, N411

O-glycosylation sites / Sites de O-glycosylation / Posiciones de O-glicosilacion
experimentzlly confirmed but location to be determined.
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(2S)-2-amino-5,5-difluoro-4,4-dimethylpentanoic acid

acide (2S)-2-amino-5,5-difluoro-4,4-
diméthylpentanoique

acido (2S)-2-amino-5,5-difluoro-4,4-dimetilpentanoico
C7H13F2NO;

HaC

CO,H
HaC >
H NH,
F

F

immunoglobulin G1-kappa, anti-[Homo sapiens APP
(amyloid beta, A4 precursor protein) Abeta42 peptide
epitope 1-17)], monoclonal antibody;

H-gamma1 heavy chain (1-454) [VH (Homo sapiens
IGHV2-5%09 (89.0%) -(IGHD) -IGHJ6*01 (92.3%),
CDR-IMGT [10.7.16] (26-35.53-59.98-113)) (1-124) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120,
CH3 D12, L14(CH1 K120 (221) (125-222), hinge 1-15
(223-237), CH2 (238-347), CH3 D12 (363), L14 (365)
(348-452), CHS (453-454)) (125-454)], (227-219')-
disulfide with L-kappa light chain (1'-219") [V-KAPPA
Musmus/Homsap (Mus musculus IGKV1-117*01
(92.0%) -IGKJ2*03 (90.9%) S120>Q (105")/Homo
sapiens IGKV2-29*02 (85.0%) -IGKJ2*01 (100%),
CDR-IMGT [11.3.9] (27'-37'.565'-57"'.94'-102")) (1'-112') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (158'), V101 (196")) (113'-219")]; dimer
(233-233":236-236")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-K1SV,
lacking the glutamine synthetase (GS-KO) gene,
glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens APP
(amyloide béta, protéine précurseur A4) Abéta42
peptide épitope1-17)], anticorps monoclonal;

chaine lourde H-gamma1 (1-454) [VH (Homo sapiens
IGHV2-5*09 (89.0%) -(IGHD) -IGHJ6*01 (92.3%),
CDR-IMGT [10.7.16] (26-35.53-59.98-113)) (1-124) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120,
CH3 D12, L14 (CH1 K120 (221) (125-222), charniére
1-15 (223-237), CH2 (238-347), CH3 D12 (363), L14
(365) (348-452), CHS (453-454)) (125-454)], (227-
219')-disulfure avec la chaine légere L-kappa (1'-219")
[V-KAPPA Musmus/Homsap (Mus musculus IGKV1-
117*01 (92.0%) -IGKJ2*03 (90.9%) S120>Q
(105'YHomo sapiens IGKV2-29*02 (85.0%) -IGKJ2*01
(100%), CDR-IMGT [11.3.9] (27'-37'.55'-57'.94'-102"))
(1'-112") -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (158'), V101 (196")) (113'-
219")]; dimere (233-233":236-236")-bisdisulfure,
produit dans des cellules ovariennes de hamster
chinois (CHO), lignée cellulaire CHO-K1SV, ne
présentant pas le gene de la glutamine synthétase
(GS-KO), glycoforme alfa
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merinetug

mesutoclax

inmunoglobulina G1-kappa, anti-[Homo sapiens APP (amieloide
beta, proteina precursor A4) Abeta42 péptido epitopo1-17)],
anticuerpo monoclonal;

cadena pesada H-gamma1 (1-454) [VH (Homo sapiens IGHV2-
5*09 (89.0%) -(IGHD) -IGHJ6*01 (92.3%), CDR-IMGT [10.7.16] (26-
35.53-59.98-113)) (1-124) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (221) (125-222),
bisagra 1-15 (223-237), CH2 (238-347), CH3 D12 (363), L14 (365)
(348-452), CHS (453-454)) (125-454)], (227-219")-disulfuro con la
cadena ligera L-kappa (1'-219") [V-KAPPA Musmus/Homsap (Mus
musculus IGKV1-117*01 (92.0%) -IGKJ2*03 (90.9%) S120>Q
(105")/Homo sapiens IGKV2-29*02 (85.0%) -IGKJ2*01 (100%),
CDR-IMGT [11.3.9] (27'-37'.565'-57".94'-102")) (1'-112') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(158", V101 (196")) (113'-219")]; dimero (233-233":236-236")-
bisdisulfuro, producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-K1SV, en ausencia del gen de la
glutamina sintetasa (GS-KO), forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVTLKESGFA LVKPTQTLTL TCTF3GFSLS TFGMGVGWIR QPPGKALEWL 50
AHIWWDDNKY YNPALKSRLT ISKDTSKNQV VLTMTNMDPV DTATYYCARR 100
GFHLGSRGDY FDHWGQGTTV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK KVEPKSCDKT HTCPPCPAPE LLGGPSVFLFE 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KFNWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQLW LNGKEYKCKV SNKALPAPIE KTISKAKGCP 350
REPQVYTLEFP SRDELTKNCV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGE FFLYSKLTVLC KSRWQQGNVE SCSVMHEALH NHYTQKSLSL 450
SPGK 454

Light chain / Chaine légere / Cadena ligera (L', L™}

DVVMTQTPLS LPVTPGEPAS ISCRSSQSIV HSNGNTYLEW YLOKPGQSEQ 50
LLIYKVSNRFE SGVPDRFSGS GSGTDFTLKI SRVEAEDVGVYV YYCFQGSRVP 100
LTFGQGTKLE IKRTVAAPSV FIFPPSDECL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALC SGNSQESVTE QODSKDSTYSL SSTLTLSKAL YEKHKVYACE 200
VTHOQGLSSFV TKSFNRGEC 21¢

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-97 151207  268-328  374-432
22".97" 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-93" 139199’
23M-.93"  139™-199™
Inter-H-L (h 5-CL 126) 227-219" 227"-219"
Inter-H-H (h 11, h 14y 233-233" 236-236"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 304. 304"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping/ Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 454, 454"

(4°R)-1*-chloro-N-[4-({[(2S)-1,4-dioxan-2-yl]methyl}amino)-3-
nitrobenzene-1-sulfonyl]-25,25,42-trimethyl-6-oxa-7(5)-pyrrolo[2,3-
b]pyridina-4(1,4)-piperazina-1(1),5(1,3)-dibenzena-2(1,2)-
cyclohexanaheptaphan-2'-ene-5*-carboxamide
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mésutoclax (4%R)-14-chloro-N-[4-({[(2S)-1,4-dioxan-2-yllméthyl}amino)-3-nitrobenzéne-1-
sulfonyl]-2%,2%,42-triméthyl-6-oxa-7(5)-pyrrolo[2,3-b]pyridina-4(1,4)-
pipérazina-1(1),5(1,3)-dibenzéna-2(1,2)-cyclohexanaheptaphan-2'-&éne-5*-
carboxamide
mesutoclax (4%R)-1%-cloro-N-[4-({[(2S)-1,4-dioxan-2-ilmetil}amino)-3-nitrobenceno-1-
sulfonil]-2°,2°,4%-trimetil-6-oxa-7(5)-pirrolo[2,3-b]piridina-4(1,4)-piperazina-
1(1),5(1,3)-dibencena-2(1,2)-ciclohexanaheptafan-2'-eno-5*-carboxamida

Cu5H50CIN7OsS

HN\

9 -
N>\
H,C k/ H d
\
//s
(@]

O

midobrutinib 4-amino-N-(1,3-benzoxazol-2-yl)-1-[(3R)-1-(prop-2-enoyl)piperidin-3-yl]-1H-

pyrazolo[3,4-d]pyrimidine-3-carboxamide
midobrutinib 4-amino-N-(1,3-benzoxazol-2-yl)-1-[(3R)-1-(prop-2-énoyl)pipéridin-3-yl]-1H-

pyrazolo[3,4-d]pyrimidine-3-carboxamide
midobrutinib 4-amino-N-(1,3-benzoxazol-2-il)-1-[(3R)-1-(prop-2-enoil )piperidin-3-il]- 1H-

pirazolo[3,4-d]pirimidina-3-carboxamida

CZ1H20NBO3

N=\
HoN N
25Ny
o__K
N
I AL
H
o N
CH;,
milsaperidone (1S)-1-(4-{3-[4-(6-fluoro-1,2-benzoxazol-3-yl)piperidin-1-yl]propoxy}-3-
methoxyphenyl)ethan-1-ol

milsapéridone (1S)-1-(4-{3-[4-(6-fluoro-1,2-benzoxazol-3-yl)pipéridin-1-yl]propoxy}-3-

méthoxyphényl)éthan-1-ol(1S)-1-(4-{3-[4-(6-fluoro-1,2-benzoxazol-3-
yl)pipéridin-1-yl]propoxy}-3-méthoxyphényl)éthan-1-ol

milsaperidona (1S)-1-(4-{3-[4-(6-fluoro-1,2-benzoxazol-3-il)piperidin-1-ilJpropoxi}-3-
metoxifenil)etan-1-ol

CasH20FN2O4
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mocertatug
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immunoglobulin G1-kappa, anti-[Homo sapiens VTCN1 (V-set domain
containing T cell activation inhibitor 1, B7 family member H4, B7H4, B7-
H4)], humanized monoclonal antibody;

H-gamma1 heavy chain humanized (1-450) [VH (Homo sapiens IGHV3-
23*04 (87.8%) -(IGHD) -IGHJ4*01 (93.3%) L123>T (115), CDR-IMGT
[8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG1*03v
(100%) G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14 (CH1
R120>K (217) (121-218), hinge 1-15 (219-233), CH2 (234-343), CH3
E12 (359), M14 (361) (344-448), CHS (449-450)) (121-450)], (223-214')-
disulfide with L-kappa light chain humanized (1'-214') [V-KAPPA (Homo
sapiens IGKV3-11*01 (87.6%) -IGKJ2*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (153"), V101 (191")) (108'-214")]; dimer
(229-229":232-232")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-K1, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens VTCN1 (inhibiteur 1 de
I'activation des cellules T contenant un domaine V-like, membre H4 de la
famille B7, B7H4, B7-H4)], anticorps monoclonal humanisé;

chaine lourde H-gamma1 humanisée (1-450) [VH (Homo sapiens
IGHV3-23*04 (87.8%) -(IGHD) -IGHJ4*01 (93.3%) L123>T (115), CDR-
IMGT [8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG1*03v
(100%) G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14 (CH1
R120>K (217) (121-218), charniére 1-15 (219-233), CH2 (234-343), CH3
E12 (359), M14 (361) (344-448), CHS (449-450)) (121-450)], (223-214')-
disulfure avec la chaine Iégére L-kappa humanisée (1'-214') [V-KAPPA
(Homo sapiens IGKV3-11*01 (87.6%) -IGKJ2*01 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52"'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")];
dimeére (229-229":232-232")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa

inmunoglobulina G1-kappa, anti-{Homo sapiens VTCN1 (inhibidor 1 de la
activacion de las células T que contiene un dominio tipo V, miembro H4
de la familia B7, B7H4, B7-H4)], anticuerpo monoclonal humanizado;
cadena pesada H-gamma1 humanizada (1-450) [VH (Homo sapiens
IGHV3-23*04 (87.8%) -(IGHD) -IGHJ4*01 (93.3%) L123>T (115), CDR-
IMGT [8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG1*03v
(100%) G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14 (CH1
R120>K (217) (121-218), bisagra 1-15 (219-233), CH2 (234-343), CH3
E12 (359), M14 (361) (344-448), CHS (449-450)) (121-450)], (223-214')-
disulfuro con la cadena ligera L-kappa humanizada (1'-214') [V-KAPPA
(Homo sapiens IGKV3-11*01 (87.6%) -IGKJ2*01 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")];
dimero (229-229":232-232")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), linea celular CHO-K1, forma
glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGCGG LVQPGGSLRL SCAASGFTFS NYYMSWVRQA PGKGLEWVAY 50
VSSGGGSTYY SDSVKGRETI SRDNAKNTLY LOMSSLRAED TAVYYCTREE 100
YSQGNYFDYW GQGTTVTVSS ASTKGPSVEP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 20C
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKE 25C
KDTLMISRTP EVTCVVVDVS HEDPEVKENW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREFQ 350
VYTLPPSREE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSEFFLY SKLTVDKSRW QQGNVESCSV MHEALHNHYT QKSLSLSPCGK 450

Light chain / Chaine légére / Cadena ligera

EIVMTQSPAT LSLSPGERAT LSCRASQSIS DYLHWYQQKP GQSPRLLIKE 50
ASQSISGIPA RESGSGSGTD FTLTISSLEF EDFAVYYCQON GHSESLTEGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVOWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-88"  134'-194"
23"-88"  134™-194"
Inter-H-L (h 5-CL 126) 223-214" 223"-214™
Inter-H-H (h 11. h 14y 229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 300, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 450, 450"

immunoglobulin G1-kappa, anti-[Homo sapiens VTCN1 (V-
set domain containing T cell activation inhibitor 1, B7 family
member H4, B7H4, B7-H4)], humanized monoclonal
antibody; conjugated on an average of six cysteinyl residues
to rezetecan, comprising a linker and a camptothecin
derivative (exatecan);

H-gamma1 heavy chain humanized (1-450) [VH (Homo
sapiens IGHV3-23*04 (87.8%) -(IGHD) -IGHJ4*01 (93.3%)
L123>T (115), CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-
120) -Homo sapiens IGHG1*03v (100%) G1m3>G1m17,
nG1m1 CH1 K120, CH3 E12, M14 (CH1 R120>K (217) (121-
218), hinge 1-15 (219-233), CH2 (234-343), CH3 E12 (359),
M14 (361) (344-448), CHS (449-450)) (121-450)], (223-214')-
disulfide with L-kappa light chain humanized (1'-214') [V-
KAPPA (Homo sapiens IGKV3-11*01 (87.6%) -IGKJ2*01
(100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153'), V101 (191")) (108'-214")]; dimer (229-229":232-
232")-bisdisulfide, produced in Chinese hamster ovary (CHO)
cells, cell line CHO-K1, glycoform alfa; substituted at the
sulfur atoms of six L-cysteinyl residues on an average among
223, 229, 232, 214', 223", 229", 232" and 214" with (3RS)-1-
[(2R,10S)-10-benzyl-2-cyclopropyl-1-{[(1S,9S)-9-ethyl-5-
fluoro-9-hydroxy-4-methyl-10,13-diox0-2,3,9,10,13,15-
hexahydro-1H,12H-benzo[de]pyrano[3',4":6,7]indolizino[1,2-
b]quinolin-1-ylJamino}-1,6,9,12,15,18-hexaoxo-3-oxa-
5,8,11,14,17-pentaazatricosan-23-yl]-2,5-dioxopyrrolidin-3-yI
(rezetecan) groups



Recommended INN: List 95
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mocertatug rezetecan

immunoglobuline G1-kappa, anti-[Homo sapiens VTCN1
(inhibiteur 1 de I'activation des cellules T contenant un
domaine V-like, membre H4 de la famille B7, B7H4, B7-H4)],
anticorps monoclonal humanisé; conjuguée par six résidus
cystéinyles en moyenne au rézétécan, comprenant un linker
et un dérivé de la camptothécine (exatécan);

chaine lourde H-gamma1 humanisée (1-450) [VH (Homo
sapiens IGHV3-23*04 (87.8%) -(IGHD) -IGHJ4*01 (93.3%)
L123>T (115), CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-
120) -Homo sapiens IGHG1*03v (100%) G1m3>G1m17,
nG1m1 CH1 K120, CH3 E12, M14 (CH1 R120>K (217) (121-
218), charniére 1-15 (219-233), CH2 (234-343), CH3 E12
(359), M14 (361) (344-448), CHS (449-450)) (121-450)],
(223-214")-disulfure avec la chaine légére L-kappa
humanisée (1'-214") [V-KAPPA (Homo sapiens IGKV3-11*01
(87.6%) -IGKJ2*01 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-
52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-
214")]; dimere (229-229":232-232")-bisdisulfure, produit dans
des cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1, glycoforme alfa; substitué, sur les atomes
de soufre de six résidus L-cystéinyle en moyenne parmi 223,
229, 232, 214", 223", 229", 232" et 214™, avec des groupes
(3RS)-1-[(2R,10S)-10-benzyl-2-cyclopropyl-1-{[(1S,9S)-9-
éthyl-5-fluoro-9-hydroxy-4-méthyl-10,13-dioxo-
2,3,9,10,13,15-hexahydro-1H,12H-benzo[de]pyrano[3',4":6
,7]indolizino[1,2-b]quinoléin-1-yl]Jamino}-1,6,9,12,15,18-
hexaoxo-3-oxa-5,8,11,14,17-pentaazatricosan-23-yl]-2,5-
dioxopyrrolidin-3-yle (rézétécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens VTCN1
(inhibidor 1 de la activacion de las células T que contiene un
dominio tipo V, miembro H4 de la familia B7, B7H4, B7-H4)],
anticuerpo monoclonal humanizado, conjugado, por seis
residuos de cisteinilo, por término medio a rezetecan, que
comprende un enlace y un derivado de la camptotecina
(exatecan);

cadena pesada H-gamma1 humanizada (1-450) [VH (Homo
sapiens IGHV3-23*04 (87.8%) -(IGHD) -IGHJ4*01 (93.3%)
L123>T (115), CDR-IMGT [8.8.13] (26-33.51-58.97-109)) (1-
120) -Homo sapiens IGHG1*03v (100%) G1m3>G1m17,
nG1m1 CH1 K120, CH3 E12, M14 (CH1 R120>K (217) (121-
218), bisagra 1-15 (219-233), CH2 (234-343), CH3 E12
(359), M14 (361) (344-448), CHS (449-450)) (121-450)],
(223-214")-disulfuro con la cadena ligera L-kappa
humanizada (1'-214') [V-KAPPA (Homo sapiens IGKV3-
11*01 (87.6%) -IGKJ2*01 (100%), CDR-IMGT [6.3.9] (27'-
32'.50'-52'.89'-97")) (1'-107"') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153"), V101 (191")
(108'-214")]; dimero (229-229":232-232")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO),
linea celular CHO-K1, forma glicosilada alfa; sustituido, en
los atomos de azufre de seis residuos de L-cisteinilo en
promedio de 223, 229, 232, 214', 223", 229", 232" y 214",
con grupos (3RS)-1-[(2R,10S)-10-bencil-2-ciclopropil-1-
{[(1S,9S)-9-etil-5-fluoro-9-hidroxi-4-metil-10,13-dioxo-
2,3,9,10,13,15-hexahidro-1H,12H-
benzo[de]pirano[3',4":6,7]indolizino[1,2-b]quinolein-1-
illamino}-1,6,9,12,15,18-hexaoxo-3-oxa-5,8,11,14,17-
pentaazatricosan-23-il]-2,5-dioxopirrolidin-3-ilo (rezetecén)
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGEFTFS NYYMSWVRQA PGKGLEWVAY 50
VSSGGGSTYY SDSVKGRETI SRDNAKNTLY LOMSSLRAED TAVYYCTRES 100
YSQGNYFDYW GQGTTVIVSE ASTKGPSVFEF LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKENW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHODWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREEQ 350
VYTLPPSREE MTKNQVSLTC LVKGFYPSDI AVEWESNGQF ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVEFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

EIVMTQSPAT LSLSPGERAT LSCRASQSIS DYLHWYQQKP GQSPRLLIKF 50
ASQSISGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCQN GHSEFSLTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVOWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428

22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-88" 134194’

23M-88"™ 134"-194"
Inter-H-L (h 5-CL 126)* 223-214" 223"-214"
Inter-H-H (h 11, h 14)*  229.229" 232-232"
*Three of the four inter-chain disulfide bridges are not present, an average of 6 cysteinyl
being conjugated each via a thioether bond to a drug linker.
*Trois des quatre ponts disulfures inter-chaines ne sont pas présents, 4 cystéinyl en moyenne
étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Tres de los cuatro puentes disulfuro inter-catenarios no estan presentes. una media de 4
cisteinil estd conjugada a conectores de principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 300. 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 450, 450"

Modified residues / résidus moditiés / restos modificados*
C (223,229,232, 214", 223" 229" 232" and 214")
*(rezetecar:mAb ~ 4:1)
O o]
GIy*GIy*Phe*GIy*HvO

and epimer at C*
et épimére en C*
y el epimero al C*

N . couH
s X
© H NH,

1-[(2S,5R)-5-({5-[(1R)-2,2-difluorocyclopropyl]-7H-pyrrolo[2,3-
d]pyrimidin-4-yl}amino)-2-methylpiperidin-1-yl]prop-2-en-1-one

1-[(2S,5R)-5-({5-[(1R)-2,2-difluorocyclopropyl]-7H-pyrrolo[2,3-
d]pyrimidin-4-yl}amino)-2-méthylpipéridin-1-yl]prop-2-én-1-one

1-[(2S,5R)-5-({5-[(1R)-2,2-difluorociclopropil]-7H-pirrolo[2,3-
d]pirimidin-4-il}amino)-2-metilpiperidin-1-il]Jprop-2-en-1-ona

C18H21 FZNSO
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immunoglobulin G1-kappa, anti-[Homo sapiens MAPT
(microtubule associated protein tau)], monoclonal
antibody;

H-gamma1 heavy chain (1-442) [VH Musmus/Homsap
(Mus musculus IGHV14-1*02 (82.5%) -(IGHD) -
IGHJ3*01 (83.3%) A128>S (112)/Homo sapiens
IGHV1-69-2*01 (74.5%) -(IGHD) -IGHJ1*01 (100%),
CDR-IMGT [8.8.5] (26-33.51-58.97-101)) (1-112) -
Homo sapiens IGHG1*03v, G1m3>G1m17, nG1m1
CH1 K120, CH3 E12, M14 (CH1 R120>K (209) (113-
210), hinge 1-15 (211-225), CH2 (226-335), CH3 E12
(351), M14 (353) (336-440), CHS (441-442)) (113-
442)], (215-219")-disulfide with L-kappa light chain (1'-
219") [V-KAPPA Musmus/Homsap (Mus musculus
IGKV1-135*01 (90.0%) -IGKJ2*01 (100%)/Homo
sapiens IGKV2-30*02 (90.0%) -IGKJ2*01 (91.7%)
Q120>G (105'), CDR-IMGT [11.3.9] (27'-37'.55'-
57'.94'-102") (1'-112') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (158'), V101
(196") (113'-219")]; dimer (221-221":224-224")-
bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens
MAPT (protéine tau associée aux microtubules)];
anticorps monoclonal;

chaine lourde H-gamma1 (1-442) [VH
Musmus/Homsap (Mus musculus IGHV14-1*02
(82.5%) -(IGHD) -IGHJ3*01 (83.3%) A128>S
(112)/Homo sapiens IGHV1-69-2*01 (74.5%) -(IGHD) -
IGHJ1*01 (100%), CDR-IMGT [8.8.5] (26-33.51-58.97-
101)) (1-112) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14
(CH1 R120>K (209) (113-210), charniere 1-15 (211-
225), CH2 (226-335), CH3 E12 (351), M14 (353) (336-
440), CHS (441-442)) (113-442)], (215-219")-disulfure
avec la chaine légére L-kappa (1'-219'") [V-KAPPA
Musmus/Homsap (Mus musculus IGKV1-135*01
(90.0%) -IGKJ2*01 (100%)/Homo sapiens IGKV2-
30*02 (90.0%) -IGKJ2*01 (91.7%) Q120>G (105'"),
CDR-IMGT [11.3.9] (27'-37'.565'-57".94'-102")) (1'-112") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (158'), V101 (196')) (113'-219")]; dimere
(221-221":224-224")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO),
glycoforme alfa
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inmunoglobulina G1-kappa, anti-[Homo sapiens MAPT
(proteina tau asociada con los microtubulos)];
anticuerpo monoclonal;

cadena pesada H-gamma1 (1-442) [VH Musmus/Homsap (Mus
musculus IGHV14-1*02 (82.5%) -(IGHD) -IGHJ3*01 (83.3%)
A128>S (112)/Homo sapiens IGHV1-69-2*01 (74.5%) -(IGHD) -
IGHJ1*01 (100%), CDR-IMGT [8.8.5] (26-33.51-58.97-101)) (1-112)
-Homo sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120,
CH3 E12, M14 (CH1 R120>K (209) (113-210), bisagra 1-15 (211-
225), CH2 (226-335), CH3 E12 (351), M14 (353) (336-440), CHS
(441-442)) (113-442)], (215-219")-disulfuro con la cadena ligera L-
kappa (1'-219") [V-KAPPA Musmus/Homsap (Mus musculus IGKV1-
135*01 (90.0%) -IGKJ2*01 (100%)/Homo sapiens IGKV2-30*02
(90.0%) -IGKJ2*01 (91.7%) Q120>G (105'), CDR-IMGT [11.3.9]
(27'-37'.55'-57'.94'-102")) (1'-112') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (158'), V101 (196")) (113'-219")];
dimero (221-221":224-224")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H. H")

EVQLVQSGAE VVKPGATVKI SCKASGFNIK DYYLHWVRCR PGOGLEWIGW 50
IDPENGDTVY DPKFQGRATI TADTSTDTAY LQLGSLTSED TAVYFCSTLD 100
FWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT 150
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSSLGT QTYICNVNHK 200
PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLEPP KPKDTLMISR 250
TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEG YNSTYRVVSV 300
LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 350
EEMTKNQVEL TCLVKGEYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFE 400
LYSKLTVDKSE RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GK 442

Light chain / Chaine légére / Cadena ligera (I.", 1.}

DVVMTQSPLS LPVTLGQPAS ISCKSSQSLL DSDGKTYLNW LOQRPGQSFR 50
RLIYLVGKRD SGVPDREFSGS GSGTDFTLKI SRVEAEDVGY YYCWQGTHEFP 100
YTFGGGTKLE IKRTVAAPSV FIFPPSDECL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKALD YEKHKVYACE 200
VTHQGLSSEV TKSFNRGEC 21¢

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  139-195  256-316  362-420
22"-96" 139"-195" 256"-316" 362"-420"

Intra-L (C23-C104) 23-93" 139'-199"

23™-93"  139™-199™
Inter-H-L (h 5-CL 126) 215-219" 215"-219"
Inter-H-H (h 11, h 14)  221-221" 224.224"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:292, 292"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 442, 442"

1-{[2-(3,6-diazabicyclo[3.1.1]heptan-3-yl)-7-(1,3-thiazol-2-yl)-1,3-
benzoxazol-4-ylloxy}-1,1-difluoro-2-methylpropan-2-ol

1-{[2-(3,6-diazabicyclo[3.1.1]heptan-3-yl)-7-(1,3-thiazol-2-yl)-1,3-
benzoxazol-4-ylloxy}-1,1-difluoro-2-méthylpropan-2-ol

1-{[2-(3,6-diazabiciclo[3.1.1]heptan-3-il)-7-(1,3-tiazol-2-il)-1,3-
benzoxazol-4-ilJoxi}-1,1-difluoro-2-metilpropan-2-ol

C19H20F2N,O3S



Recommended INN: List 95

nebaprubart

nébaprubart

nebaprubart

_
N S
0
| )N < NH
HsC OH N
HaC
FF

immunoglobulin G4-kappa, anti-[Homo sapiens FCAR
(Fc alpha receptor, CD89)], humanized monoclonal
antibody;

H-gamma4 heavy chain humanized (1-446) [VH
(Homo sapiens IGHV3-23*01 (89.8%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.8.12] (26-33.51-
58.97-108)) (1-119) -Homo sapiens IGHG4*01,
nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1 (120-217),
hinge 1-12 S10>P (227) (218-229), CH2 L92 (308)
(230-339), CH3 (340-444), CHS (445-446)) (120-446)],
(133-214'")-disulfide with L-kappa light chain
humanized (1'-214") [V-KAPPA (Homo sapiens IGKV1-
39*01 (86.3%) -IGKJ2*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153"), V101 (191")) (108'-214")]; dimer (225-225":228-
228")-bisdisulfide, produced in a cell line from Chinese
hamster ovary (CHO) cells, derived from the cell line
CHO-K1, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens
FCAR (récepteur Fc alpha, CD89)], anticorps
monoclonal humanisé;

chaine lourde H-gamma4 humanisée (1-446) [VH
(Homo sapiens IGHV3-23*01 (89.8%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.8.12] (26-33.51-
58.97-108)) (1-119) -Homo sapiens IGHG4*01,
nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1 (120-217),
charniere 1-12 S10>P (227) (218-229), CH2 L92 (308)
(230-339), CH3 (340-444), CHS (445-446)) (120-446)],
(133-214")-disulfure avec la chaine légére L-kappa
humanisée (1'-214") [V-KAPPA (Homo sapiens IGKV1-
39*01 (86.3%) -IGKJ2*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153'), V101 (191") (108'-214")]; dimére (225-
225":228-228")-bisdisulfure, produit dans une lignée
cellulaire des cellules ovariennes de hamster chinois
(CHO), dérivant de la lignée cellulaire CHO-K1,
glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens FCAR
(receptor Fc alfa, CD89)], anticuerpo monoclonal
humanizado;

cadena pesada H-gamma4 humanizada (1-446) [VH
(Homo sapiens IGHV3-23*01 (89.8%) -(IGHD) -
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IGHJ4*01 (100%), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-
119) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10
(CH1 (120-217), bisagra 1-12 S10>P (227) (218-229), CH2 L92
(308) (230-339), CH3 (340-444), CHS (445-446)) (120-446)], (133-
214")-disulfuro con la cadena ligera L-kappa humanizada (1'-214")
[V-KAPPA (Homo sapiens IGKV1-39*01 (86.3%) -IGKJ2*01
(100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153", V101 (191')) (108'-214")]; dimero (225-225":228-228")-
bisdisulfuro, producido en una linea celular de las células ovaricas
de hamster chino (CHO), linea celular derivada de CHO-K1, forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H")

EVQLLESGCGG LVQPGGSLRL SCAASGLTFS SYGMSWVRCA PGKGLELVAT 50
ISGQGDITYY PDSVKGRETI SRDNSKNTLY LOMNSLRAED TAVYYCARDY 100
DYDYAMDYWG QGTLVTVSSA STKGPSVFPL APCSRSTSES TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTKTY 200
TCNVDHKPSN TKVDKRVESK YGPPCPPCPA PEFLGGPSVE LFPPKPKDTL 250
MISRTPEVTC VVVDVSQEDP EVQFNWYVDG VEVHNAKTKP REEQFNSTYR 300
VVSVLTVLEG DWLNGKEYKC KVSNKGLPSS IEKTISKAKG QPREPQVYTL 350
PPSQEEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSRLT VDKSRWQEGN VEFSCSVMHEA LHNHYTQKSL SLSLGK 446

Light chain / Chaine légére / Cadena ligera (L', L™}

DIQMTQSPSS LSASVGDRVT ITCRASQDII NYLNWYQQKP GKAVKLLIYY 50
TSRLHSGVPS REFSGSGSGTD YTLTISSLUP EDFATYYCQQ GKTLPYTEGQ 100
GTKLEIKRTV AAPSVFIFPF SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  146-202  260-320  366-424
22"-96" 146"-202" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88"  134'-194"
23M-88"  134™-194™
Inter-H-L (CHI 10-CL 126) 133-214' 133"-214™
Inter-H-H (h 8, h 11} 225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 296, 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 446, 446"

immunoglobulin (H-gamma1_L-kappa)_scFvkh-G1(h-CH2-CH3)
anti-[Homo sapiens ENPP3 (ectonucleotide
pyrophosphatase/phosphodiesterase 3, CD203c)] and anti-[Homo
sapiens CD3E (CD3 epsilon, Leu-4)], Homo sapiens and
humanized monoclonal antibody; bispecific, bivalent;

H-gamma1 heavy chain anti-ENPP3 Homo sapiens (H) (1-445) hole
[VH (Homo sapiens IGHV3-21*01 (90.8%) -(IGHD) -IGHJ4*01
(100%), CDR-IMGT [8.8.8] (26-33.51-58.97-104)) (1-115) -Homo
sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3 E12,
M14, 6-G1v14-67 CH2 A1.3, A1.2, S27, 14-G1v33 CH3 S22, A24,
V86 (hole), 10-G1v83 CH3 R115, F116 (CH1 R120>K (212) (116-
213), hinge 1-15 (214-228), CH2 L1.3>A (232), L1.2>A (233),
D27>S (263) (229-338), CH3 E12 (354), M14 (356), T22>S (364),
L24>A (366), Y86>V (405), H115>R (433), Y116>F (434) (339-
443), CHS (444-445)) (116-445)], (218-214")-disulfide with L-kappa
light chain anti-ENPP3 Homo sapiens (L") (1'-214") [V-KAPPA
(Homo sapiens IGKV3-15*01 (98.9%) -IGKJ1*01 (100%), CDR-
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IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (153"), V101 (191")) (108'-214")];
heavy chain scFvkh-G1(h-CH2-CH3) anti-CD3E
humanized (H") (1"-477") knob [scFvkh anti-CD3E
humanized (1"-245"), 11-scFv-v3 C48 (VL)-C10
linker, C13 linker-C120 (VH) [V-KAPPA humanized
(Homo sapiens IGKV3-11*02 (80.0%) -IGKJ4*01
(100%), Q48>C (41"), CDR-IMGT [5.3.9] (27"-
31".49"-51".88"-96")) (1"-106") -18-mer
(GGGSGGSGGCPPCGGSGQG) linker C10 (116"),
C13 (119") (107"-124") -VH humanized (Homo
sapiens IGHV1-46*01 (83.5%) -(IGHD) -IGHJ4*01
(85.7%), Q120>C (237"), CDR-IMGT [8.8.14] (150"-
157".175"-182".221"-234")) (125"-245")] - G1(h-CH2-
CH3) (246"-477") [Homo sapiens IGHG1*03v h-CH2-
CH3-CHS, nG1m1 CH3 E12, M14, 15-G1v37 h S5, 6-
G1v14-67 CH2 A1.3, A1.2, S27, 14-G1v32 CH3 W22
(knob) (hinge 1-15 C5>S(250") (246"-260"), CH2
L1.3>A (264"), L1.2>A (265"), D27>S (295") (261"-
370"), CH3 E12 (386"), M14 (388"), T22>W (396")
(371"-475"), CHS (476"-477"))]I;

dimer (224-256":227-259")-bisdisulfide, produced in
Chinese hamster ovary (CHO) cells, glycoform alfa

immunoglobuline (H-gamma1_L-kappa)_(scFvkh-
G1(h-CH2-CH3)), anti-[Homo sapiens ENPP3
(ectonucléotide pyrophosphatase/phosphodiestérase
3, CD203c)] et anti-[Homo sapiens CD3E (CD3
epsilon, Leu-4)], anticorps monoclonal Homo sapiens
et humanisé; bispécifique, bivalent;

chaine lourde H-gamma1 anti-ENPP3 Homo sapiens
(H) (1-445) hole [VH (Homo sapiens IGHV3-21*01
(90.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT
[8.8.8] (26-33.51-58.97-104)) (1-115) -Homo sapiens
IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3
E12, M14, 6-G1v14-67 CH2 A1.3, A1.2, S27, 14-
G1v33 CH3 S22, A24, V86 (hole), 10-G1v83 CH3
R115, F116 (CH1 R120>K (212') (116'-213"),
charniére 1-15 (214-228), CH2 L1.3>A (232), L1.2>A
(233), D27>S (263) (229- 338), CH3 E12 (354), M14
(356), T22>S (364), L24>A (366), Y86>V (405),
H115>R (433), Y116>F (434) (339-443), CHS (444-
445)) (116-445)], (218-214")-disulfure avec la chaine
légére L-kappa anti-ENPP3 Homo sapiens (1'-214')
[V-KAPPA (Homo sapiens IGKV3-15*01 (98.9%) -
IGKJ1*01 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-
52'.89'-97")) (1'-107") -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101
(191") (108-214")];

chaine lourde scFvkh-G1(h-CH2-CH3) anti-CD3E
humanisée (H") (1"-477") knob [scFvkh anti-CD3E
humanisé (1"-245"), 11-scFv-v3 C48 (VL)-C10 linker,
C13 linker-C120 (VH) [V-KAPPA humanisé (Homo
sapiens IGKV3-11*02 (80.0%) -IGKJ4*01 (100%),
Q48>C (41"), CDR-IMGT [5.3.9] (27"-31".49"-51".88"-
96")) (1"-106") -18-mer
(GGGSGGSGGCPPCGGSGQG) linker C10 (116"),
C13 (119") (107"-124") -[VH humanisé (Homo
sapiens IGHV1-46*01 (83.5%) -(IGHD) -IGHJ4*01
(85.7%), Q120>C (237"), CDR-IMGT [8.8.14] (150"-
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157".175"-182".221"-234")) (125"-245")] - G1(h-CH2-
CH3) (246"-477") Homo sapiens IGHG1*03v h-CH2-
CH3-CHS, nG1m1 CH3 E12, M14, 15-G1v37 h S5, 6-
G1v14-67 CH2 A1.3, A1.2, S27, 14-G1v32 CH3 W22
(knob) (charniere 1-15 C5>§(250") (246"-260"), CH2
L1.3>A (264"), L1.2>A (265"), D27>S (295") (261"-
370"), CH3 E12 (386"), M14 (388"), T22>W (396")
(371"-475"), CHS (476"-477"))]I;

dimere (224-256":227-259")-bisdisulfure, produit dans
des cellules ovariennes de hamster chinois (CHO),
glycoforme alfa

inmunoglobulina (H-gamma1_L-kappa)_(scFvkh-
G1(h-CH2-CH3)), anti-[Homo sapiens ENPP3
(ectonucledtido pirofosfatasa/fosfodiesterasa 3,
CD203c)] y anti-[Homo sapiens CD3E (CD3 épsilon,
Leu-4)], anticuerpo monoclonal Homo sapiens y
humanizado; biespecifico, bivalente;

cadena pesada H-gamma1 anti-ENPP3 Homo
sapiens (H) (1-445) hole [VH (Homo sapiens IGHV3-
21*01 (90.8%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.8] (26-33.51-58.97-104)) (1-115) -Homo
sapiens IGHG1*03v, G1m3>G1m17, nG1m1 CH1
K120, CH3 E12, M14, 6-G1v14-67 CH2 A1.3, A1.2,
S27, 14-G1v33 CH3 S22, A24, V86 (hole), 10-G1v83
CH3 R115, F116 (CH1 R120>K (212') (116'-213'),
bisagra 1-15 (214-228), CH2 L1.3>A (232), L1.2>A
(233), D27>S (263) (229- 338), CH3 E12 (354), M14
(356), T22>S (364), L24>A (366), Y86>V (405),
H115>R (433), Y116>F (434) (339-443), CHS (444-
445)) (116-445)], (218-214")-disulfuro con la cadena
ligera L-kappa anti-ENPP3 Homo sapiens (1'-214")
[V-KAPPA (Homo sapiens IGKV3-15*01 (98.9%) -
IGKJ1*01 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-
52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101
(191") (108-214")];

cadena pesada scFvkh-G1(h-CH2-CH3) anti-CD3E
humanizada (H") (1"-477") knob [scFvkh anti-CD3E
humanizado (1"-245"), 11-scFv-v3 C48 (VL)-C10
enlace, C13 enlace-C120 (VH) [V-KAPPA
humanizada (Homo sapiens IGKV3-11*02 (80.0%) -
IGKJ4*01 (100%), Q48>C (41"), CDR-IMGT [5.3.9]
(27"-31".49"-51".88"-96")) (1"-106") -18-mer
(GGGSGGSGGCPPCGGSGG) enlace C10 (116"),
C13 (119") (107"-124") -[VH humanizado (Homo
sapiens IGHV1-46*01 (83.5%) -(IGHD) -IGHJ4*01
(85.7%), Q120>C (237"), CDR-IMGT [8.8.14] (150"-
157".175"-182".221"-234")) (125"-245")] - G1(h-CH2-
CH3) (246"-477") Homo sapiens IGHG1*03v h-CH2-
CH3-CHS, nG1m1 CH3 E12, M14, 15-G1v37 h S5, 6-
G1v14-67 CH2 A1.3, A1.2, S27, 14-G1v32 CH3 W22
(knob) (bisagra 1-15 C5>S(250") (246"-260"), CH2
L1.3>A (264"), L1.2>A (265"), D27>S (295") (261"-
370"), CH3 E12 (386"), M14 (388"), T22>W (396")
(371"-475"), CHS (476"-477"))]I;

dimero (224-256":227-259")-bisdisulfuro, producido
en las células ovaricas de hamster chino (CHO),
forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada: anti-ENPP3 (H) hole

EVQLVESGGG RVKPGGSLRL SCAASGFTFS DYSMNWVRQA PGKGLEWVSS 50
ISSISSYVKY ADSVKGRETM SRDNAKNSLF LOMNSLRDED MAVYYCARGH 100
YFDYWGQGTL VTVSSASTKG PSVFPLAPSS KSTSGGTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLOSSGLYSL SSVVTVPSSS LGTQTYICNV 200
NHKPSNTKVL KKVEPKSCDK THTCPPCPAP EAAGGPSVFL FPPKPKDTLM 250
ISRTPEVTCV VVSVSHEDPE VKFNWYVDGV EVHNAKTKPR EEQYNSTYRV 300
VSVLTVLHGE WLNGKEYKCK VSNKALPAPI EKTISKAKGQ PREPQVYTLP 350
PSREEMTKNC VSLSCAVKGE YPSDIAVEWE SNGQPENNYK TTPPVLDSDG 400
SFFLVSKLTV DKSRWQQGNV FSCSVMHEAL HNRFTQKSLEZ LSPGK 445

Light chain / Chaine légeére / Cadena ligera: L-kappa anti-ENPP3 (L'}

EIVMTQSPAT LSVSPGERAT LSCRASQSVS SNLAWYQQKP GLAPRLLIYG 50
ASTRATGIPA RFSGSGSGTE FTLTISSLQS EDFAVYYCQQ YNNWPRTEFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Heavy chain / Chaine lourde / Cadena pesada: scFvkh-G1(h-CH2-CH3) anti-CD3E (H"} knob
EIVLTQSPAT LSASPGERVT LSCSASSSVS YMNWYQQOKPG CAPRRWIYDS 50
SKLASGVPAR FSGSGSGRDY TLTISSLEPE DFAVYYCQQOW SRNPPTFGGG 100
TKVEIKGGGS GGSGGCPPCG GSGGQVQLVQ SGAEVKKPGS SVKVSCKASG 150
YTFTRSTMHW VKQAPGQGLE WIGYINPSSA YTNYNQKFQG RVTLTADKST 200
STAYMELSSL RSEDTAVYYC ASPQVHYDYA GFPYWGCGTL VTVSSEPKSS 250
DKTHTCPPCP APEAAGGPSV FLFPPKPKDT LMISRTPEVT CVVVSVSHED 300
PEVKFNWYVLC GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK 350
CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSREEMTK NQVSLWCLVK 400
GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG 450
NVFSCSVMHE ALHNHYTQKS LSLSPGK 477

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 142-198 259-319 365-423

Intra-L' (C23-C104) 23'-88' 134'-164"

Inter-H-L' (h 5-CL 126} 218-214'

Intra-H" (C23-C104) 23"-87" 146"-220" 291"-351" 397"-455"
Intra-H" (C48 VL-C10 linker)* ~ 41"-116"

Intra-H" (C13 linker-VH C120)*  119".237"

Inter-H-H” (h 11. h 14) 224-256" 227-259"

*Engineered additional bonds to stabilize the scFv (11-scFv-v3 variant).
Total number of disulfide bridges: 15 (12 intra-, 3 inter-).

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 295, 327"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 445, 477"

human culture expanded activated autologous tumour-infiltrating
lymphocytes (TIL) isolated from melanoma or other advanced
malignant solid tumours. The cells are mechanically isolated from
resected tumour biopsy and cultured in serum-free media
containing recombinant interleukin 2 (IL-2), IL-7 and IL-15. The cells
are then activated and expanded in culture vessels coated with anti-
CD3 and anti-CD28 antibodies and media containing human AB
serum, IL-2, IL-7 and IL-15 without feeder cells. The final substance
is a combination of natural killer (NK) cells and T lymphocytes, with
the CD45+CD3+ T lymphocytes >60% and the proportion of T
lymphocytes / NK cells 290%. The T lymphocytes demonstrate
cytolytic activity (210%) against a genetically modified cancer cell
line (SKOV3) and secrete interferon gamma (IFN-y) in a co-culture-
based assay

lymphocytes infiltrants les tumeurs (LIT) autologues humains,
activés et développés en culture, isolés de mélanomes ou d'autres
tumeurs solides malignes avancées. Les cellules sont isolées
mécaniquement a partir d'une biopsie tumorale réséquée et
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cultivées dans un milieu sans sérum contenant de l'interleukine 2
(IL-2), de I'lL-7 et de I'lL-15 recombinantes. Les cellules sont
ensuite activées et développées dans des récipients de culture
recouverts d'anticorps anti-CD3 et anti-CD28 et dans un milieu
contenant du sérum humain AB, de I'lL-2, de I'lL-7 et de I'lL-15,
sans cellules nourriciéres. La substance finale est une combinaison
de cellules tueuses naturelles (NK) et de lymphocytes T, avec des
lymphocytes T CD45+CD3+ >60% et une proportion de
lymphocytes T / cellules NK 290%. Les lymphocytes T présentent
une activité cytolytique (210%) contre une lignée cellulaire
cancéreuse génétiguement modifiée (SKOV3), et sécretent de
I'interféron gamma (IFN-y) lors d'un test de co-culture

linfocitos infiltrantes de tumor (TIL) autélogos humanos, activados y
expandidos en cultivo, aislados de melanoma o otros tumores
soélidos malignos avanzados. Las células se aislan mecanicamente
a partir de biopsias de tumor extirpado y se cultivan en medio libre
de suero que contiene interleuquina 2 (IL-2), IL-7 e IL-15. Las
células después se activan y expanden en cultivo en frascos
forrados con anticuerpos anti-CD3 y anti-CD-28 y medio que
contiene suero AB humano, IL-2, IL-7 e IL-15 sin células
alimentadoras. La substancia final es una combinacion de células
NK'y linfocitos T, con los linfocitos T CD45+CD3+ >60% y la
proporcion de linfocitos T / células NK 290%. Los linfocitos T
muestran actividad citotolitica (=10%) frente a una linea de células
cancerosas modificada genéticamente (SKOV3) y secretan
interferon gamma (IFN-y) en un ensayo basado en co-cultivo

immunoglobulin G1-kappa, anti-[Homo sapiens NECTIN4 (nectin-4,
nectin cell adhesion molecule 4, PVRL4, poliovirus receptor-related
4, PPR4, LNIR)], Homo sapiens monoclonal antibody;

H-gamma1 heavy chain Homo sapiens (1-455) [VH (Homo sapiens
IGHV3-23*03 (95.9%) -(IGHD) -IGHJ6*01 (100%), CDR-IMGT
[8.7.19] (26-33.51-57.96-114)) (1-125) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (222) (126-
223), hinge 1-15 (224-238), CH2 (239-348),CH3 D12 (364), L14
(366) (349-453), CHS (454-455)) (126-455)], (228-214")-disulfide
with L-kappa light chain Homo sapiens (1'-214") [V-KAPPA (Homo
sapiens IGKV1-39*01 (100%) -IGKJ5*01 (91.7%), CDR-IMGT
[6.3.9] (27'-32'.50'-52".89'-97")) (1'-107") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191"))
(108'-214")]; dimer (234-234":237-237")-bisdisulfide, produced in
Chinese hamster ovary (CHO) cells, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens NECTIN4 (nectine-
4, molécule d'adhésion cellulaire nectine 4, PVRL4, apparenté 4 du
récepteur du poliovirus, PPR4, LNIR)], anticorps monoclonal Homo
sapiens;

chaine lourde H-gamma1 Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*03 (95.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
IMGT [8.7.19] (26-33.51-57.96-114)) (1-125) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(222) (126-223), charniéere 1-15 (224-238), CH2 (239-348), CH3
D12 (364), L14 (366) (349-453), CHS (454-455)) (126-455)], (228-
214')-disulfure avec la chaine légére L-kappa Homo sapiens (1'-
214") [V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -IGKJ5*01
(91.7%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
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(153'), V101 (191")) (108'-214")]; dimére (234-234":237-237")-
bisdisulfure, produit dans des cellules ovariennes de hamster
chinois (CHO), glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens NECTIN4 (nectina-
4, molécula de adhesion celular nectina 4, PVRL4, receptor del
poliovirus relacionado 4, PPR4, LNIR)], anticuerpo monoclonal
Homo sapiens;

cadena pesada H-gamma1 Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*03 (95.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
IMGT [8.7.19] (26-33.51-57.96-114)) (1-125) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(222) (126-223), bisagra 1-15 (224-238), CH2 (239-348), CH3 D12
(364), L14 (366) (349-453), CHS (454-455)) (126-455)], (228-214")-
disulfuro con la cadena ligera L-kappa Homo sapiens (1'-214") [V-
KAPPA (Homo sapiens IGKV1-39*01 (100%) -IGKJ5*01 (91.7%),
CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101
(191") (108'-214")]; dimero (234-234":237-237")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO), forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H. H")

EVQLLESGCGG LVQPGGSLRL SCAASGFTFS SYAMSWVRCA PGKGLEWVSA 50
IYSGGSTYYA DSVKGRFTIS RDNSKNTLYL QMNSLRAEDT AVYYCTRHGG 100
DSGSWSYYYY GMDVWGQGTIT VIVSSASTKG PSVFPLAPSS KSTSGGTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLOSSGLYSL SSVVTVPSSS 200
LGTQTYICNV NHKPSNTKVLD KKVEPKSCDK THTCPPCPAP ELLGGPSVFL 250
FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE VKENWYVDGV EVHNAKTKPR 300
EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKCQ 350
PREPQVYTLP PSRDELTKNG VSLTCLVKGE YPSDIAVEWE SNGQPENNYK 400
TTPPVLDSDG SEFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS 450
LSPGK 455

Light chain / Chaine légére / Cadena ligera (L', L™}

DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQOKP GKAPKLLIYA 50
ASSLOSGVPS REFSGSGSGTD FTLTISSLCP EDFATYYCQQ SYSTPLTEGE 100
GTRLEIKRTV AAPSVFIFPF SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95 152-208  269-329  375-433
22"-95" 152"-208" 269"-329" 375"-433"
Intra-L (C23-C104) 23-88"  134-194’
23M-88"  134™-194"
Inter-H-L (h 5-CL 126) 228-214" 228"-214"™
Inter-H-H (h 11, h 14y 234-234" 237-237"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 305, 305"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 455, 455"

immunoglobulin G1-kappa, anti-[Homo sapiens NECTIN4 (nectin-
4, nectin cell adhesion molecule 4, PVRLA4, poliovirus receptor-
related 4, PPR4, LNIR)], Homo sapiens monoclonal antibody,
conjugated on an average of four cysteinyl residues to rezetecan,
comprising a linker and a camptothecin derivative (exatecan);

H-gamma1 heavy chain Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*03 (95.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
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IMGT [8.7.19] (26-33.51-57.96-114)) (1-125) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (222) (126-223), hinge 1-15 (224-238), CH2 (239-348),
CH3 D12 (364), L14 (366) (349-453), CHS (454-455)) (126-455)],
(228-214'")-disulfide with L-kappa light chain Homo sapiens (1'-
214") [V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -IGKJ5*01
(91.7%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153'), V101 (191")) (108'-214")]; dimer (234-234":237-
237")-bisdisulfide, produced in Chinese hamster ovary (CHO)
cells, glycoform alfa; produced in Chinese hamster ovary (CHO)
cells, glycoform alfa; substituted at the sulfur atoms of four L-
cysteinyl residues on an average among 228, 234, 237, 214,
228", 234", 237" and 214" with (3RS)-1-[(2R,10S)-10-benzyl-2-
cyclopropyl-1-{[(1S,9S)-9-ethyl-5-fluoro-9-hydroxy-4-methyl-
10,13-diox0-2,3,9,10,13,15-hexahydro-1H,12H-
benzo[de]pyrano[3',4":6,7]indolizino[1,2-b]quinolin-1-yl]Jamino}-
1,6,9,12,15,18-hexaoxo-3-oxa-5,8,11,14,17-pentaazatricosan-23-
yl]-2,5-dioxopyrrolidin-3-yl (rezetecan) groups

immunoglobuline G1-kappa, anti-[Homo sapiens NECTIN4
(nectine-4, molécule d'adhésion cellulaire nectine 4, PVRL4,
apparenté 4 du récepteur du poliovirus, PPR4, LNIR)], anticorps
monoclonal Homo sapiens, conjugué par quatre résidus
cystéinyles en moyenne au rézétécan, comprenant un linker et
un dérivé de la camptothécine (exatécan);

chaine lourde H-gamma1 Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*03 (95.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
IMGT [8.7.19] (26-33.51-57.96-114)) (1-125) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (222) (126-223), charniére 1-15 (224-238), CH2 (239-348),
CH3 D12 (364), L14 (366) (349-453), CHS (454-455)) (126-455)],
(228-214'")-disulfure avec la chaine légére L-kappa Homo sapiens
(1'-214") [V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -
IGKJ5*01 (91.7%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97"))
(1'-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (153'"), V101 (191")) (108'-214")]; dimeére (234-
234":237-237")-bisdisulfure, produit dans des cellules ovariennes
de hamster chinois (CHO), glycoforme alfa; substitué, sur les
atomes de soufre de quatre résidus L-cystéinyle en moyenne
parmi 228, 234, 237, 214', 228", 234", 237" et 214", avec des
groupes (3RS)-1-[(2R,10S)-10-benzyl-2-cyclopropyl-1-{[(1S,9S)-
9-éthyl-5-fluoro-9-hydroxy-4-méthyl-10,13-dioxo-2,3,9,10,13,15-
hexahydro-1H,12H-benzo[de]pyrano[3',4":6 ,7]indolizino[1,2-
b]quinoléin-1-ylJamino}-1,6,9,12,15,18-hexaoxo-3-oxa-
5,8,11,14,17-pentaazatricosan-23-yl]-2,5-dioxopyrrolidin-3-yle
(rézétécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens NECTIN4
(nectina-4, molécula de adhesioén celular nectina 4, PVRL4,
receptor del poliovirus relacionado 4, PPR4, LNIRY)], anticuerpo
monoclonal Homo sapiens, conjugado, por cuatro residuos de
cisteinilo, por término medio a rezetecan, que comprende un
enlace y un derivado de la camptotecina (exatecan);

cadena pesada H-gamma1 Homo sapiens (1-455) [VH (Homo
sapiens IGHV3-23*03 (95.9%) -(IGHD) -IGHJ6*01 (100%), CDR-
IMGT [8.7.19] (26-33.51-57.96-114)) (1-125) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (222) (126-223), bisagra 1-15 (224-238), CH2 (239-348),
CH3 D12 (364), L14 (366) (349-453), CHS (454-455)) (126-455)],
(228-214")-disulfuro con la cadena ligera L-kappa Homo sapiens
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(1'-214") [V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -
IGKJ5*01 (91.7%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97"))
(1'-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (153'), V101 (191")) (108'-214")]; dimero (234-
234":237-237")-bisdisulfuro, producido en las células ovaricas de
hamster chino (CHO), forma glicosilada alfa; sustituido, en los
atomos de azufre de cuatro residuos de L-cisteinilo en promedio
de 228, 234, 237, 214', 228", 234", 237" y 214", con grupos
(3RS)-1-[(2R,10S)-10-bencil-2-ciclopropil-1-{[(1S,9S)-9-etil-5-
fluoro-9-hidroxi-4-metil-10,13-dioxo-2,3,9,10,13,15-hexahidro-
1H,12H-benzo[de]pirano[3',4":6,7]indolizino[1,2-b]quinolein-1-
illamino}-1,6,9,12,15,18-hexaoxo-3-oxa-5,8,11,14,17-
pentaazatricosan-23-il]-2,5-dioxopirrolidin-3-ilo (rezetecan)

Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGCGG LVQPGGSLRL SCAASGFTFS SYAMSWVRCA PGKGLEWVSA 50
IYSGGSTYYA DSVKGRFTIS RDNSKNTLYL QMNSLRAEDT AVYYCTRHGG 100
DSGSWSYYYY GMDVWGQGTT VTVSSASTKG PSVFPLAPSS KSTSGGTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLOSSGLYSL SSVVTVPSSS 200
LGTQTYICNV NHKPSNTKVLC KKVEPKSCDK THTCPPCPAP ELLGGPSVFL 250
FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE VKENWYVDGV EVHNAKTKPR 300
EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKCQ 350
PREPQVYTLP PSRDELTKNQ VSLTCLVKGE YPSDIAVEWE SNGQPENNYK 400
TTPPVLDSDG SEFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS 450
LSPGK 455

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQOKEF GKAPKLLIYA 50
ASSLOSGVPS RESGSGSGTD FTLTISSLCP EDFATYYCQQ SYSTPLTEGE 100
GTRLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95 152-208  269-329  375-433

22"-95" 152"-208" 269"-329" 375"-433"
Intra-L (C23-C104) 23-88" 134'-194°

23"-88"  134™-194"
Inter-H-L (h 5-CL 126) 228-214' 228"-214™
Inter-H-H (h 11, h 14)  234-234" 237-237"
*Two or three of the four inter-chain disulfide bridges are not present, an average of 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des quatre ponts disulfures inter-chaines ne sont pas présents. 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Dos o tres de los cuatro puentes disulfuro inter-catenarios no estan presentes. una media
de 4 cisteinil estd conjugada a conectores de principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 305, 305"

TFucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 455, 455"

Modified residues / résidus modifiés / restos modificados*
C(228.234,237,214', 228", 234", 237", 214")
*(rezetecammAb ~ 4:1)

o [e]

GW*GW*PM*GW*N\V/O

and epimer at C*
et épimére en C*
y elepimero al C*

N b, CoaH
Ls X
© H NH,



ocipumaltib

ocipumaltib

ocipumaltib

odafosfamide

odafosfamide

odafosfamida
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N-{6-chloro-4-[(1S)-1-methoxyethyl]-1,5-naphthyridin-
3-yl}-N'-[6-(2H-1,2,3-triazol-2-yl)-5-
(trifluoromethyl)pyridin-3-yljurea

N-{6-chloro-4-[(1S)-1-méthoxyéthyl]-1,5-naphtyridin-3-
yI}-N'-[6-(2H-1,2,3-triazol-2-yl)-5-
(trifluorométhyl)pyridin-3-yljurée

N-{6-cloro-4-[(1S)-1-metoxietil]-1,5-naftiridin-3-il}-N'-[6-
(2H-1,2,3-triazol-2-il)-5-(trifluorometil)piridin-3-iljurea

C20H16CIF3NgO>

CF; N§>
|
N N_ 7

| A o | X N
SN N
cl N 7SN N 7
H H
H3C =
L OCH;

(1S)-1-{3-[3-(dimethylcarbamoyl)phenoxy]-4-
nitrophenyl}ethyl bis(aziridin-1-yl)phosphinate

bis(aziridin-1-yl)phosphinate de (1S)-1-{3-[3-
(diméthylcarbamoyl)phénoxy]-4-nitrophényl}éthyle

bis(aziridin-1-il)fosfinato de (1S)-1-{3-[3-
(dimetilcarbamoil)fenoxil-4-nitrofenil}etilo

Ca1H25N4O6P

N OH CHs o
\W4 '\
P o ~CHs

VN O l}l

NO,

recombinant non-replicating adeno-associated virus
serotype 1 (rAAV1) vector encoding feline
erythropoietin (fEPO) under control of a human
cytomegalovirus (CMV) immediate early
enhancer/chicken B-actin hybrid promoter and a rabbit
-globin (RBG) polyadenylation (polyA) signal. The
expression cassette also contains a chimeric intron
consisting of intron 1 of the chicken B-actin gene and a
3'-splice acceptor region from the rabbit 3-globin gene
upstream of the transgene and is flanked by AAV2
inverted terminal repeats

vecteur recombinant non réplicatif du virus adéno-
associé de sérotype 1 (rAAV1) codant I'érythropoiétine
féline (fEPO) sous le contrdle d'un promoteur hybride
activateur précoce immédiat du cytomégalovirus
humain (CMV)/B-actine de poulet et d'un signal de
polyadénylation (polyA) de la B-globine de lapin
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ogivetgén parvec

olastrocel

olastrocel

(RBG). La cassette d'expression contient également
un intron chimérique constitué de I'intron 1 du géne de
la B-actine de poulet et d'une région acceptrice
d'épissage en 3' du géne de la B-globine de lapin en
amont du transgene, et est flanquée de répétitions
terminales inversées du géne AAV2

vector de virus adenoasociado del serotipo 1,
recombinante (rAAV1), no replicativo, que codifica la
eritropoyetina felina (fFEPO) bajo el control de un
potenciador inmediato temprano de citomegalovirus
(CMV) humano/promotor hibrido de la B-actina de
pollo y una sefial de poliadenilacion (poliA) de la 3-
globina de conejo (RBG). El casete de expresion
también contiene un intrén quimérico que consta del
intrén 1 de la B-actina de pollo y una regién aceptora
del procesamiento 3' del gen de la 3-globina de conejo
mas arriba del transgén y esta flanqueado por
repeticiones terminales invertidas de AAV2

allogeneic mesenchymal stromal cells (MSC), culture
expanded from a master cell bank (MCB), derived from
umbilical cord subepithelial tissue digested by a
recombinant enzyme of non-animal origin, excluding
cells derived from Wharton's jelly or blood. The MCB is
created by initial culture of the cells from cord tissue in
xeno-free medium containing 10% human platelet
lysate, followed by the explants being further
expanded in xeno-free medium containing 10% human
platelet lysate. Defrosted cells from the MCB are
further sub-cultured in medium containing 5% human
platelet lysate. The MSC cells can differentiate into
osteoblasts, chondrocytes, and adipocytes, and have
the capability to differentiate into various other cell
types. The MSCs express high levels (290%) of
multipotent stromal cell markers CD90 and CD105 and
low levels (£10%) of CD34 and CD45 and demonstrate
inhibition of tumour necrosis factor alpha (TNFa)
secretion by lipopolysaccharide (LPS)-activated
macrophages in a co-culture assay

cellules stromales mésenchymateuses (CSM)
allogéniques développées en culture a partir d'une
banque de cellules méres (BCM), dérivées du tissu
sous-épithélial de cordon ombilical digéré par une
enzyme recombinante d'origine non animale, a
I'exclusion des cellules issues de la gelée de Wharton
ou du sang. La BCM est créée par la culture initiale
des cellules du tissu ombilical dans un milieu sans
xénogreffe contenant 10 % de lysat plaquettaire
humain, puis par une nouvelle expansion des explants
dans un milieu sans xénogreffe contenant 10% de
lysat plaquettaire humain. Les cellules décongelées de
la BCM sont ensuite repiquées dans un milieu
contenant 5% de lysat plaquettaire humain. Les CSM
peuvent se différencier en ostéoblastes, chondrocytes
et adipocytes, et ont la capacité de se différencier en
divers autres types cellulaires. Les CSM expriment des
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niveaux élevés (=290 %) de marqueurs de cellules stromales multipotentes
CD90 et CD105 et de faibles niveaux (£10%) de CD34 et CD45 et
démontrent une inhibition de la sécrétion du facteur de nécrose tumorale
alpha (TNFa) par les macrophages activés par le lipopolysaccharide
(LPS), dans un test de co-culture

olastrocel células estromales mesenquimales (MSC) alogénicas, expandidas en
cultivo a partir de un banco de células maestro (BCM), derivadas del
tejido subepitelial de corddn umbilical digerido mediante una enzima
recombinante de origen no animal, excluyendo células derivadas de la
gelatina de Wharton o de la sangre. El BCM se crea mediante el cultivo
inicial de las células de tejido del cordén en medio sin sustancias
xenogeénicas que contiene un 10% de lisado plaquetario humano, seguido
por expansion adicional de los explantes en medio sin sustancias
xenogénicas que contiene 10% de lisado plaguetario humano. Las células
descongeladas del BCM se subcultivan adicionalmente en medio que
contiene un 5% de lisado plaquetario humano. Las MSC pueden
diferenciarse en osteoblastos, condrocitos y adipocitos, y tienen la
capacidad de diferenciarse en otros varios tipos celulares. Las MSC
expresan altos niveles (290%) de los marcadores de células estromales
multipotentes CD90 y CD105, y bajos niveles (<10%) de CD34 y CD45, y
muestran inhibicion de la secrecion de factor de necrosis tumoral alfa
(TNFa) en un ensayo de co-cultivo con macréfagos activados por
lipopolisacarido (LPS)

olsutamig immunoglobulin (H-gamma4_L-kappa)_( H-gamma4_L-kappa), anti-
[Homo sapiens FOLH1 (folate hydrolase, prostate specific membrane
antigen, PSMA)] and anti-[Homo sapiens CD3E (CD3 epsilon, Leu-4)],
Homo sapiens monoclonal antibody, bispecific, bivalent;
H-gamma4 heavy chain anti-FOLH1 Homo sapiens (H) (1-450) [VH
(Homo sapiens IGHV3-30%18 (94.9%) -(IGHD) -IGHJ1*01 (90.9%)
L123>M (119), CDR-IMGT [8.8.17] (26-33.51-58.97-113)) (1-124) -Homo
sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10, 1-G4v50 CH2
delE1.4, P1.3, V1.2, A1.1(CH1 (125-222), hinge 1-12 S10>P (232) (223-
234), CH2 E1.4>del, L1.3>P (237), L1.2>V (238), G1.1>A (239), L92
(312) (235-343), CH3 (344-448), CHS (449-450)) (125-450)], (138-215')-
disulfide with common L-kappa light chain Homo sapiens (L") (1'-215") [V-
KAPPA (Homo sapiens IGKV1-39*01 (100%) -IGKJ5*01 (100%), CDR-
IMGTI[6.3.10] (27'-32'.50'-52'.89'-98'")) (1'-108') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192') (109'-
215')];
H-gamma4 heavy chain anti-CD3 Homo sapiens (H") (1"-450") [VH
(Homo sapiens IGHV3-9*01 (99.0%) -(IGHD) -IGHJ6*01 (94.7%), CDR-
IMGT [8.8.17] (26"-33".51"-58".97"-113")) (1"-124") -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10, 1-G4v50 CH2 delE1.4,
P1.3, V1.2, A1.1, 10-G4v8 CH3 R115, F116, P125(CH1 (125"-222"),
hinge 1-12 S10>P (232") (223"-234"), CH2 E1.4>del, L1.3>P (237"),
L1.2>V (238"), G1.1>A (239"), L92 (312") (235"-343"), CH3 H115>R
(438), Y116>F (439), L125>P (448) (344"-448"), CHS (449"-450")) (125"-
450")], (138"-215")-disulfide with common L-kappa light chain Homo
sapiens (L") (1"-215") [V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -
IGKJ5*01 (100%), CDR-IMGT [6.3.10] (27"-32".50"-52".89"-98"")) (1"-
108™) -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (154™), V101 (192™) (109"-215")];
dimer (230-230":233-233")-bisdisulfide, produced in Chinese hamster
ovary (CHO) cells, cell line CHO-K1, glycoform alfa

olsutamig immunoglobuline (H-gamma4_L-kappa)_(H-gamma4_L-kappa), anti-
[Homo sapiens FOLH1 (folate hydrolase, antigéne membranaire



Recommended INN: List 95

olsutamig

spécifique de la prostate, PSMA)] et anti-[Homo sapiens CD3E (CD3
epsilon, Leu-4)], anticorps monoclonal Homo sapiens, bispécifique,
bivalent;

chaine lourde H-gamma4 anti-FOLH1 Homo sapiens (H) (1-450) [VH
(Homo sapiens IGHV3-30*18 (94.9%) -(IGHD) -IGHJ1*01 (90.9%)
L123>M (119), CDR-IMGT [8.8.17] (26-33.51-58.97-113)) (1-124) -Homo
sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10, 1-G4v50 CH2
delE1.4, P1.3, V1.2, A1.1(CH1 (125-222), charniere 1-12 S10>P (232)
(223-234), CH2 E1.4>del, L1.3>P (237), L1.2>V (238), G1.1>A (239), L92
(312) (235-343), CH3 (344-448), CHS (449-450)) (125-450)], (138-215')-
disulfure avec la chaine légere L-kappa commune Homo sapiens (L') (1'-
215") [V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -IGKJ5*01 (100%),
CDR-IMGT [6.3.10] (27'-32'.50'-52'.89'-98")) (1'-108') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192')
(109'-215")];

chaine lourde H-gamma4 anti-CD3 Homo sapiens (H") (1"-450") [VH
(Homo sapiens IGHV3-9*01 (99.0%) -(IGHD) -IGHJ6*01 (94.7%), CDR-
IMGT [8.8.17] (26"-33".51"-58".97"-113")) (1"-124") -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10, 1-G4v50 CH2 delE1.4,
P1.3, V1.2, A1.1, 10-G4v8 CH3 R115, F116, P125(CH1 (125"-222"),
charniére 1-12 S10>P (232") (223"-234"), CH2 E1.4>del, L1.3>P (237"),
L1.2>V (238"), G1.1>A (239"), L92 (312") (235"-343"), CH3 H115>R
(438), Y116>F (439), L125>P (448) (344"-448"), CHS (449"-450")) (125"-
450")], (138"-215")-disulfure avec la chaine légere L-kappa commune
Homo sapiens (L") (1"-215™) [V-KAPPA (Homo sapiens IGKV1-39*01
(100%) -IGKJ5*01 (100%), CDR-IMGT [6.3.10] (27"-32".50™"-52".89""-
98™)) (1"-108") -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (154™), V101 (192™) (109"-215")];

dimeére (230-230":233-233")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa

inmunoglobulina (H-gamma4_L-kappa)_(H-gamma4_L-kappa), anti-
[Homo sapiens FOLH1 (folato hidrolasa, antigeno membranario
especifico de la préstata, PSMA)] y anti-[Homo sapiens CD3E (CD3
épsilon, Leu-4)], anticuerpo monoclonal Homo sapiens, biespecifico,
bivalente;

cadena pesada H-gamma4 anti-FOLH1 Homo sapiens (H) (1-450) [VH
(Homo sapiens IGHV3-30*18 (94.9%) -(IGHD) -IGHJ1*01 (90.9%)
L123>M (119), CDR-IMGT [8.8.17] (26-33.51-58.97-113)) (1-124) -Homo
sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10, 1-G4v50 CH2
delE1.4, P1.3, V1.2, A1.1(CH1 (125-222), bisagra 1-12 S10>P (232) (223-
234), CH2 E1.4>del, L1.3>P (237), L1.2>V (238), G1.1>A (239), L92
(312) (235-343), CH3 (344-448), CHS (449-450)) (125-450)], (138-215')-
disulfuro con la cadena ligera L-kappa comin Homo sapiens (L') (1'-215'")
[V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -IGKJ5*01 (100%), CDR-
IMGT [6.3.10] (27'-32'.50'-52'.89'-98")) (1'-108') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192') (109'-
215)]

cadena pesada H-gamma4 anti-CD3 Homo sapiens (H") (1"-450") [VH
(Homo sapiens IGHV3-9*01 (99.0%) -(IGHD) -IGHJ6*01 (94.7%), CDR-
IMGT [8.8.17] (26"-33".51"-58".97"-113")) (1"-124") -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10, 1-G4v50 CH2 delE1.4,
P1.3, V1.2, A1.1, 10-G4v8 CH3 R115, F116, P125(CH1 (125"-222"),
bisagra 1-12 S10>P (232") (223"-234"), CH2 E1.4>del, L1.3>P (237"),
L1.2>V (238"), G1.1>A (239"), L92 (312") (235"-343"), CH3 H115>R
(438), Y116>F (439), L125>P (448) (344"-448"), CHS (449"-450")) (125"-
450")], (138"-215")-disulfuro con la cadena ligera L-kappa comin Homo
sapiens (L") (1"-215") [V-KAPPA (Homo sapiens IGKV1-39*01 (100%) -
IGKJ5*01 (100%), CDR-IMGT [6.3.10] (27"-32".50"-52".89"-98"")) (1"-
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108™) -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (154™), V101 (192™) (109™-215")];

dimero (230-230":233-233")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), linea celular CHO-K1, forma glicosilada
alfa

Heavy chain / Chaine lourde / Cadena pesada: H-gammad anti-FOLH1 (H)

QVQLVESGGG VVQPGRSLRL SCAASGFTEFS SYGMHWVRCA PGKGLEWVAV 50
ISYAGNNKYY ADSVKGRETV SRDNSKKTLY LOMNSLRSED TAVYYCAKDE 100
YYDFLTDPDV LDIWGQGTMV TVSSASTKGP SVEFPLAPCSR STSESTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQOSSGLYSLES SVVTVPSSSL 200
GTKTYTCNVD HKPSNTKVDK RVESKYGPPC PPCPAPPVAG PSVFLFPPKE 250
KDTLMISRTP EVTCVVVDVS QEDPEVQENW YVDGVEVHNA KTKPREEQFN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKG LPSSIEKTIS KAKGQPREFQ 350
VYTLPPSQEE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSEFFLY SRLTVDKSRW QEGNVESCSV MHEALHNHYT QKSLSLSLCGK 450

Heavy chain / Chaine lourde / Cadena pesada: H-gammad anti-CD3 (H")

EVQLVESGCGG LVQPGRSLRL SCAASGETEFD DYSMHWVRCA PGKGLEWVSG 50
ISWNSGSIGY ADSVKGRETI SRDNAKNSLY LOMNSLRAED TALYYCAKYG 100
SGYGKEFYYYG MDVWGQGTTV TVSSASTKGP SVEFPLAPCSR STSESTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQOSSGLYSLES SVVTVPSSSL 200
GTKTYTCNVD HKPSNTKVDK RVESKYGPPC PPCPAPPVAG PSVFLFPPKE 250
KDTLMISRTP EVTCVVVDVS QEDPEVQENW YVDGVEVHNA KTKPREEQFN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKG LPSSIEKTIS KAKGQPREFQ 350
VYTLPPSQEE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSEFFLY SRLTVDKSRW QEGNVESCSV MHEALHNRFT QKSLSLSPCGK 450

Light chain / Chaine légére / Cadena ligera: L-kappa common (L', L"}

DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQKE GKAPKLLIYA 50
ASSLOSGVPS REFSGSGSGTD FTLTISSLGP EDFATYYCQQ SYSTPPITEG 100
QGTRLEIKRT VAAPSVFIFF PSDEQLKSGT ASVVCLLNNE YPREAKVQWK 150
VDNALQSGNKS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSE NRGEC 215

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104)  22-96 151-207  264-324 370-428

Intra-H" (C23-C104) 22"-96" 151"-207" 264"-324" 370"-428"

Intra-L' (C23-C104)  23-88" 135-195'

Intra-L" (C23-C104) 23"-88" 135™-195"

Inter-H-L', inter-H"-L"™ (CHI 10-CL 126) 138-215" 138"-215™

Inter-H-H" (h 8,h 11} 230-230" 233-233"

Total number of disulfide bridges: 16 (12 intra-, 4 inter-).

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q = pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE, S-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 300, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 450, 450"

immunoglobulin only-heavy-chain G1 (VH-VH-VH-h-CH2-CH3-CHS)
dimer, anti-[Homo sapiens TNFRSF4 (tumor necrosis factor receptor
(TNFR) superfamily member 4, OX40, CD134)], humanized monoclonal
antibody, monospecific, hexavalent;

only-heavy-chain G1 (VH-VH-VH-h-CH2-CH3-CHS) humanized (1-588)
[VH (Homo sapiensIGHV3-23*01 (81.6%) -(IGHD) -IGHJ1*01 (100%)
W118>R (105), CDR-IMGT [8.8.8] (26-33.51-58.97-104)) (1-113) -8-
mer (lysyl-prolyl-bis(diglycyl-seryl) linker (114-121) -VH (Homo
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ordastobart

ordastobart

sapiens IGHV3-23*01 (81.6%) -(IGHD) -IGHJ1*01 (100%)
W118>R (226), CDR-IMGT [8.8.8] (147-154.172-179.218-
225)) (122-234) -8-mer (lysyl-prolyl-diglycyl-diseryl-glycyl-
seryl) linker (235-242) -VH (Homo sapiens IGHV3-23*01
(81.6%) -(IGHD) -IGHJ1*01 (100%) W118>R (347), CDR-
IMGT [8.8.8] (268-275.293-300.339-346)) (243-355) -6-mer
(lysyl-prolyl-tetraglycyl) linker (356-361) -Homo sapiens
IGHG1*01 h-CH2-CH3-CHS (100%) G1m17,1 CH3 D12, L14
(hinge 6-15 (362-371), CH2 (372-481), CH3 D12 (497), L14
(499) (482-586), CHS (587-588)) (362-588)];dimer (367-
367":370-370")-bisdisulfide, produced in Chinese hamster
ovary (CHO) cells, cell line CHO-DG44, glycoform alfa

immunoglobuline chaine-lourde-seulement G1 (VH-VH-VH-h-
CH2-CH3-CHS) dimeére, anti-[Homo sapiens TNFRSF4
(membre 4 de la superfamille des récepteurs des facteurs de
nécrose tumorale (TNFR), OX40, CD134)], anticorps
monoclonal humanisé, monospécifique, hexavalent;
chaine-lourde-seulement G1 (VH-VH-VH-h-CH2-CH3-CHS)
humanisée (1-588) [VH (Homo sapiens IGHV3-23*01 (81.6%)
-(IGHD) -IGHJ1*01 (100%) W118>R (105), CDR-IMGT [8.8.8]
(26-33.51-58.97-104)) (1-113) -8-mer (lysyl-prolyl-bis(diglycyl-
séryl) linker (114-121) -VH (Homo sapiens IGHV3-23*01
(81.6%) -(IGHD) -IGHJ1*01 (100%) W118>R (226), CDR-
IMGT [8.8.8] (147-154.172-179.218-225)) (122-234) -8-mer
(lysyl-prolyl-diglycyl-diséryl-glycyl-séryl) linker (235-242) -VH
(Homo sapiens IGHV3-23*01 (81.6%) -(IGHD) -IGHJ1*01
(100%) W118>R (347), CDR-IMGT [8.8.8] (268-275.293-
300.339-346)) (243-355) -6-mer (lysyl-prolyl-tétraglycyl) linker
(356-361) -Homo sapiens IGHG1*01 h-CH2-CH3-CHS (100%)
G1m17,1 CH3 D12, L14 (charniére 6-15 (362-371), CH2 (372-
481), CH3 D12 (497), L14 (499) (482-586), CHS (587-588))
(362-588)]; dimére (367-367":370-370")-bisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO),
lignée cellulaire CHO-DG44, glycoforme alfa

inmunoglobulina cadena-pesada-solamente G1 (VH-VH-VH-h-
CH2-CH3-CHS) dimero, anti-[Homo sapiens TNFRSF4
(miembro 4 de la superfamilia de los receptores de los
factores de necrosis tumoral (TNFR), OX40, CD134)],
anticuerpo monoclonal humanizado, monoespecifico,
hexavalente;

cadena-pesada-solamente G1 (VH-VH-VH-h-CH2-CH3-CHS)
humanizada (1-588) [VH (Homo sapiens IGHV3-23*01
(81.6%) -(IGHD) -IGHJ1*01 (100%) W118>R (105), CDR-
IMGT [8.8.8] (26-33.51-58.97-104)) (1-113) -8-mer (lisil-prolil-
bis(diglicil-seril) enlace (114-121) -VH (Homo sapiens IGHV3-
23*01 (81.6%) -(IGHD) -IGHJ1*01 (100%) W118>R (226),
CDR-IMGT [8.8.8] (147-154.172-179.218-225)) (122-234) -8-
mer (lisil-prolil-diglicil-diseril-glicil-seril) enlace (235-242) -VH
(Homo sapiens IGHV3-23*01 (81.6%) -(IGHD) -IGHJ1*01
(100%) W118>R (347), CDR-IMGT [8.8.8] (268-275.293-
300.339-346)) (243-355) -6-mer (lisil-prolil-tetraglicil) enlace
(356-361) -Homo sapiens IGHG1*01 h-CH2-CH3-CHS (100%)
G1m17,1 CH3 D12, L14 (bisagra 6-15 (362-371), CH2 (372-
481), CH3 D12 (497), L14 (499) (482-586), CHS (587-588))
(362-588)]; dimero (367-367":370-370")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO),
linea celular CHO-DG44, forma glicosilada alfa



peclacabtagene geleucel

Recommended INN: List 95

Heavy chain / Chaine lourde / Cadena pesada VH-VH-VH-h-CH2-CH3-CHS (H, H"}

EVQLLESGGG
ISNRGLKTAY
DADFRGQGTL
SDAFMYWVRQ
YLOMSSLRAE
GGEVQPGGSL
AYAESVKGRE
TLVTVKPGGG
TCVVVDVSHE
HQDWLNGKEY
KNQVSLTCLV
LTVDKSRWQQ

EVQPGGSLRL
AESVKGRFTI
VIVKPGGSGG
APGKEREWVS
DTAVYYCSRD
RLSCAASGET
TISRDNAKNT
GDKTHTCPPC
DPEVKEFNWYV
KCKVSNEALP
KGFYPSDIAV
GNVEFSCSVMH

SCAASGETFES
SRDNAKNTLY
SEVQLLESGG
SISNRGLKTA
VDADFRGQGT
FSDAFMYWVR
LYLOMSSLRA
PAPELLGGPS
DGVEVHNAKT
APIEKTISKA
EWESNGQPEN
EALHNHYTQK

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro

Intra-H (C23-C104) 22-96

22"-96" 143"-217"

264"-338"

143-217

Inter-H-H (h 11, h 14y 367-367"  370-370"

DAFMYWVRCA
LOMSSLRAED
GEVQPGGSLR
YAESVKGRET
LVTVKPGGSE
QAPGKEREWV
EDTAVYYCSR
VELFPPKPKD
KPREEQYNET
KGQPREPQVY
NYKTTPPVLL
SLSLSPGK

PGKEREWVSS
TAVYYCSRDV
LSCAASGFTE
ISRDNAKNTL
GSEVQLLESG
SSISNRGLKT
DVDADERGCG
TLMISRTPEV
YRVVSVLTVL
TLPPSRDELT
SDGSFFLYSK

264-338 402-462 508-566
402"-462" 508"-566"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4: 438, 438"

TFucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires

complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal

H CHS K2: 588, 588"

50
100
150
20C
25C
300
350
400
450
500
550
588

allogeneic T lymphocytes obtained from cryopreserved
leukapheresis material of healthy donors, electroporated with
CRISPR/Cas12a (clustered regularly interspaced short
palindromic repeats/ CRISPR-associated protein 12a) hybrid RNA-
DNA (chRDNA) nucleoprotein complexes to knock out (i) the T cell
receptor alpha chain constant (TRAC), (ii) the beta-2 microglobulin
(B2M) locus, and (iii) the PDCD1 locus. The cells are also
transduced with two recombinant adeno-associated virus serotype
6 (rAAV6) vectors to introduce (i) an anti-C-type lectin domain
family 12 member A (CLEC12A, CLL-1, CD371) chimeric antigen
receptor (CAR) flanked by TRAC homology regions that are
inserted into the lymphocyte DNA by homology-directed repair,
and (ii) a B2M-HLA-E peptide fusion protein flanked by beta-2
microglobulin (B2M) homology regions that are also inserted into
the lymphocyte DNA by homology-directed repair.

The anti-CLL-1 CAR expression cassette comprises in reverse
orientation the synthetic MND promoter, Kozak sequence, CD8a
signal sequence, anti-CLL-1 single chain variable fragment (scFv),
CD28 hinge region, CD28 transmembrane (TM) domain, CD28 co-
stimulatory domain and CD3( signaling domain, followed by a
bovine growth hormone (BGH) polyadenylation sequence. The
B2M-HLA-E peptide fusion protein expression cassette comprises
a P2A skipping sequence, a B2M secretion signal, an HLA-G
signal peptide sequence, the B2M peptide sequence, followed by
an HLA-E peptide sequence and a bovine growth hormone (BGH)
polyadenylation sequence.

The leukapheresis material is stimulated with anti-CD3 and anti-
CD28 antibodies and cultured in the presence of interleukin 2 (IL-
2) to enrich for T lymphocytes. The cells are subsequently
electroporated with CRISPR/Cas12a chRDNA nucleoprotein
complexes and transduced with the two AAV vectors followed by
further cell expansion. Finally, residual TCRaf+ lymphocytes are
removed by magnetic depletion. The suspension consists primarily
of T lymphocytes (CD4+/CD8+/CD3+ 270%) that are 232% CAR+,
220% B2M-HLA-E+, 270% PDCD1 deleted and are cytotoxic to
CLL-1 expressing target cells
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lymphocytes T allogéniques obtenus a partir de matériel de
leucaphérese cryoconservé chez des donneurs sains,
cellules électroporées avec des complexes nucléoprotéiques
hybrides ARN-ADN (chRDNA) CRISPR/Cas12a (répétitions
palindromiques courtes regroupées et régulierement
espacées/protéine associée a CRISPR 12a) pour éliminer: (i)
la constante de la chaine alpha du récepteur des cellules T
(TRAC); (ii) le locus béta-2 microglobuline (B2M); et, (iii) le
locus PDCDL. Les cellules sont également transduites avec
deux vecteurs recombinants de virus adéno-associé de
sérotype 6 (rAAV6) pour introduire: (i) un récepteur
d'antigene chimérique (RAC) anti-le domaine de lectine de
type C, membre A de la famille 12 (CLEC12A, CLL-1,
CD371) flanqué de régions d'homologie TRAC qui sont
insérées dans I'ADN des lymphocytes par réparation dirigée
par homologie; et, (ii) une protéine de fusion peptidique B2M-
HLA-E flanquée de régions d'homologie béta-2
microglobuline (B2M) qui sont également insérées dans
I'ADN des lymphocytes par réparation dirigée par homologie.
La cassette d'expression RAC anti-CLL-1 comprend, en
orientation inverse, le promoteur synthétique MND, une
séquence Kozak, une séquence signal CD8a, un fragment
variable monocaténaire anti-CLL-1 (scFv), une région
charniere CD28, un domaine transmembranaire (TM) CD28,
un domaine de co-stimulation CD28, et un domaine de
signalisation CD3(, suivis d'une séquence de polyadénylation
de I'hormone de croissance bovine (HCB). La cassette
d'expression de la protéine de fusion B2M-HLA-E comprend
une séquence de saut P2A, un signal de sécrétion B2M, une
séquence peptidique signal HLA-G, la séquence peptidique
B2M suivie d'une séquence peptidique HLA-E et une
séquence de polyadénylation de I'hormone de croissance
bovine (BGH).

Le matériel de leucaphérése est stimulé par des anticorps
anti-CD3 et anti-CD28 et cultivé en présence d'interleukine 2
(IL-2) pour I'enrichir en lymphocytes T. Les cellules sont
ensuite électroporées avec des complexes nucléoprotéiques
chRDNA CRISPR/Cas12a et transduites avec les deux
vecteurs AAV, puis une nouvelle expansion cellulaire est
réalisée. Enfin, les lymphocytes TCRap+ résiduels sont
éliminés par déplétion magnétique. La suspension est
principalement composée de lymphocytes T
(CD4+/CD8+/CD3+ 270%) qui sont 232% RAC+, 220% B2M-
HLA-E+, 270% PDCD1 supprimés et sont cytotoxiques pour
les cellules cibles exprimant CLL-1

linfocitos T alogénicos obtenidos de material de leucoaféresis
criopreservado de donantes sanos, electroporados con
complejos de nucleoproteina hibridos ARN-ADN (chRDNA)
CRISPR/Cas12a (repeticiones palindrémicas agrupadas y
espaciadas regularmente/proteina asociada a CRISPR 12a)
para eliminar el locus de (i) la cadena constante alfa del
receptor de linfocitos T (TRAC), (ii) la beta-2-microglobulina
(B2M) y (iii) el PDCDL1. Las células se transducen también
con dos vectores de virus adenoasociado de serotipo 6,
recombinantes (rAAV6) para introducir (i) un receptor de
antigenos quimérico (CAR) anti-el dominio lectina tipo C,
miembro A de la familia 12 (CLEC12A; CLL-1; CD371)
flanqueado por regiones de homologia de TRAC que se
inserta en el ADN de los linfocitos mediante reparacion
dirigida por homologia, y (ii) una proteina de fusién B2M-
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HLA-E flanqueada por regiones de homologia de beta-2
microglobulina (B2M) que se inserta también en el ADN de
los linfocitos mediante reparacion dirigida por homologia.

El casete de expresion del CAR anti-CLL-1 consta, en
orientacion inversa, del promotor sintético MND, secuencia
Kozak, secuencia sefial de CD8a, fragmento variable de
cadena sencilla (scFv) anti-CLL-1, region bisagra de CD28,
dominio transmembrana (TM) de CD28, domino
coestimulador de CD28 y dominio de sefializacion de CD3(,
seguido por una secuencia de poliadenilacion de la hormona
de crecimiento bovina (BGH). El casete de expresion de la
proteina de fusion B2M-HLA-E consta una secuencia de
omisién P2A, una sefial de secrecion B2M, una secuencia de
péptido sefial HLA-G, la secuencia de péptido B2M seguida
de una secuencia de péptido HLA-E y una secuencia de
poliadenilacién de la hormona de crecimiento bovina (BGH).
El material de leucoaféresis se estimula con anticuerpos anti-
CD3y anti-CD28 y se cultiva en presencia de interleuquina 2
(IL-2) para enriquecer en linfocitos T. Las células son
subsiguientemente electroporadas con los complejos de
nucleoproteina CRISPR/Cas12a chRDNA y transducidas con
los dos vectores AAV seguido por expansion celular
adicional. Finalmente, los linfocitos TCRab+ residuales se
eliminan mediante deplecion magnética. La suspension
consiste primariamente en linfocitos T (CD4+/CD8+/CD3+
270%) que son con =232% CAR+, 220% B2M-HLA-E+, 270%
PDCD1 eliminado y son citotoxicas frente a células diana que
expresan CLL-1

pentagalloylglucose B-D-glucopyranose 1,2,3,4,6-pentakis(3,4,5-
trihydroxybenzoate)
pentagalloylglucose 1,2,3,4,6-pentakis(3,4,5-trihydroxybenzoate) de -D-

glucopyranose

pentagaloilglucosa 1,2,3,4,6-pentakis(3,4,5-trihidroxibenzoato) de 3-D-
glucopiranosa

C41 H32026

O
HO
O OH

HO OH
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pezulepistat (4S,7S,10S)-10-[(2S)-2-[4-amino-2-(4-tert-butylphenyl)-6-
methylpyrimidine-5-carboxamide]-N-methyl-3-
(sulfamoylamino)propanamido]-1°,2°-bis[(2R)-3-amino-2-
hydroxypropoxy]-18-hydroxy-7-methyl-6,9-dioxo-5,8-diaza-1,2(1,3)-
dibenzenacyclodecaphane-4-carboxylic acid

pézulépistat acide (4S,7S,10S)-10-[(2S)-2-[4-amino-2-(4-tert-butylphényl)-6-
méthylpyrimidine-5-carboxamide]-N-méthyl-3-
(sulfamoylamino)propanamido]-1°,2°-bis[(2R)-3-amino-2-
hydroxypropoxy]-18-hydroxy-7-méthyl-6,9-dioxo-5,8-diaza-1,2(1,3)-
dibenzénacyclodécaphane-4-carboxylique

pezulepistat (4S,7S,10S)-10-[(2S)-2-[4-amino-2-(4-tert-butilfenil )-6-metilpirimidina-
5-carboxamidal-N-metil-3-(sulfamoilamino)propanamido]-1°,25-
bis[(2R)-3-amino-2-hidroxipropoxi]-15-hidroxi-7-metil-6,9-dioxo-5,8-
diaza-1,2(1,3)-dibencenaciclodecafano-4-acido carboxilico

Cu6Hs1N11013S
HoN

HsC CHs H OH

\ o
HsC HzN\/k/

pilabactam (1S,2R,5R)-2-fluoro-7-ox0-1,6-diazabicyclo[3.2.1]Joctan-6-yl
hydrogen sulfate

pilabactam hydrogénosulfate de (1S,2R,5R)-2-fluoro-7-oxo-1,6-
diazabicyclo[3.2.1]octan-6-yle

pilabactam hidrégenosulfato de (1S,2R,5R)-2-fluoro-7-oxo-1,6-
diazabiciclo[3.2.1]octan-6-ilo

CeHoFN205S

piperaquine 17,77-dichloro-1,7(4)-diquinolina-2,6(1,4)-dipiperazinaheptaphane

pipéraquine 17,77-dichloro-1,7(4)-diquinoléina-2,6(1,4)-dipipérazinaheptaphane



piperaquina

pizadagene parvec

pizadagéne parvec

pizadagén parvec

polfurmetinib

polfurmétinib

polfurmetinib

Cl
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17,7"-dicloro-1,7(4)-diquinoleina-2,6(1,4)-dipiperazinaheptafano

CZQH3ZC|2N6
N7 | SN
|
= N/\ K\N =
N N\)
N~ .

recombinant non-replicating adeno-associated viral serotype 9
(rAAV9) vector encoding human double-stranded RNA-specific
editase 1 (adenosine deaminase RNA specific B1 [ADARB1],
also known as ADAR?2), under control of a rat synapsin |
promoter, Woodchuck hepatitis virus post-transcriptional
regulatory element (WPRE) and the simian virus 40 (SV40)
polyadenylation signal; flanked by AAV3 inverted terminal
repeats

vecteur viral adéno-associé de sérotype 9, recombinant (rAAV9),
non réplicatif, codant pour I'éditase spécifique de I'ARN double
brin 1 (adénosine désaminase spécifique de I'ARN B1 [ADARB1],
également connue sous le nom d'ADAR?2), sous le contréle d'un
promoteur de la synapsine | de rat, un élément régulateur post-
transcriptionnel du virus de I'hépatite de la marmotte (WPRE) et
un signal de polyadénylation du virus simien 40 (SV40); flanqué
de répétitions terminales inversées de I'AAV3

vector de virus adenoasociado del serotipo 9, recombinante
(rAAV9), no replicativo, que codifica la editasa especifica de
ARN de doble cadena 1 (adenosina deaminasa especifica de
ARN B1 [ADARB1], también conocida como ADAR2), bajo el
control de un promotor de sinapsina | de rata, un elemento
regulador post-transcripcional del virus de la hepatitis de la
marmota (WPRE) y una sefial de poliadenilacion del virus simio
40 (SV40); flanqueado por repeticiones terminales invertidas de
AAV3

8-[2-fluoro-4-(methylsulfanyl)anilino]-2-(2-hydroxyethoxy)-7-
methyl-3,4-dihydro-2,7-naphthyridine-1,6(2H,7H)-dione

8-[2-fluoro-4-(méthylsulfanyl)anilino]-2-(2-hydroxyéthoxy)-7-
méthyl-3,4-dihydro-2,7-naphthyridine-1,6(2H,7H)-dione

8-[2-fluoro-4-(metilsulfanil)anilino]-2-(2-hidroxietoxi)-7-metil-3,4-
dihidro-2,7-naftiridina-1,6(2H,7H)-diona

C18H20FN304S
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ponumkibart

ponumkibart

ponumekibart

immunoglobulin G4-kappa, anti-[Homo sapiens
IL17RB (interleukin 17 receptor B)], humanized
monoclonal antibody;

H-gamma4 heavy chain humanized (1-445) [VH
(Homo sapiens IGHV1-2*06 (85.7%) -(IGHD) -
IGHJ6*01 (90.9%) T123>L (113), CDR-IMGT [8.8.11]
(26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1
(119-216), hinge 1-12 S10>P (226) (217-228), CH2
L92 (307) (229-338), CH3 (339-443), CHS (444-445))
(119-445)], (132-214")-disulfide with L-kappa light
chain humanized (1'-214") [V-KAPPA (Homo sapiens
IGKV1-12*01 (84.4%) -IGKJ4*01 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153'), V101 (191")) (108'-214")]; dimer (224-224":227-
227")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-DG44, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens
IL17RB (récepteur B de l'interleukine 17)], anticorps
monoclonal humanisé;

chaine lourde H-gamma4 humanisée (1-445) [VH
(Homo sapiens IGHV1-2*06 (85.7%) -(IGHD) -
IGHJ6*01 (90.9%) T123>L (113), CDR-IMGT [8.8.11]
(26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1
(119-216), charniere 1-12 S10>P (226) (217-228),
CH2 L92 (307) (229-338), CH3 (339-443), CHS (444-
445)) (119-445)], (132-214")-disulfure avec la chaine
légere L-kappa humanisée (1'-214") [V-KAPPA (Homo
sapiens IGKV1-12*01 (84.4%) -IGKJ4*01 (100%),
CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (153'), V101 (191")) (108'-214")]; dimere
(224-224":227-227")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-DG44, glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens
IL17RB (receptor B de la interleukina 17)], anticuerpo
monoclonal humanizado;

cadena pesada H-gamma4 humanizada (1-445) [VH
(Homo sapiens IGHV1-2*06 (85.7%) -(IGHD) -
IGHJ6*01 (90.9%) T123>L (113), CDR-IMGT [8.8.11]
(26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1
(119-216), bisagra 1-12 S10>P (226) (217-228), CH2
L92 (307) (229-338), CH3 (339-443), CHS (444-445))
(119-445)], (132-214")-disulfuro con la cadena ligera L-
kappa humanizada (1'-214') [V-KAPPA (Homo sapiens
IGKV1-12*01 (84.4%) -IGKJ4*01 (100%), CDR-IMGT
[6.3.9] (27'-32'.50-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153"), V101 (191")) (108'-214")]; dimero (224-
224":227-227")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), linea celular CHO-
DG44, forma glicosilada alfa
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Heavy chain/ Chaine lourde / Cadena pesada (H, H"}

QVQLVQSGEE VKKPGASVKV SCKASGYTFI SYWMNWVRCA PGQGLEWMGR 50
IDPYDSEIQY NQKFKDRVTM TRDTSISTAY MELSRLRSDD TAVYYCARSG 100
GFDWFAYWGQO GTLVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTKTYT 20C
CNVDHKPSNT KVDKRVESKY GPPCPPCPAP EFLGGPSVFL FPPKPKDTLM 25C
ISRTPEVTCV VVDVSQEDPE VQFNWYVDGV EVHNAKTKPR EEQFNSTYRV 300
VSVLTVLHQD WLNGKEYKCK VSNKGLPSSI EKTISKAKGQ PREPQVYTLP 350
PSQEEMTKNQ VSLTCLVKGE YPSDIAVEWE SNGQPENNYK TTPPVLDSDG 400
SFFLYSRLTV DKSRWQEGNV FSCSVMHEAL HNHYTQKSLE LSLGK 445

Light chain / Chaine légére / Cadena ligera (L', L™}

DIQMTQSPSS LSASVGDRVT ITCRASENIN SNLAWYQQOKP GKAPKLLLYD 50
VTNLADGVPS RFSGSGSGTD YTLTISSLQP EDFATYYCQH FWGPPYTEGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVOWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C
LSSPVTKSEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  259-319  365-423
22"-96" 145"-201" 259"-319" 365"-423"

Intra-L (C23-C104) 23-88" 134-194

23M.88" 134™M-194™
Inter-H-L (CH1 10-CL 126) 132-214' 132"-214™
Inter-H-H (h 8.1 11} 224-224" 227-227"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

295, 295"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 445, 445"

recombinant self-complementary non-replicating adeno-associated
virus serotype 9 (rAAV9) vector encoding full-length human codon-
optimized CpG motif-depleted fukutin-related protein (FKRP; ribitol
5-phosphate transferase) whose expression is under control of a
synthetic muscle-specific promoter and a small polyadenylation
signal. The expression cassette also contains an immunoglobulin
heavy chain locus-derived intron upstream of the FKRP coding
sequence and is flanked by AAV2 inverted terminal repeats

vecteur recombinant auto-complémentaire non réplicatif du virus
adéno-associé de sérotype 9 (rAAV9) codant pour la séquence
compléte de la protéine apparentée a la fukutine (FKRP ribitol 5-
phosphate transférase) humaine, optimisée en codons et
dépourvue de motifs CpG, dont I'expression est contrélée par un
promoteur synthétique spécifique au muscle et un petit signal de
polyadénylation. La cassette d'expression contient également un
intron dérivé du locus de la chaine lourde de I'immunoglobuline, en
amont de la séquence codante de FKRP, et est flanquée de
répétitions terminales inversées d'AAV2

vector de virus adenoasociado del serotipo 9, recombinante
(rAAV9), no replicativo, auto complementario, que codifica, con
codones optimizados, la secuencia completa de la proteina
relacionada con fukutina (FKRP; ribitol 5-fosfato transferasa),
deplecionada de motivos CpG, cuya expresion esta el bajo el
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povovetug

povovétug

povovetug

control de un promotor sintético especifico de musculo y una
pequefa sefial de poliadenilacion. El casete de expresion también
contiene un intrén derivado del locus de la cadena pesada de la
inmunoglobulina mas arriba de la secuencia codificante de FKRP, y
esta flanqueado por repeticiones terminales invertidas de AAV2

immunoglobulin G1-kappa, anti-[Felis catus NGF (nerve growth
factor, NGFB, nerve growth factor beta polypeptide)], chimeric
monoclonal antibody;

H-gamma1 heavy chain chimeric (1-457) [VH (Rattus norvegicus
IGHV2-45*01 (75.3%) -(IGHD) - IGHJ3*01 (81.8%) L123>T (117),
S128>A (122), CDR-IMGT [8.7.16] (26-33.51-57.96-111)) (1-122) -
Felis catus IGHG1*01 (100%) (CH1 (123-220), hinge 1-15 (221-
238), CH2 (239-348), CH3 (349-455), CHS (456-457)) (123-457)],
(137-214")-disulfide with L-kappa light chain chimeric (1'-217") [V-
KAPPA (Rattus norvegicus IGKV12S34*01 (72.6%) -IGKJ2-1*01
(90.9%) A120>Q (100'), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97"))
(1'-107") -Felis catus IGKC*01 (100%) (C-KAPPA) (108'-217")];
dimer (232-232":234-234": 237-237")-trisdisulfide, produced in
Chinese hamster ovary (CHO) cells, derived from the cell line CHO-
DG44, glycoform alfa

immunoglobuline G1-kappa, anti-[Felis catus NGF (facteur de
croissance du nerf, NGFB, polypeptide béta du facteur de
croissance du nerf)]; anticorps monoclonal chimérique;

chaine lourde H-gamma1 chimérique (1-457) [VH (Rattus
norvegicus IGHV2-45*01 (75.3%) -(IGHD) - IGHJ3*01 (81.8%)
L123>T (117), S128>A (122), CDR-IMGT [8.7.16] (26-33.51-57.96-
111)) (1-122) -Felis catus IGHG1*01 (100%) (CH1 (123-220),
charniére 1-15 (221-238), CH2 (239-348), CH3 (349-455), CHS
(456-457)) (123-457)], (137-214")-disulfure avec la chaine Iégére L-
kappa chimérique (1'-217") [V-KAPPA (Rattus norvegicus
IGKV12S34*01 (72.6%) -IGKJ2-1*01 (90.9%) A120>Q (100'), CDR-
IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -Felis catus IGKC*01
(100%) (C-KAPPA) (108'-217")]; dimere (232-232":234-234": 237-
237")-trisdisulfure, produit dans des cellules ovariennes de hamster
chinois (CHO), dérivant de la lignée cellulaire CHO-DG44,
glycoforme alfa

inmunoglobulina G1-kappa, anti-[Felis catus NGF (factor de
crecimiento nervioso, NGFB, polipéptido beta del factor de
crecimiento nervioso)]; anticuerpo monoclonal quimérico;

cadena pesada H-gamma1 quimérica (1-457) [VH (Rattus
norvegicus IGHV2-45*01 (75.3%) -(IGHD) - IGHJ3*01 (81.8%)
L123>T (117), S128>A (122),CDR-IMGT [8.7.16] (26-33.51-57.96-
111)) (1-122) -Felis catus IGHG1*01 (100%) (CH1 (123-220),
bisagra 1-15 (221-238), CH2 (239-348), CH3 (349-455), CHS (456-
457)) (123-457)], (137-214")-disulfuro con la cadena ligera L-kappa
quimérica (1'-217") [V-KAPPA (Rattus norvegicus IGKV12S34*01
(72.6%) -IGKJ2-1*01 (90.9%) A120>Q (100'), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Felis catus IGKC*01 (100%) (C-
KAPPA) (108'-217")]; dimero (232-232":234-234": 237-237")-
trisdisulfuro, producido en las células ovaricas de hamster chino
(CHO), linea celular derivada de CHO-DG44, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVESGGD LVQPGGSLRL TCVASGFSLT NNNVNWVRQA PGKGLEWMGG 50
VWAGGATDYN SAVKSRLTIT RDTSKNTVFL QMHSLQSELDT ATYYCARDGG 100
YSSSTLYAMD AWGQGTTVTV SAASTTAPSV FPLAPSCGTT SGATVALACL 150
VLGYFPEPVT VSWNSGALTS GVHTFPAVLQ ASGLYSLSSM VIVPSSRWLS 20C
DTFTCNVAHE PSNTKVDKTV RKTDHPPGPK PCDCPKCPPEF EMLGGPSIFI 25C
FPPKPKDTLS ISRTPEVTCL VVDLGPDDSD VQITWEVDNT QVYTAKTSEFR 300
EEQEFNSTYRV VSVLPILHQD WLKGKEFKCK VNSKSLPSPI ERTISKAKCGQ 350
PHEPQVYVLP PAQEELSRNK VSVTCLIKSF HPPDIAVEWE ITGQPEPENN 400
YRTTPPQLLDS DGTYFVYSKL SVDRSHWQRG NTYTCSVSHE ALHSHHTQKS 450
LTQSPGK 457

Light chain / Chaine légeére / Cadena ligera (L', L™}

DIEMTQSPLS LSATPGETVES ISCRASEDIY NALAWYLQKP GRSPRLLIYN 50
TDTLHTGVPD RESGSGSGTD FTLKISRVCT EDVGVYFCQH YFHYPRTEFCGQ 100
GTKLELKRSD AQPSVFLFQP SLDELHTGSA SIVCILNDFY PKEVNVKWKV 150
DGVVQNKGIQ ESTTEQNSKD STYSLSSTLT MSSTEYQSEE KEFSCEVTHKS 20C
LASTLVKSEFN RSECQRE 217

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95  149-205  269-329  375-435
22"-95" 149"-205" 269"-329" 375"-435"
Intra-L (C23-C104) 23'-88"  134-194’
23M-88"  134™-194"™
Inter-H-L (CHI 11-CL 126) 137-214" 137"-214™
Inter-H-H (h 12, h 14, h 17)  232-232" 234-234" 237-237"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q> pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1.1

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 305, 305"

L CL N122: 210", 210"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 457, 457"

allogeneic gamma delta (yd) T lymphocytes derived from peripheral
blood mononuclear cells (PBMCs) obtained by leukapheresis from
healthy donors, transduced with a self-inactivating (SIN) gamma-
retroviral vector derived from Moloney murine leukemia virus (MMLV)
encoding a chimeric antigen receptor targeting CD20 (membrane-
spanning 4-domains subfamily A member 1, MS4A1), comprising an
anti-CD20 single chain variable fragment (scFv) (clone 3H7), CD8
stalk and transmembrane domain, a 4-1BB co-stimulatory
endodomain and a CD3zeta (CD3(¢) signalling domain, under control
of the elongation factor 1 alpha (EF-1a) promoter and a mutated
(protein X deleted) Woodchuck hepatitis virus post-transcriptional
regulatory element (WPRE). The vector also contains a psi ()
packaging signal and a central polypurine tract (cPPT), is flanked by
5'and 3' long terminal repeats (LTRs), and is pseudotyped with the
RD114 virus envelope glycoprotein.

The PBMCs are isolated from the leukapheresis material and initially
cultured in media containing interleukin 2 (IL-2) and fetal bovine
serum (FBS). Cells are treated with an activating antibody targeting
the 81 subunit of the human yd T cell receptor (TCR) that selectively
expands the yd T lymphocytes, prior to transduction and further
expansion in the same media. The cells are then enriched for V&1 y&
T lymphocyte subsets by immunomagnetic depletion of the af T
lymphocyte population. The substance contains a population of
CAR+ V&1 yd T lymphocytes (220.0%). The cells are cytotoxic to
CD20-expressing Raji target cells when placed in co-culture
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lymphocytes T gamma delta (yd) allogéniques dérivés de cellules
mononucléaires du sang périphérique (CMSP) obtenus par
leucaphérese a partir de donneurs sains, transduits avec un vecteur
gamma-rétroviral auto-inactivant (SIN) dérivé du virus de la leucémie
murine de Moloney (MMLV) codant un récepteur antigénique
chimérique ciblant CD20 (membre 1 de la sous-famille A a 4
domaines transmembranaires, MS4A1), comprenant un fragment
variable a chaine unique anti-CD20 (scFv) (clone 3H7), un domaine
de tige et transmembranaire de CD8, un endodomaine co-
stimulateur 4-1BB et un domaine de signalisation CD3zéta (CD3(),
sous le contréle du promoteur du facteur d'élongation 1 alpha (EF-
1a) et d'un élément régulateur post-transcriptionnel du virus de
I'népatite de la marmotte (WPRE) muté (protéine X supprimée). Le
vecteur contient également un signal d'emballage psi (y) et un
tractus polypurine central (cPPT), est flanqué de répétitions
terminales longues (LTR) en 5' et en 3', et pseudotypé avec la
glycoprotéine d'enveloppe du virus RD114.

Les PBMC sont isolés du matériel de leucaphérese et initialement
cultivés dans un milieu contenant de l'interleukine 2 (IL-2) et du
sérum foetal bovin (SVF). Les cellules sont traitées avec un anticorps
activateur ciblant la sous-unité 81 du récepteur des lymphocytes T
y® humains (TCR), qui multiplie sélectivement les lymphocytes T yd,
avant transduction et multiplication ultérieure dans le méme milieu.
Les cellules sont ensuite enrichies en sous-populations de
lymphocytes T yd V31 par déplétion immunomagnétique de la
population de lymphocytes T af. La substance contient une
population de lymphocytes T yd CAR+ V61 (220.0%). Les cellules
sont cytotoxiques pour les cellules cibles Raji exprimant CD20
lorsqu'elles sont placées en co-culture

linfocitos T gamma delta (y®) alogénicos derivados de células
mononucleares de sangre periférica (PBMCs) obtenidas por
leucoaféresis de donantes sanos, transducidos con un vector
gamma-retroviral auto inactivante (SIN) derivado del virus de la
leucemia murina de Moloney (MMLYV), que codifica un receptor de
antigenos quimérico dirigido a CD20 (miembro 1 de la subfamilia A
de 4 dominios que atraviesan la membrana, MS4A1), que consta de
un fragmento variable de cadena sencilla (scFv) anti-CD20 (clon
3H7), dominio del tallo y transmembrana de CD8, un endodominio
coestimulador de 4-1BB y un dominio de sefalizacion de CD3zeta
(CD3¢), bajo el control del promotor del factor de elongacion 1 alfa
(EF-1a) y un elemento regulador post-transcripcional del virus de la
hepatitis de la marmota (WPRE) mutado (proteina X delecionada). El
vector también contiene una sefial de empaquetamiento psi (y) y un
tracto de poli-purina central (cPPT), esta flanqueado por repeticiones
terminales largas (LTRs) en 5'y 3'y esta seudotipado con la
glicoproteina G del virus RD114.

Las PBMC se aislan del material de leucoaféresis y se cultivan
inicialmente en medio que contiene interlequina 2 (IL-2) y suero
bovino fetal (FBS). Las células se tratan con un anticuerpo activador
dirigido a la subunidad &1 del receptor de linfocitos T (TCR) yd
humano que expande selectivamente los linfocitos T yd antes de la
transduccién y expansion adicional en el mismo medio. Las células
se enriquecen posteriormente en subtipos de linfocitos T yd Vo1
mediante deplecién inmunomagnética de la poblacién de linfocitos T
ap. La sustancia contiene una poblacién de linfocitos T yd Vo1
CAR+ (220.0%). Las células son citotoxicas frente a células diana
Raji que expresan CD20 cuando se ponen en co-cultivo
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(1-{2-[(1R)-1-hydroxyethyllimidazo[4,5-d]pyrrolo[2,3-
b]pyridin-1(6H)-yl}piperidin-4-yl)acetonitrile

(1-{2-[(1R)-1-hydroxyéthyllimidazo[4,5-d]pyrrolo[2,3-
b]pyridin-1(6H)-yl}pipéridin-4-yl)acétonitrile

(1-{2-[(1R)-1-hidroxietillimidazo[4,5-d]pirrolo[2,3-
b]piridin-1(6H)-il}piperidin-4-il)acetonitrilo

C17H20NGO
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self-amplifying messenger RNA (mRNA), 5'-capped,
encoding codon-optimised Venezuelan equine
encephalitis virus (VEEV) RNA-dependent RNA
polymerase complex (VEEV proteins nsP1, nsP2,
nsP3 and nsP4) and a full-length codon-optimised pre-
fusion stabilised conformation variant (K982P and
V983P) of the SARS-CoV-2 (severe acute respiratory
syndrome coronavirus 2) spike (S) glycoprotein
Omicron variant JN.1 (GISAID entry:
EPI_ISL_18872762) containing furin cleavage-
inactivating mutations (R678G, R679S and R681S),
flanked by 5' and 3' untranslated regions and a 3'
polyadenylation (polyA) tail; generation of capped S
glycoprotein mRNA is under control of a VEEV
subgenomic promoter

ARN messager (ARNm) auto-amplifiant, avec une
coiffe en 5', codant un complexe d'ARN polymérase
dépendante de I'ARN du virus de I'encéphalite équine
vénézuélienne (VEEV) optimisé en termes de codons
(protéines nsP1, nsP2, nsP3 et nsP4 de VEEV) et une
variante de conformation stabilisée de préfusion
(K982P et V983P) de séquence compléte, optimisée
en termes de codons, de la glycoprotéine du spicule
(S) du SRAS-CoV-2 (coronavirus 2 du syndrome
respiratoire aigu sévére) variant Omicron JN.1 (entrée
GISAID: EPI_ISL_18872762) contenant des mutations
inactivant le clivage par la furine (R678G, R679S et
R6818S), flanqué en 5' et 3' par des régions non
traduites et d'une queue de polyadénylation (polyA) en
3'; la génération de 'ARNm coiffé de la glycoprotéine
S est sous le contrdle du promoteur sous-génomique
de VEEV

ARN mensajero (ARNm) auto amplificante, protegido
con caperuza en 5', que codifica, con codones
optimizados, un complejo de ARN polimerasa
dependiente de ARN del virus de la encefalitis equina
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venezolana (VEEV) (proteinas nsP1, nsP2, nsP3 y
nsP4 de VEEV) y una secuencia completa, con
codones optimizados, de una variante estabilizada en
conformacion pre-fusiéon (K982P y VO83P) de la
glicoproteina de la espicula (S) del SRAS-CoV-2
(coronavirus 2 del sindrome respiratorio agudo severo)
variante Omicron JN.1 (entrada GISAID:
EPI_ISL_18872762) que contiene mutaciones
inactivantes de la rotura por furina (R678G, R679S
and R681S), flanqueado por regiones sin traducir 5' y
3'y una cola de poliadenilacion (poliA) en 3'; la
generacion del ARNm protegido de la glicoproteina S
esta bajo el control de un promotor subgenémico de
VEEV

messenger RNA (mRNA), 5' capped (with an anti-
reverse cap analogue [ARCA] [m,"?-°G*5'ppsp5'G]),
encoding codon-optimised human papilloma virus 16
(HPV16) early protein 7 (E7) tumour-antigen, preceded
by a secretory signal peptide sequence derived from
the human major histocompatibility complex (MCH)
class | alpha chain, and followed by sequences coding
for tetanus toxoid-derived T helper epitopes (P2P16)
and a major histocompatibility complex (MHC) class |
trafficking domain (MITD), each of them separated by
glycine/serine rich linkers. The transgene is flanked by
5'and 3' untranslated regions (UTR) followed by a 3'
polyadenylation (polyA) tail. The 5' UTR is derived
from human alpha-globin gene and contains an
optimised Kozak sequence; the synthetic 3' UTR is a
combination of two elements derived from the amino-
terminal enhancer of split (AES) mRNA and
mitochondrial encoded 12S ribosomal RNA. The polyA
tail consists of 30 adenosine residues followed by a
10-nucleotide linker sequence and another 70
adenosine residues

ARN messager (ARNm), coiffé en 5' (avec un
analogue de coiffe anti-reverse [ARCA] [m27,2'-
OG+5'ppsp5'G])), codant I'antigéne tumoral de la
protéine 7 précoce (E7) du virus du papillome humain
16 (HPV16) a codons optimisés, précédé d'une
séquence peptidique signal de sécrétion dérivée de la
chaine alpha de classe | du complexe majeur
d'histocompatibilité (CMH) humain, et suivi de
séquences codant les épitopes T auxiliaires dérivés de
I'anatoxine tétanique (P2P16) et un domaine de trafic
de la classe | (MITD) du complexe majeur
d'histocompatibilité (CMH), chacun d'eux séparés par
des coupleurs peptidiques riches en glycine/sérine. Le
transgéne est flanqué de régions non traduites (UTR)
en 5' et 3' suivies d'une queue de polyadénylation
(polyA) en 3'. L'UTR 5' est dérivée du géne de l'alpha-
globine humaine et contient une séquence Kozak
optimisée; 'UTR 3' synthétique est une combinaison
de deux éléments dérivés de I'amplificateur amino-
terminal de I'ARNm divisé (AES) et de I'ARN
ribosomique 12S codé par les mitochondries. La
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queue polyA est constituée de 30 résidus d'adénosine,
suivis d'une séquence de liaison de 10 nucléotides et
de 70 autres résidus d'adénosine

ARN mensajero (ARNm), protegido con la caperuza 5'
(con un andlogo anti-reverso de la caperuza [ARCA]
[m,72-°G*5'ppsp5'G]), que codifica, con codones
optimizados, el antigeno tumoral proteina temprana 7
(E7) del virus del papiloma humano 16 (HPV16),
precedido por una secuencia secretora de péptido
sefal derivada de la cadena alfa del complejo principal
de histocompatibilidad (MHC) de clase | humano, y
seguido por una secuencia que codifica epitopos de
células T colaboradoras derivados del toxoide tetanico
(P2P16) y un dominio de trafico de clase | (MITD) del
complejo mayor de histocompatibilidad (MHC), cada
uno de ellos separados por enlazadores ricos en
glicina/serina. El transgén esta flanqueado por
regiones sin traducir (UTR) en 5'y 3' seguido por una
cola de poliadenilacion (poliA) en 3'. La 5' UTR deriva
del gen de la alfa-globina humana y contiene una
secuencia Kozak optimizada; la 3' UTR sintética es
una combinacién de dos elementos derivados del
ARNmM del potenciador del procesamiento amino-
terminal (AES) y del ARN ribosémico 12S codificado
en la mitocondria. La cola poliA consta de 30 residuos
de adenosina seguidos de una secuencia enlazadora
de 10 nucleétidos y otros 70 residuos de adenosina

(2-{[3"-(aminomethyl)-5-(6-azaspiro[2.5]octan-6-yI)[1,1'-
biphenyl]-3-yllmethoxy}phenyl)acetic acid

acide (2-{[3'-(aminométhyl)-5-(6-azaspiro[2.5]octan-6-
yl)[1,1'-biphényl]-3-yllméthoxy}phényl)acétique

acido (2-{[3'-(aminometil)-5-(6-azaespiro[2.5]octan-6-
i[1,1'-bifenil]-3-iljmetoxi}fenil)acético

CZQH32NZO3

o CO,H
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relsipatide

relsipatide

relsipatida

Sequence / Séquence / Secuencia :

L-tyrosyl-2-methylalanyl-L-a-glutamylglycyl-L-threonyl-
L-phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-tyrosyl-
L-seryl-L-isoleucyl-2-methylalanyl-L-leucyl-L-a-aspartyl-
L-lysyl-L-isoleucyl-L-alanyl-L-glutaminyl-L-lysyl-L-alanyl-
L-phenylalanyl-L-valyl-L-glutaminyl-L-tryptophyl-L-
leucyl-L-isoleucyl-L-alanylglycylglycyl-L-prolyl-L-seryl-L-
serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-seryl-N®-
[(28S)-28,48-dicarboxy-13,25,30-triox0-3,6,9,15,18,21-
hexaoxa-12,24,29-triazaoctatetracontan-1-oyl]-L-
lysinamide

L-tyrosyl-2-méthylalanyl-L-a-glutamylglycyl-L-thréonyl-
L-phénylalanyl-L-thréonyl-L-séryl-L-a-aspartyl-L-tyrosyl-
L-séryl-L-isoleucyl-2-méthylalanyl-L-leucyl-L-a-aspartyl-
L-lysyl-L-isoleucyl-L-alanyl-L-glutaminyl-L-lysyl-L-alanyl-
L-phénylalanyl-L-valyl-L-glutaminyl-L-tryptophyl-L-
leucyl-L-isoleucyl-L-alanylglycylglycyl-L-prolyl-L-séryl-L-
sérylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-séryl-Né-
[(28S)-28,48-dicarboxy-13,25,30-trioxo-3,6,9,15,18,21-
hexaoxa-12,24,29-triazaoctatétracontan-1-oyl]-L-
lysinamide

L-tirosil-2-metilalanil-L-a-glutamilglicil-L-treonil-L-
fenilalanil-L-treonil-L-seril-L-a-aspartil-L-tirosil-L-seril-L-
isoleucil-2-metilalanil-L-leucil-L-a-aspartil-L-lisil-L-
isoleucil-L-alanil-L-glutaminil-L-lisil-L-alanil-L-fenilalanil-
L-valil-L-glutaminil-L-triptofil-L-leucil-L-isoleucil-L-
alanilglicilglicil-L-prolil-L-seril-L-serilglicil-L-alanil-L-prolil-
L-prolil-L-prolil-L-seril-N®-[(28S)-28,48-dicarboxi-
13,25,30-trioxo-3,6,9,15,18,21-hexaoxa-12,24,29-
triazaoctatetracontan-1-oil]-L-lisinamida

C235H368N50071

1 YAEGTFTSDY SIALDKIAQK AFVQWLIAGG PSSGAPPPSK-NH, 40

Modified residues / Résidus modifiés / Restos modificados

AZ A13:
2-CHsAla, Aib
H3C  CHs

S

rentosertib

rentosertib

rentosertib

KA0-NH, :

N-(HO,C[CH,]1sCO-yGlu-Aesa-Aesa)-L-Lys-NH,

N

H

5'-(4-fluorophenyl)-N-[4-(4-methylpiperazin-1-
yl)phenyl]-3'-(propan-2-yl)-1H,3'H-[2,4'-biimidazole]-4-
carboxamide

5'-(4-fluorophényl)-N-[4-(4-méthylpipérazin-1-
yl)phényl]-3'-(propan-2-yl)-1H,3'H-[2,4'-biimidazole]-4-
carboxamide

5'-(4-fluorofenil)-N-[4-(4-metilpiperazin-1-il)fenil]-3'-
(propan-2-il)-1H,3'H-[2,4'-biimidazol]-4-carboxamida



Recommended INN: List 95
Ca7H30FN;O

HzC

N//\ N)\CH:),

repibresib 4-(3-hydroxy-2-phenoxyphenyl)-6-methyl-1,6-dihydro-
7H-pyrrolo[2,3-c]pyridin-7-one

répibrésib 4-(3-hydroxy-2-phénoxyphényl)-6-méthyl-1,6-dihydro-
7H-pyrrolo[2,3-c]pyridin-7-one

repibresib 4-(2-fenoxi-3-hidroxifenil)-6-metil-1,6-dihidro-7H-
pirrolo[2,3-c]piridin-7-ona

C20H1SNZO3

HN\

A o)

N OH
HaC” =

o)

repunapanor 17-(4-{3-[(4S)-6,8-dichloro-2-methyl-1,2,3,4-
tetrahydroisoquinolin-4-ylJphenyl}-1H-1,2,3-triazol-1-
yl)-N-(2-{2-[2-(4-{3-[(4S)-6,8-dichloro-2-methyl-1,2,3,4-
tetrahydroisoquinolin-4-yllphenyl}-1H-1,2,3-triazol-1-
yl)ethoxy]ethoxy}ethyl)-8-oxo-12,15-dioxa-2,7,9-
triazaheptadecan-1-amide

répunapanor 17-(4-{3-[(4S)-6,8-dichloro-2-méthyl-1,2,3,4-
tétrahydroisoquinoléin-4-yllphényl}-1H-1,2,3-triazol-1-
yl)-N-(2-{2-[2-(4-{3-[(4S)-6,8-dichloro-2-méthyl-1,2,3,4-
tétrahydroisoquinoléin-4-yllphényl}-1H-1,2,3-triazol-1-
yl)éthoxy]éthoxy}éthyl)-8-oxo-12,15-dioxa-2,7,9-
triazaheptadécan-1-amide

repunapanor 17-(4-{3-[(4S)-6,8-dicloro-2-metil-1,2,3,4-
tetrahidroisoquinolein-4-il]fenil}-1H-1,2,3-triazol-1-il)-N-
(2-{2-[2-(4-{3-[(4S)-6,8-dicloro-2-metil-1,2,3,4-
tetrahidroisoquinolein-4-il}fenil}-1H-1,2,3-triazol-1-
il)etoxiletoxi}etil)-8-oxo-12,15-dioxa-2,7,9-
triazaheptadecan-1-amida

Cs4HesClsN1206
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revbekitug

revbeékitug

Cl
H3C\N
HT
=
N:N/

immunoglobulin G1-kappa, anti-[Homo sapiens IL5
(interleukin 5, IL-5)], monoclonal antibody;

H-gamma1 heavy chain (1-449) [VH Musmus/Homsap
(Mus musculus IGHV1-86*02 (84.7%) -(IGHD) -
IGHJ1*01 (82.4%) A120>Q (111), T123>L (114)/Homo
sapiens IGHV1-46*01 (79.6%) -(IGHD) -IGHJ4*01
(93.3%), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-
119) -Homo sapiens IGHG1*03v (100%)
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14
(CH1 R120>K (216) (120-217), hinge 1-15 (218-232),
CH2 (233-342), CH3 E12 (358), M14 (360) (343-447),
CHS (448-449)) (120-449)], (222-214'")-disulfide with L-
kappa light chain (1'-214") [V-KAPPA Musmus/Homsap
(Mus musculus IGKV14-111*01 (81.1%) -IGKJ2*03
(83.3%) S120>Q (100'), L124>V (104')/Homo sapiens
IGKV1-16*01 (81.1%) -IGKJ2*01 (91.7%) L124>V
(104'), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-
107') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-
214")]; dimer (228-228":231-231")-bisdisulfide,
produced in Chinese hamster ovary (CHO) cells,
derived from the cell line CHO-K1, lacking the
glutamine synthetase (GS-KO) gene, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens IL5
(interleukine 5, IL-5)]; anticorps monoclonal;

chaine lourde H-gamma1 (1-449) [VH
Musmus/Homsap (Mus musculus IGHV1-86*02
(84.7%) -(IGHD) -IGHJ1*01 (82.4%) A120>Q (111),
T123>L (114)/Homo sapiens IGHV1-46*01 (79.6%) -
(IGHD) -IGHJ4*01 (93.3%), CDR-IMGT [8.8.12] (26-
33.51-58.97-108)) (1-119) -Homo sapiens IGHG1*03v
(100%) G1m3>G1m17, nG1m1 CH1 K120, CH3 E12,
M14 (CH1 R120>K (216) (120-217), charniére 1-15
(218-232), CH2 (233-342), CH3 E12 (358), M14 (360)
(343-447), CHS (448-449)) (120-449)], (222-214')-
disulfure avec la chaine Iégére L-kappa (1'-214") [V-
KAPPA Musmus/Homsap (Mus musculus IGKV14-
111*01 (81.1%) -IGKJ2*03 (83.3%) S120>Q (100"),
L124>V (104')/Homo sapiens IGKV1-16*01 (81.1%) -
IGKJ2*01 (91.7%) L124>V (104'), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153'), V101 (191") (108'-214")]; dimére (228-
228":231-231")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), dérivant de la
lignée cellulaire CHO-K1, ne présentant pas le géne
de la glutamine synthétase (GS-KO), glycoforme alfa



revbekitug
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inmunoglobulina G1-kappa, anti-[Homo sapiens IL5 (interleukina 5,
IL-5)]; anticuerpo monoclonal;

cadena pesada H-gamma1 (1-449) [VH Musmus/Homsap (Mus
musculus IGHV1-86*02 (84.7%) -(IGHD) -IGHJ1*01 (82.4%)
A120>Q (111), T123>L (114)/Homo sapiens IGHV1-46*01 (79.6%)
-(IGHD) -IGHJ4*01 (93.3%), CDR-IMGT [8.8.12] (26-33.51-58.97-
108)) (1-119) -Homo sapiens IGHG1*03v (100%) G1m3>G1m17,
nG1m1 CH1 K120, CH3 E12, M14 (CH1 R120>K (216) (120-217),
bisagra1-15 (218-232), CH2 (233-342), CH3 E12 (358), M14 (360)
(343-447), CHS (448-449)) (120-449)], (222-214")-disulfuro con la
cadena ligera L-kappa (1'-214") [V-KAPPA Musmus/Homsap (Mus
musculus IGKV14-111*01 (81.1%) -IGKJ2*03 (83.3%) S120>Q
(100", L124>V (104')/Homo sapiens IGKV1-16*01 (81.1%) -
IGKJ2*01 (91.7%) L124>V (104'), CDR-IMGT [6.3.9] (27'-32'.50'-
52'.89'-97")) (1'-107") -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (153'), V101 (191")) (108'-214")]; dimero
(228-228":231-231")-bisdisulfuro, producido en las células ovaricas
de hamster chino (CHO), linea celular derivada de CHO-K1, en
ausencia del gen glutamina sintetasa (GS-KO), forma glicosilada
alfa

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGEE VKKPGASVKV SCKASGYTFT NHHINWVRQA PGQGLEWIGY 50
INPYNDYSRY NQKFKGRATL TVDKSTSTAY MELSSLRSED TAVYYCARDY 100
GNFWYFDVWG QGTLVTVSSA STKGPSVEPL AP3SSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPPF CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DIOMTQSPSS LSASVGDRVT ITCKASQDIN SYLSWIQQKP GKAPKTLIHR 50
ADRLIDGVPS RFSGSGSGQD FTLTISSLCP EDFATYYCLQ YDDFPYTEFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 23'-88"  134-194
23"-88"  134"-194™
Inter-H-L (h 5-CL 126) 222-214" 222"-214"
Inter-H-H (h 11, h 14)  228-228" 231-231"

N-terminal glutaminyl cyelization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamy] (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHOQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 299, 299"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 449"
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rezanecel

rézanecel

allogeneic post-mitotic GABAergic interneuron cells
derived from human embryonic stem cells (hESCs).
Cells from the working cell bank (WCB) are first
culture-expanded in a xeno-free stem cell medium
supplemented with fibroblast growth factor 2 (FGF2)
and transforming growth factor beta (TGF-$) and then
further expanded in a neural stem cell medium in the
presence of several small molecules (RHO/ROCK
pathway inhibitor, activin/BMP/TGF-f pathway
inhibitor, BMP pathway inhibitor, WNT pathway
inhibitor, and Sonic hedgehog pathway activator) to
direct the differentiation into medial ganglionic
eminence (MGE)-like progenitor cells. Second, the
cells are further differentiated into migratory post-
mitotic gamma-aminobutyric acid (GABA) producing
(GABAergic) interneurons by culture in the presence of
a MEK/ERK pathway inhibitor. During the last phase of
the culture a cyclin-dependent kinase 4/6 (CDK)
inhibitor and Notch pathway inhibitor are added to
induce cell cycle exit and to deplete progenitor cells.
Finally, the cells are immuno-purified using a pallial
interneuron-specific surface marker (ERBB4). The final
cells are positive (>98%) for ERBB4, CXCR4 (C-X-C
chemokine receptor type 4), NXPH1 (neurexophilin-1),
MAF, MafB, and ZEB2 (Zinc finger E-box-binding
homeobox 2). Radial glia stem cell and neural
progenitor markers are downregulated in the final
substance. The cells are capable to synthesize and
secrete GABA as measured in vitro following treatment
with potassium chloride (KClI) to induce depolarization
and release of synaptic vesicle contents

cellules interneurones GABAergiques post-mitotiques
allogéniques dérivées de cellules souches
embryonnaires humaines (CSEh). Les cellules de la
banque de cellules de travail (BCT) sont d'abord
cultivées dans un milieu de culture sans xénogreffes,
supplémenté en facteur de croissance des fibroblastes
2 (FCF2) et en facteur de croissance transformant
béta (FCT-B), puis cultivées dans un milieu de culture
pour cellules souches neurales en présence de
plusieurs petites molécules (inhibiteur de la voie
RHO/ROCK, inhibiteur de la voie activine/BMP/TGF-f3,
inhibiteur de la voie BMP, inhibiteur de la voie WNT et
activateur de la voie Sonic Hedgehog), afin de diriger
la différenciation en cellules progénitrices de type
éminence ganglionnaire médiane (EGM). Ensuite, les
cellules sont ensuite différenciées en interneurones
migratoires producteurs d'acide gamma-
aminobutyrique (GABA) post-mitotiques
(GABAergiques), par culture en présence d'un
inhibiteur de la voie MEK/ERK. Durant la derniere
phase de culture, un inhibiteur de la kinase cycline-
dépendante 4/6 (CDK) et un inhibiteur de la voie Notch
sont ajoutés pour induire la sortie du cycle cellulaire et
épuiser les cellules progénitrices. Enfin, les cellules
sont immuno-purifiées a l'aide d'un marqueur de
surface spécifique des interneurones palléaux
(ERBBA4). Les cellules finales sont positives (>98%)



rezanecel

rezotcagene parvec
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pour ERBB4, CXCR4 (récepteur de chimiokine C-X-C
de type 4), NXPH1 (neurexophiline-1), MAF, MafB et
ZEB2 (homéobox 2 de liaison a la boite E a doigt de
zinc). Les marqueurs des cellules souches gliales
radiales et des progéniteurs neuronaux sont régulés a
la baisse dans la substance finale. Les cellules sont
capables de synthétiser et de sécréter du GABA,
comme mesuré in vitro aprés traitement au chlorure de
potassium (KCI), pour induire la dépolarisation et la
libération du contenu des vésicules synaptiques

células interneuronas GABAérgicas post-mitéticas
alogénicas derivadas de células madre embrionarias
humanas (hESCs). Células del banco de células de
trabajo (BCT) se expanden primero en cultivo en un
medio sin componentes xenogénicos suplementado
con factor de crecimiento de fibroblastos 2 (FGF2) y
factor de crecimiento transformador beta (TGF-B8) y
después se expanden mas en un medio de células
madre neurales en presencia de varias moléculas
pequenfas (inhibidor de la ruta RHO/ROCK, inhibidor
de la ruta activina/BMP/TGF-B, inhibidor de la ruta
BMP, inhibidor de la ruta WNT, y activador de la ruta
Sonic hedghog) para dirigir la diferenciacion a células
progenitoras similares a eminencia ganglionar medial
(MGE). Segundo, las células se diferencian mas en
interneuronas migratorias post-mitéticas productoras
de acido gamma-aminobutirico (GABA)
(GABAérgicas) mediante cultivo en presencia de
inhibidor de la ruta MEK/ERK. Durante la ultima fase
del cultivo, se afiaden un inhibidor de la quinasa
dependiente de ciclina 4/6 (CDK) y un inhibidor de la
ruta Notch para inducir la salida del ciclo celular y
deplecionar las células progenitoras. Finalmente, las
células se inmunopurifican usando un marcador de
superficie especifico de interneuronas paliales
(ERBB4). Las células finales son positivas (>98%)
para ERBB4, CXCR4 (receptor de quimioquina C-X-C
tipo 4), NXPH1 (neurexofilina-1), MAF, MafB y ZEB2
(homeobox con dedos de Zinc 2 de union a la caja E).
Los marcadores de células madre de la glia radial y de
progenitores neurales tienen expresion reducida en la
substancia final. Las células son capaces de sintetizar
y secretar GABA medido in vitro tras el tratamiento
con cloruro de potasio (KCI) para inducir
despolarizacion y liberacion de los contenidos de la
vesicula sinaptica

recombinant non-replicating adeno-associated virus
serotype rh79 (rAAVrh79) vector encoding codon-
optimised human mitochondrial ornithine
transcarbamylase (OTC; carbamoyltransferase),
flanked by homology dependent recombination arms
derived from exon 7 of the human proprotein
convertase subtilisin/kexin type 9 (PCSK9; neural
apoptosis-regulated convertase 1) gene, under control
of a liver-specific human thyroxine binding globulin
(TBG) promoter and two copies of an alpha 1-
microglobulin/bikunin enhancer element, terminated
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rézotcagene parvec

rezotcagén parvec

ribupatide

ribupatide

with a bovine growth hormone polyadenylation signal,
and flanked by AAV2 inverted terminal repeats

vecteur recombinant non réplicatif du virus adéno-
associé de sérotype rh79 (rAAVrh79) codant I'ornithine
transcarbamylase mitochondriale humaine a codons
optimisés (OTC; carbamoyltransférase), flanqué de
bras de recombinaison dépendants de I'homologie
dérivés de I'exon 7 du géne de la proprotéine
convertase subtilisine/kexine de type 9 (PCSKO9;
convertase 1 neurale régulée par I'apoptose), sous le
contréle d'un promoteur spécifique du foie de la
globuline liant la thyroxine (TBG) humaine, et de deux
copies d'un élément amplificateur de I'alpha-1-
microglobuline/bikunine, terminé par un signal de
polyadénylation de I'hormone de croissance bovine, et
flanqué de répétitions terminales inversées AAV2

vector de virus adenoasociado de serotopo rh79
recombinante (rAAVrh79), no replicativo que codifica,
con codones optimizados, la ornitina transcarbamilasa
mitocondrial (OTC; carbamoiltransferasa) humana,
flanqueado por brazos de recombinacion
dependientes de homologia derivados del exén 7 del
gen de la subtilisina convertasa proproteina
humanar/kexina tipo 9 (PCSK9; convertasa 1 neural
regulada por apoptosis), bajo el control de un promotor
especifico de higado de la globulina de unién a
tiroxina (TBG) humana y dos copias de un elemento
potenciador de alfa 1 microglobulina/bikunina,
terminado con una sefial de poliadenilacion de la
hormona de crecimiento bovina, y flanqueado por
repeticiones terminales invertidas de AAV2

L-tyrosyl-2-methylalanyl-L-a-glutamylglycyl-L-threonyl-
L-phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-tyrosyl-
L-seryl-L-isoleucyl-L-tyrosyl-N®-[(22S)-22,42-dicarboxy-
10,19,24-trioxo-3,6,12,15-tetraoxa-9,18,23-
triazadotetracontan-1-oyl]-L-lysyl-L-a-glutamyl-L-lysyl-L-
isoleucyl-L-alanyl-L-alanyl-L-glutaminyl-L-a-glutamyl-L-
phenylalanyl-L-valyl-L-asparaginyl-L-tryptophyl-L-
leucyl-L-leucyl-L-alanylglycylglycyl-L-prolyl-L-seryl-L-
serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-
serinamide

L-tyrosyl-2-méthylalanyl-L-a-glutamylglycyl-L-thréonyl-
L-phénylalanyl-L-thréonyl-L-séryl-L-a-aspartyl-L-tyrosyl-
L-séryl-L-isoleucyl-L-tyrosyl-N°-[(22S)-22,42-dicarboxy-
10,19,24-trioxo-3,6,12,15-tétraoxa-9,18,23-
triazadotétracontan-1-oyl]-L-lysyl-L-a-glutamyl-L-lysyl-L-
isoleucyl-L-alanyl-L-alanyl-L-glutaminyl-L-a-glutamyl-L-
phénylalanyl-L-valyl-L-asparaginyl-L-tryptophyl-L-
leucyl-L-leucyl-L-alanylglycylglycyl-L-prolyl-L-séryl-L-
sérylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-
sérinamide



ribupatida

ricorfotide vedotin

ricorfotide védotine
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L-tirosil-2-metilalanil-L-a-glutamilglicil-L-treonil-L-
fenilalanil-L-treonil-L-seril-L-a-aspartil-L-tirosil-L-seril-L-
isoleucil-L-tirosil-N°-[(22S)-22,42-dicarboxi-10,19,24-
trioxo-3,6,12,15-tetraoxa-9,18,23-triazadotetracontan-
1-0il]-L-lisil-L-a-glutamil-L-lisil-L-isoleucil-L-alanil-L-
alanil-L-glutaminil-L-a-glutamil-L-fenilalanil-L-valil-L-
asparaginil-L-triptofil-L-leucil-L-leucil-L-alanilglicilglicil-L-
prolil-L-seril-L-serilglicil-L-alanil-L-prolil-L-prolil-L-prolil-L-
serinamida

C229H346N48071

YAEGTFTSDY SIYKEKIAAQ EFVNWLLAGG PSSGAPPPS 39

Modified residues / Résidus modifiés / Restos modificados

H y—OH

CO,H H,N”~ “CONH,

S (39)
L-Ser-NH,

' HO,C, H O
. CO,H
H\\ HN%Asz WHM
HoN OH © 20
o} K (14)

NE-[HO,C[CHy]45CO-y-Glu-([CH,CH,0],CHLCO)ol-L-Lys

N-(4-{[(2-amino-4-ox0-3,4-dihydropteridin-6-
yl)methylJamino}benzoyl)-L-y-glutamyl-S-[(3RS)-1-(6-
{[(2S)-1-{[(2S)-5-(carbamoylamino)-1-{4-[({[(2S)-1-
{l(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-
hydroxy-1-phenylpropan-2-ylJamino}-1-methoxy-2-
methyl-3-oxopropyl]pyrrolidin-1-yl}-3-methoxy-5-
methyl-1-oxoheptan-4-yl](methyl)amino}-3-methyl-1-
oxobutan-2-ylJamino}-3-methyl-1-oxobutan-2-
yll(methyl)carbamoyl}oxy)methyl]anilino}-1-oxopentan-
2-ylJamino}-3-methyl-1-oxobutan-2-ylJamino}-6-
oxohexyl)-2,5-dioxopyrrolidin-3-yl]-L-cysteinyl-L-lysyl-L-
a-glutamyl-L-phenylalanyl-L-leucyl-L-histidyl-L-prolyl-L-
seryl-L-lysyl-L-valyl-L-a-aspartyl-L-leucyl-L-prolyl-L-
arginine

N-(4-{[(2-amino-4-ox0-3,4-dihydroptéridin-6-
yl)méthylJamino}benzoyl)-L-y-glutamyl-S-[(3RS)-1-(6-
{[(2S)-1-{[(2S)-5-(carbamoylamino)-1-{4-[({[(2S)-1-
{[(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-
hydroxy-1-phénylpropan-2-ylJamino}-1-méthoxy-2-
méthyl-3-oxopropyl]pyrrolidin-1-yl}-3-méthoxy-5-
méthyl-1-oxoheptan-4-yl](méthyl)amino}-3-méthyl-1-
oxobutan-2-ylJamino}-3-méthyl-1-oxobutan-2-
yll(méthyl)carbamoyl}oxy)méthyl]anilino}-1-oxopentan-
2-ylJamino}-3-méthyl-1-oxobutan-2-ylJamino}-6-
oxohexyl)-2,5-dioxopyrrolidin-3-yl]-L-cystéinyl-L-lysyl-L-
a-glutamyl-L-phénylalanyl-L-leucyl-L-histidyl-L-prolyl-L-
séryl-L-lysyl-L-valyl-L-a-aspartyl-L-leucyl-L-prolyl-L-
arginine



Recommended INN: List 95

ricorfotida vedotina

rinzimetostat

rinzimétostat

rinzimetostat

N-(4-{[(2-amino-4-oxo0-3,4-dihldropteridin-6-
il)metillamino}benzoil)-L-y-glutamil-S-[(3RS)-1-(6-
{[(2S)-1-{[(2S)-5-(carbamoilamino)-1-{4-[({[(2S)-1-
{[(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-
hidroxi-1-fenilpropan-2-ilJamino}-1-metoxi-2-metil-3-
oxopropil]pirrolidin-1-il}-3-metoxi-5-metil-1-oxoheptan-
4-il}(metil)amino}-3-metil-1-oxobutan-2-iljamino}-3-
metil-1-oxobutan-2-
ilj(metil)carbamoil}oxi)metil]anilino}-1-oxopentan-2-
illamino}-3-metil-1-oxobutan-2-ilJamino}-6-oxohexil)-
2,5-dioxopirrolidin-3-il]-L-cisteinil-L-lisil-L-a-glutamil-L-
fenilalanil-L-leucil-L-histidil-L-prolil-L-seril-L-lisil-L-valil-L-
a-aspartil-L-leucil-L-prolil-L-arginina

C162H243N39040S

and epimer at C*
et I'épimere en C*
y el epimerc al C*

.8
H |.H
- KEFLHPSKVDLPR

COoH
H/ O NH
HN N=(

N NH
(h<
=N O

8-{4-[(dimethylamino)methyl]-2-methylphenyl}-5-{[(5-
fluoro-2,3-dihydro-1-benzofuran-4-
yl)methylJamino}imidazo[1,2-c]pyrimidine-2-carbonitrile
8-{4-[(diméthylamino)méthyl]-2-méthylphényl}-5-{[(5-
fluoro-2,3-dihydro-1-benzofuran-4-
yl)méthylJamino}imidazo[1,2-c]pyrimidine-2-carbonitrile
8-{4-[(dimetilamino)metil]-2-metilfenil}-5-{[(5-fluoro-2,3-
dihidro-1-benzofuran-4-il)metillamino}imidazo[1,2-
c]pirimidina-2-carbonitrilo

Ca6H25FNsO

HaC

N
HN4</ \
N N—CHs

N HsC

CN



risvutatug

risvutatug

risvutatug
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immunoglobulin G1-lambda1, anti-[Homo sapiens CD276
(B7H3, B7-H3, B7-related protein 2, B7TRP2, B7TRP-2, B7
homolog 3, B7 homologue 3)], Homo sapiens monoclonal
antibody;

H-gamma1 heavy chain Homo sapiens (1-449) [VH
(Homo sapiens IGHV3-30*01 (94.9%) -(IGHD) -IGHJ4*01
(92.9%) T122>A (113), CDR-IMGT [8.8.12] (26-33.51-
58.97-108)) (1-119) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (216)
(120-217), hinge 1-15 (218-232), CH2 (233-342), CH3
D12 (358), L14 (360) (343-447), CHS (448-449)) (120-
449)], (222-215")-disulfide with L-lambda1 light chain
Homo sapiens (1'-215") [V-LAMBDA (Homo sapiens
IGLV8-61*01 (89.7%) -IGLJ3*02 (100%), CDR-IMGT
[9.3.10] (26'-34'.52'-54'.91'-100")) (1'-110') -Homo sapiens
IGLC1*02 (100%) (C-LAMBDA1 S127>del) (111'-215")];
dimer (228-228":231-231")-bisdisulfide, produced in
Chinese hamster ovary (CHO) cells, cell line CHO-K1,
glycoform alfa

immunoglobuline G1-lambda1, anti-[Homo sapiens
CD276 (B7H3, B7-H3, protéine 2 liée a B7, B7TRP2,
B7RP-2, B7 homolog 3, B7 homologue 3)], anticorps
monoclonal Homo sapiens;

chaine lourde H-gamma1 Homo sapiens (1-449) [VH
(Homo sapiens IGHV3-30*01 (94.9%) -(IGHD) -IGHJ4*01
(92.9%) T122>A (113), CDR-IMGT [8.8.12] (26-33.51-
58.97-108)) (1-119) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (216)
(120-217), charniére 1-15 (218-232), CH2 (233-342),
CH3 D12 (358), L14 (360) (343-447), CHS (448-449))
(120-449)], (222-215")-disulfure avec la chaine légére
L-lambda1 Homo sapiens(1'-215') [V-LAMBDA (Homo
sapiens IGLV8-61*01 (89.7%) -IGLJ3*02 (100%), CDR-
IMGT [9.3.10] (26'-34'.52'-54'.91'-100")) (1'-110') -Homo
sapiens IGLC1*02 (100%) (C-LAMBDA1 S127>del) (111'-
215"]; dimére (228-228":231-231")-bisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO),
lignée cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G1-lambda1, anti-[Homo sapiens CD276
(B7H3, B7-H3, proteina 2 vinculada a B7, B7TRP2, B7RP-
2, B7 homolog 3, B7 homologo 3)], anticuerpo
monoclonal Homo sapiens;

cadena pesada H-gamma1 Homo sapiens (1-449) [VH
(Homo sapiens IGHV3-30*01 (94.9%) -(IGHD) -IGHJ4*01
(92.9%) T122>A (113), CDR-IMGT [8.8.12] (26-33.51-
58.97-108)) (1-119) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (216)
(120-217), bisagra 1-15 (218-232), CH2 (233-342), CH3
D12 (358), L14 (360) (343-447), CHS (448-449)) (120-
449)], (222-215")-disulfuro con la cadena ligera L-
lambda1 Homo sapiens(1'-215') [V-LAMBDA (Homo
sapiens IGLV8-61*01 (89.7%) -IGLJ3*02 (100%), CDR-
IMGT [9.3.10] (26'-34'.52'-54'.91'-100")) (1'-110") -Homo
sapiens IGLC1*02 (100%) (C-LAMBDA1 S127>del) (111'-
215")]; dimero (228-228":231-231")-bisdisulfuro,
producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-K1, forma glicosilada alfa
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risvutatug rezetecan

Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVQLVQSGGG VVQPGTSLEL SCAASGFIFS SSAMHWVRCA PGKGLEWVAV 50
ISYDGSNKYY VDSVKGRETI SRDNSKNTLY LQOMNSLRAED TAVYYCARSA 100
RLYASFDYWG QGALVTIVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 20C
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 25C
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVESCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légere / Cadena ligera (L', L")

DTVVTQEPSF SVSPGGTVTL TCGLSSGSVS TSHYPSWYCQ TPGQAPRMLI 50
YNTNTRSSGV PDRFSGSILG NKAALTITGA QADDESDYYC AIHVDRDIWV 100
FGGGTKLTVL GQPKANPTVT LFPPSSEELQ ANKATLVCLI SDEFYPGAVTV 150
AWKADGSPVK AGVETTKPSK QSNNKYAASS YLSLTPEQWK SHRSYSCQVT 20C
HEGSTVEKTV APTEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 22'-90" 138-197"
22"-90" 138™-197"
Inter-H-L (h 5-CL 126) 222-215" 222"-215"
Inter-H-H (h 11, h 14)  228-228" 231-231"

N-terminal glutaminy| cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl)/ pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilaciéon

H CH2 N84.4: 299, 299"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping/ Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 449, 449"

immunoglobulin G1-lambda1, anti-[Homo sapiens CD276 (B7H3,
B7-H3, B7-related protein 2, B7TRP2, B7TRP-2, B7 homolog 3, B7
homologue 3)], Homo sapiens monoclonal antibody; conjugated
on an average of four cysteinyl residues to rezetecan, comprising
a linker and a camptothecin derivative (exatecan);

H-gamma1 heavy chain Homo sapiens (1-449) [VH (Homo
sapiens IGHV3-30*01 (94.9%) -(IGHD) -IGHJ4*01 (92.9%)
T122>A (113), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-119) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12,
L14 (CH1 K120 (216) (120-217), hinge 1-15 (218-232), CH2 (233-
342), CH3 D12 (358), L14 (360) (343-447), CHS (448-449)) (120-
449)], (222-215'")-disulfide with L-lambda1 light chain Homo
sapiens (1'-215") [V-LAMBDA (Homo sapiens IGLV8-61*01
(89.7%) -IGLJ3*02 (100%), CDR-IMGT [9.3.10] (26'-34'.52'-
54'.91'-100'") (1'-110") -Homo sapiens IGLC1*02 (100%) (C-
LAMBDA1 $127>del) (111'-215")]; dimer (228-228":231-231")-
bisdisulfide; produced in Chinese hamster ovary (CHO) cells, cell
line CHO-K1, glycoform alfa; substituted at the sulfur atoms of four
L-cysteinyl residues on an average among 222, 228, 231, 215/,
222", 228", 231" and 215" with (3RS)-1-[(2R,10S)-10-benzyl-2-
cyclopropyl-1-{[(1S,9S)-9-ethyl-5-fluoro-9-hydroxy-4-methyl-10,13-
dioxo-2,3,9,10,13,15-hexahydro-1H,12H-
benzo[de]pyrano[3',4":6,7]indolizino[1,2-b]quinolin-1-ylJamino}-
1,6,9,12,15,18-hexaoxo-3-oxa-5,8,11,14,17-pentaazatricosan-23-
yl]-2,5-dioxopyrrolidin-3-yl (rezetecan) groups



risvutatug rézétécan

risvutatug rezetecan
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immunoglobuline G1-lambda1, anti-[Homo sapiens CD276
(B7H3, B7-H3, protéine 2 liée a B7, B7TRP2, B7TRP-2, B7
homolog 3, B7 homologue 3)], anticorps monoclonal Homo
sapiens; conjugué par quatre résidus cystéinyles en
moyenne au rézétécan, comprenant un linker et un dérivé
de la camptothécine (exatécan);

chaine lourde H-gamma1 Homo sapiens (1-449) [VH (Homo
sapiens IGHV3-30*01 (94.9%) -(IGHD) -IGHJ4*01 (92.9%)
T122>A (113), CDR-IMGT [8.8.12] (26-33.51-58.97-108))
(1-119) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1
K120, CH3 D12, L14 (CH1 K120 (216) (120-217), charniére
1-15 (218-232), CH2 (233-342), CH3 D12 (358), L14 (360)
(343-447), CHS (448-449)) (120-449)], (222-215")-disulfure
avec la chaine légére L-lambda1 Homo sapiens (1'-215") [V-
LAMBDA (Homo sapiens IGLV8-61*01 (89.7%) -IGLJ3*02
(100%), CDR-IMGT [9.3.10] (26'-34'.52'-54'.91'-100")) (1'-
110") -Homo sapiens IGLC1*02 (100%) (C-LAMBDA1
S127>del) (111'-215")]; dimere (228-228":231-231")-
bisdisulfure, produit dans des cellules ovariennes de
hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa; substitué, sur les atomes de soufre de
quatre résidus L-cystéinyle en moyenne parmi 222, 228,
231, 215', 222", 228", 231" et 215™, avec des groupes
(3RS)-1-[(2R,10S)-10-benzyl-2-cyclopropyl-1-{[(1S,9S)-9-
éthyl-5-fluoro-9-hydroxy-4-méthyl-10,13-dioxo-
2,3,9,10,13,15-hexahydro-1H,12H-benzo[de]pyrano[3',4":6
,7lindolizino[1,2-b]quinoléin-1-ylJamino}-1,6,9,12,15,18-
hexaoxo-3-oxa-5,8,11,14,17-pentaazatricosan-23-yl]-2,5-
dioxopyrrolidin-3-yle (rézétécan)

inmunoglobulina G1-lambda1, anti-[Homo sapiens CD276
(B7H3, B7-H3, proteina 2 vinculada a B7, B7TRP2, B7TRP-2,
B7 homolog 3, B7 homélogo 3)], anticuerpo monoclonal
Homo sapiens; conjugado, por cuatro residuos de cisteinilo,
por término medio a rezetecan, que comprende un enlace y
un derivado de la camptotecina (exatecan);

cadena pesada H-gamma1 Homo sapiens (1-449) [VH
(Homo sapiens IGHV3-30*01 (94.9%) -(IGHD) -IGHJ4*01
(92.9%) T122>A (113), CDR-IMGT [8.8.12] (26-33.51-
58.97-108)) (1-119) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (216) (120-
217), bisagra 1-15 (218-232), CH2 (233-342), CH3 D12
(358), L14 (360) (343-447), CHS (448-449)) (120-449)],
(222-215")-disulfuro con la cadena ligera L-lambda1 Homo
sapiens (1'-215') [V-LAMBDA (Homo sapiens IGLV8-61*01
(89.7%) -IGLJ3*02 (100%), CDR-IMGT [9.3.10] (26'-34'.52'-
54'.91'-100") (1'-110") -Homo sapiens IGLC1*02 (100%) (C-
LAMBDA1 S127>del) (111'-215")]; dimero (228-228":231-
231")-bisdisulfuro, producido en las células ovaricas de
hamster chino (CHO), linea celular CHO-K1, forma
glicosilada alfa; sustituido, en los atomos de azufre de
cuatro residuos de L-cisteinilo en promedio de 222, 228,
231, 215", 222", 228", 231" y 215™, con grupos (3RS)-1-
[(2R,10S)-10-bencil-2-ciclopropil-1-{[(1S,9S)-9-etil-5-fluoro-
9-hidroxi-4-metil-10,13-dioxo-2,3,9,10,13,15-hexahidro-
1H,12H-benzo[de]pirano[3',4":6,7]indolizino[1,2-b]quinolein-
1-illamino}-1,6,9,12,15,18-hexaoxo-3-oxa-5,8,11,14,17-
pentaazatricosan-23-il]-2,5-dioxopirrolidin-3-ilo (rezetecan)
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVQSGCEG VVQPGTSLRL SCAASGFIFS SSAMHWVRCA PGKGLEWVAV 50
ISYDGSNKYY VDSVKGRETI SRDNSKNTLY LOMNSLRAED TAVYYCARSA 100
RLYASFDYWG QGALVTVSSA STKGPSVEPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPE CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHODWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSEFFLYS KLTVDKSRWQ QGNVESCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera (1., I.")

DTVVTQEPSF SVSPGGTVTL TCGLSSGSVE TSHYPSWYCQQ TPGQAPRMLI 50
YNTNTRSSGV PDRFSGSILG NKAALTITGA QADDESDYYC AIHVDRDIWV 100
FGGGTKLTVL GQPKANPTVT LEPPSSEELQ ANKATLVCLI SDFYPGAVTV 150
BAWKADGSPVK AGVETTKPSK QSNNKYAASS YLSLTPEQWK SHRSYSCQVT 200
HEGSTVEKTV APTEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  146-202 263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 22-90"  138-197
22"-90™ 138™-197"
Inter-H-L (h 5-CL 126) 222-215" 222"-215"™
Inter-H-H (h 11, h 14)  228-228" 231-231"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1.1

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 299, 299"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping/ Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 449"

Moditfied residues / résidus modifiés / restos modificados*
C(222,228,231,215', 222" 228", 231", 215")
*(rezetecarrmAb ~ 4:1)
e} O
GlnynyPhefGlyfn\/O

and epimer at C*
et épimére en C*
y el epimerc al C*

N W codH
s X
© Ho N

roltotatug immunoglobulin G1-kappa, anti-[Homo sapiens DLK1 (delta like
non-canonical Notch ligand 1)], humanized monoclonal antibody;
H-gamma1 heavy chain humanized (1-448) [VH (Homo sapiens
IGHV4-4*08 (85.6%) -(IGHD) -IGHJ5*01 (86.7%), CDR-IMGT
[8.7.12] (26-33.51-57.96-107)) (1-118) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (215)
(119-216), hinge 1-15 (217-231), CH2 (232-341), CH3 D12 (357),
L14 (359) (342-446), CHS (447-448)) (119-448)], (221-220')-
disulfide with L-kappa light chain humanized (1'-220") [V-
KAPPA(Homo sapiens IGKV4-1*01 (90.1%) -IGKJ2*01 (100%),
CDR -IMGT [12.3.9] (27'-38'.56'-58'.95'-103')) (1'-113') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(159, V101 (197")) (114'-220")]; dimer (227-227":230-230")-
bisdisulfide, produced in a cell line from Chinese hamster ovary
(CHO) cells, derived from the cell line CHO-K1, glycoform alfa



roltotatug

roltotatug
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immunoglobuline G1-kappa, anti-[Homo sapiens DLK1 (delta like non-canonique
Notch ligand 1)], anticorps monoclonal humanisé;

chaine lourde H-gamma1 humanisée (1-448) [VH (Homo sapiens IGHV4-4*08
(85.6%) -(IGHD) -IGHJ5*01 (86.7%), CDR-IMGT [8.7.12] (26-33.51-57.96-107))
(1-118) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14
(CH1 K120 (215) (119-216), charniére 1-15 (217-231), CH2 (232-341), CH3 D12
(357), L14 (359) (342-446), CHS (447-448)) (119-448)], (221-220")-disulfure avec
la chaine légére L-kappa humanisée (1'-220") [V-KAPPA (Homo sapiens IGKV4-
1*01 (90.1%) -IGKJ2*01 (100%), CDR -IMGT [12.3.9] (27'-38'.56'-58'.95'-103"))
(1'-113') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(159'), V101 (197")) (114'-220")]; dimére (227-227":230-230")-bisdisulfure, produit
dans une lignée cellulaire des cellules ovariennes de hamster chinois (CHO),
dérivant de la lignée cellulaire CHO-K1, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens DLK1 (delta como un ligando no
canonico de Notch 1)], anticuerpo monoclonal humanizado;

cadena pesada H-gamma1 humanizada (1-448) [VH (Homo sapiens IGHV4-4*08
(85.6%) -(IGHD) -IGHJ5*01 (86.7%), CDR-IMGT [8.7.12] (26-33.51-57.96-107))
(1-118) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14
(CH1 K120 (215) (119-216), bisagra 1-15 (217-231), CH2 (232-341), CH3 D12
(357), L14 (359) (342-446), CHS (447-448)) (119-448)], (221-220")-disulfuro con
la cadena ligera L-kappa humanizada (1'-220") [V-KAPPA (Homo sapiens IGKV4-
1*01 (90.1%) -IGKJ2*01 (100%), CDR -IMGT [12.3.9] (27'-38'.56'-58'.95'-103"))
(1'-113') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(159'), V101 (197")) (114'-220")]; dimero (227-227":230-230")-bisdisulfuro,
producido en una linea celular de las células ovaricas de hamster chino (CHO),
linea celular derivada de CHO-K1, forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLQESGEG LVKPSETLSL TCTV3GFSLES IYSVHWVRQP PGKGLEWIGL 50
IWGGGSTDYN PSLKSRVTIS KDTSKNQVSL KLSSVTAADT AVYYCARKEG 100
NYLWFAYWGC GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VELFPPKPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKENWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLLC 400
SDGSFFLYSK LTVDKSRWCQQ GNVESCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera (L', L™}

DIVMTQSPCS LAVSLGERVT MNCKSSQSLL QSSNQKNYLA WYQQKPGQPP 50
KLLVYFASTR ESGVPDREFSG SGSGTDEFTLT ISSVQAEDVA VYYCQQHYSI 100
PLTFGQGTKL EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVOWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSEFNRGEC 220

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95  145-201  262-322  368-426
22"-95" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23-94" 140200
23"-04"  140™-200™
Inter-H-L (h 5-CL 126) 221-220" 221"-220™
Inter-H-H (h 11.h 14)  227-227" 230-230"

N-terminal glutaminyl cyelization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q = pyroglutamy]l (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 298, 298"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 448, 448"
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roltotatug vedotin

roltotatug védotine

immunoglobulin G1-kappa, anti-[Homo sapiens
DLK1 (delta like non-canonical Notch ligand 1)],
humanized monoclonal antibody; conjugated on
an average of four cysteinyl residues to vedotin,
comprising a cleavable linker and
monomethylauristatin E (MMAE);

H-gamma1 heavy chain humanized (1-448) [VH
(Homo sapiens IGHV4-4*08 (85.6%) -(IGHD) -
IGHJ5*01 (86.7%), CDR-IMGT [8.7.12] (26-33.51-
57.96-107)) (1-118) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (215) (119-216), hinge 1-15 (217-231), CH2
(232-341), CH3 D12 (357), L14 (359) (342-446),
CHS (447-448)) (119-448)], (221-220")-disulfide
with L-kappa light chain humanized (1'-220') [V-
KAPPA (Homo sapiens IGKV4-1*01 (90.1%) -
IGKJ2*01 (100%), CDR -IMGT [12.3.9] (27'-
38'.56'-58'.95'-103")) (1'-113') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (159'), V101 (197')) (114'-220")]; dimer
(227-227":230-230")-bisdisulfide produced in a
cell line from Chinese hamster ovary (CHO) cells,
derived from the cell line CHO-K1, glycoform alfa;
substituted at the sulfur atoms of an average of
four L-cysteinyl residues among 221, 227, 230,
220', 221", 227", 230" and 220" with (3RS)-1-(6-
{[(2S)-1-{[(2S)-5-(carbamoylamino)-1-{4-[({[(2S)-
1<{[(2S)-1-{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-
{[(1S,2R)-1-hydroxy-1-phenylpropan-2-ylJamino}-
1-methoxy-2-methyl-3-oxopropyl]pyrrolidin-1-yl}-
3-methoxy-5-methyl-1-oxoheptan-4-
yll(methyl)amino}-3-methyl-1-oxobutan-2-
yllamino}-3-methyl-1-oxobutan-2-
yll(methyl)carbamoyl}oxy)methyl]anilino}-1-
oxopentan-2-ylJamino}-3-methyl-1-oxobutan-2-
yllamino}-6-oxohexyl)-2,5-dioxopyrrolidin-3-yl
(vedotin) groups

immunoglobuline G1-kappa, anti-[Homo sapiens
DLK1 (delta like non-canonique Notch ligand 1)],
anticorps monoclonal humanisé; conjugué par
quatre résidus cystéinyle en moyenne a la
védotine, comprenant un linker clivable et
monométhylauristatine E (MMAE);

chaine lourde H-gamma1 humanisée (1-448) [VH
(Homo sapiens IGHV4-4*08 (85.6%) -(IGHD) -
IGHJ5*01 (86.7%), CDR-IMGT [8.7.12] (26-33.51-
57.96-107)) (1-118) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (215) (119-216), charniére 1-15 (217-231),
CH2 (232-341), CH3 D12 (357), L14 (359) (342-
446), CHS (447-448)) (119-448)], (221-220')-
disulfure avec la chaine légere L-kappa
humanisée (1'-220") [V-KAPPA (Homo sapiens
IGKV4-1*01 (90.1%) -IGKJ2*01 (100%), CDR -
IMGT [12.3.9] (27'-38'.56'-58'.95'-103")) (1'-113") -
Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-
220")]; dimére (227-227":230-230")-bisdisulfure,
produit dans une lignée cellulaire des cellules
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ovariennes de hamster chinois (CHO), dérivant
de la lignée cellulaire CHO-K1, glycoforme alfa;
substituée sur les atomes de soufre d'une
moyenne de quatre résidus L-cystéinyle parmi
221, 227, 230, 220', 221", 227", 230" et 220"
avec des groupes (3RS)-1-(6-{[(2S)-1-{[(2S)-5-
(carbamoylamino)-1-{4-[({[(2S)-1-{[(2S)-1-
{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-
hydroxy-1-phénylpropan-2-ylJamino}-1-méthoxy-
2-méthyl-3-oxopropyl]pyrrolidin-1-yl}-3-méthoxy-
5-méthyl-1-oxoheptan-4-yl](méthyl)amino}-3-
méthyl-1-oxobutan-2-ylJamino}-3-méthyl-1-
oxobutan-2-
yll(méthyl)carbamoyl}oxy)méthyl]anilino}-1-
oxopentan-2-ylJamino}-3-méthyl-1-oxobutan-32-
ylJamino}-6-oxohexyl)-2,5-dioxopyrrolidin-3-yle
(védotine)

roltotatug vedotina inmunoglobulina G1-kappa, anti-[Homo sapiens
DLK1 (delta como un ligando no candnico de
Notch 1)], anticuerpo monoclonal humanizado;
conjugado en una media de cuatro residuos
cisteinilo a la vedotina, que comprende un enlace
escindible y monometilauristatina E (MMAE);
cadena pesada H-gamma1 humanizada (1-448)
[VH (Homo sapiens IGHV4-4*08 (85.6%) -(IGHD)
-IGHJ5*01 (86.7%), CDR-IMGT [8.7.12] (26-
33.51-57.96-107)) (1-118) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3
D12, L14 (CH1 K120 (215) (119-216), bisagra 1-
15 (217-231), CH2 (232-341), CH3 D12 (357),
L14 (359) (342-446), CHS (447-448)) (119-448)],
(221-220")-disulfuro con la cadena ligera L-kappa
humanizada (1'-220') [V-KAPPA (Homo sapiens
IGKV4-1*01 (90.1%) -IGKJ2*01 (100%), CDR -
IMGT [12.3.9] (27'-38'.56'-58'.95'-103")) (1'-113") -
Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-
220")]; dimero (227-227":230-230")-bisdisulfuro,
producido en una linea celular de las células
ovaricas de hamster chino (CHO), linea celular
derivada de CHO-K1, forma glicosilada alfa;
sustituida en los atomos de azufre de un
promedio de cuatro residuos de L-cisteinilo entre
221, 227, 230, 220', 221", 227", 230" y 220™ con
grupos (3RS)-1-(6-{[(2S)-1-{[(2S)-5-
(carbamoilamino)-1-{4-[({[(2S)-1-{[(2S)-1-
{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-
fenil-1-hidroxipropan-2-ilJamino}-2-metil-1-metoxi-
3-oxopropil]pirrolidin-1-il}-5-metil-3-metoxi-1-
oxoheptan-4-il](metil)Jamino}-3-metil-1-oxobutan-
2-ilJlamino}-3-metil-1-oxobutan-2-
il(metil)carbamoil}oxi)metil]anilino}-1-oxopentan-
2-ilJlamino}-3-metil-1-oxobutan-32-ilJamino}-6-
oxohexil)-2,5-dioxopirrolidin-3-ilo (vedotina)
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLQESGEG LVKPSETLSL TCTV3GFSLS IYSVHWVRQP PGKGLEWIGL 50
IWGGGSTDYN PSLKSRVTIS KDTSKNQVSL KLSSVTAADT AVYYCARKEG 100
NYLWFAYWGC GTLVTVSSAS TKGP3VFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKL 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLL 400
SDGSFFLYSK LTVDKSRWCO GNVESCSVMH EALHNHYTQOK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera (L. L")

DIVMTQSPLS LAVSLGERVT MNCKSSQSLL QSSNQKNYLA WYQQKPGQFP 50
KLLVYFASTR ESGVPDRFSG SGSGTDFTLT ISSVQAEDVA VYYCQQHYSI 100
PLTFGQGTKL EIKRTVAAPS VFIFPPSDEC LKSGTASVVC LLNNEFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSFNRGEC 220

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95 145201  262-322  368-426

22"-95" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-94" 140200

23".94" 140™-200™
Inter-H-L (h 5-CL 126)* 221-220" 221"-220"
Inter-H-H (h 11, h 14)*  227-227" 230-230"
*Two or three of the four inter-chain disulfide bridges are not present, an average of 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des quatre ponts disulfures inter-chaines ne sont pas présents, 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Dos o tres de los cuatro puentes disulfuro inter-catenarios no estan presentes. una media
de 4 cisteinil estd conjugada a conectores de principio activo.

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q = pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 298, 298"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 448, 448"

Modified residues / Résidus modifiés / Restos modificados*

C (221,227, 230, 220", 221".227". 230". 220")
*(vedotinmAb ~ 4'1)

HZN« o

}/(N NH
> o
NH Aoy CHs
HaC' N7
o o. H|.H

o
HG H HoN” CO,H

and epimer at C*
> l “CHy et 'épimére en C*
3 /

y el epimerc al C*
NH CH3O

CHs

ruvonoflast propan-2-yl (2R)-2-{[(1,2,3,5,6,7-hexahydro-s-indacen-4-
yl)carbamoyl]oxy}-3-(pyrimidin-2-yl)propanoate

ruvonoflast (2R)-2-{[(1,2,3,5,6,7-hexahydro-s-indacén-4-yl)carbamoyl]oxy}-3-
(pyrimidin-2-yl)propanoate de propan-2-yle



ruvonoflast

sacituzumab drozuntecan

sacituzumab drozuntécan
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(2R)-2-{[(1,2,3,5,6,7-hexahidro-s-indacen-4-il)carbamoil]oxi}-3-
(pirimidin-2-il)propanoato de propan-2-ilo

C23H27N304

HsC

o >—CH3

1
N
H

O

NZ TN

U

immunoglobulin G1-kappa, anti-[Homo sapiens TACSTD2
(tumor-associated calcium signal transducer 2, membrane
component chromosome 1 surface marker 1, M1S1,
gastrointestinal tumor-associated antigen GA7331, pancreatic
carcinoma marker protein GA733-1, epithelial glycoprotein-1,
EGP-1, trophoblast antigen-2, cell surface glycoprotein Trop-2,
TROP2)], humanized monoclonal antibody; conjugated on an
average of 4.5 cysteinyl residues to drozuntecan, comprising a
cleavable linker and a camptothecin derivative (exatecan);
H-gamma1 heavy chain (1-451) [humanized VH (Homo sapiens
IGHV7-4-1*02 (85.7%) -(IGHD)-IGHJ4*01 (86.7) T122>S (115),
CDR_IMGT [8.8.14] (26-33.51-58.97-110)) (1-121) -Homo
sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12, M14
(CH1 R120 (218) (122-219), hinge (220-234), CH2 (235-344),
CH3 E12 (360), M14 (362) (345-449), CHS (450-451)) (122-
451)], (224-214")-disulfide with kappa light chain humanized (1'-
214") [V-KAPPA (Homo sapiens IGKV1-9%01 (82.2%) -IGKJ4*01
(91.7%) G120>A (100), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-
97") (1'-107") -Homo sapiens IGKC*01, Km3, A45.1 (153'), V101
(191") (108'-214")]; dimer (230-230":233-233")-bisdisulfide,
produced in Chinese hamster ovary (CHO) cells, cell line CHO-
K1, glycoform alfa; substituted at the sulfur atoms of 4.5 L-
cysteinyl residues on an average among 214', 214", 224, 224",
230, 230", 233, 233" with (3RS)-1-[(3S,11S)-11-benzyl-1-
{[(1S,9S)-9-ethyl-5-fluoro-9-hydroxy-4-methyl-10,13-dioxo-
2,3,9,10,13,15-hexahydro-1H,12H-
benzo[de]pyrano[3',4":6,7]indolizino[1,2-b]quinolin-1-ylJamino}-3-
methyl-1,7,10,13,16,19-hexaoxo-4-oxa-6,9,12,15,18-
pentaazatetracosan-24-yl]-2,5-dioxopyrrolidin-3-yl (drozuntecan)
groups

immunoglobuline G1-kappa, anti-[Homo sapiens TACSTD2
(transducteur 2 de signaux calciques associé aux tumeurs,
composant membranaire du chromosome 1 marqueur de surface
1, M181, antigéne GA7331 associé aux tumeurs
gastrointestinales, protéine GA733-1 marqueur de carcinomes
pancréatiques, glycoprotéine épithéliale 1, EGP-1, antigéne 2 du
trophoblaste, glycoprotéine Trop-2 a la surface des cellules,
TROP2)], anticorps monoclonal humanisé; conjugué par 4,5
résidus cystéinyles en moyenne au drozuntécan, comprenant un
linker et un dérivé de la camptothécine (exatécan);

chaine lourde H-gamma1 (1-451) [VH humanisé (Homo sapiens
IGHV7-4-1*02 (85.7%) -(IGHD)-IGHJ4*01 (86.7) T122>S (115),
CDR_IMGT [8.8.14] (26-33.51-58.97-110)) (1-121) -Homo
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sacituzumab drozuntecan

sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12,
M14 (CH1 R120 (218) (122-219), charniére (220-234),
CH2 (235-344), CH3 E12 (360), M14 (362) (345-449),
CHS (450-451)) (122-451)], (224-214")-disulfure avec la
chaine légere kappa humanisée (1'-214') [V-KAPPA
(Homo sapiens IGKV1-9*01 (82.2%) -IGKJ4*01 (91.7%)
G120>A (100), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97"))
(1'-107') -Homo sapiens IGKC*01, Km3, A45.1 (153'),
V101 (191') (108'-214")]; dimére (230-230":233-233")-
bisdisulfure, produit dans des cellules ovariennes de
hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa; substitué, sur les atomes de soufre de
4,5 résidus L-cystéinyle en moyenne parmi 214', 214",
224, 224", 230, 230", 233, 233", avec des groupes
(3RS)-1-[(3S,11S)-11-benzyl-1-{[(1S,9S)-9-éthyl-5-fluoro-
9-hydroxy-4-méthyl-10,13-dioxo-2,3,9,10,13,15-
hexahydro-1H,12H-
benzo[de]pyrano[3',4":6,7]indolizino[1,2-b]quinoléin-1-
yllJamino}-3-méthyl-1,7,10,13,16,19-hexaoxo-4-oxa-
6,9,12,15,18-pentaazatétracosan-24-yl]-2,5-
dioxopyrrolidin-3-yle (drozuntécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens
TACSTD?2 (transductor 2 de sefiales calcicas asociadas a
los tumores, componente de la membrana del
cromosoma 1 marcador de superficie 1, M1S1, antigeno
GA7331 asociado a los tumores gastrointestinales,
proteina GA733-1 marcador de carcinomas pancreaticos,
glicoproteina epitelial 1, EGP-1, antigeno 2 del
trofoblasto, glicoproteina Trop-2 en la superficie de las
células, TROP2)], anticuerpo monoclonal humanizado;
conjugado, por 4,5 residuos de cisteinilo, por término
medio a drozuntecan, que comprende un enlace y un
derivado de la camptotecina (exatecan);

cadena pesada H-gamma1 (1-451) [humanizada VH
(Homo sapiens IGHV7-4-1*02 (85.70%) -(IGHD)-
IGHJ4*01 (86.7) T122>S (115), CDR-IMGT [8.8.14] (26-
33.51-58.97-110)) (1-121) -Homo sapiens IGHG1*03,
G1m3, nG1m1CH1 R120, CH3 E12, M14 (CH1 R120
(218) (122-219), bisagra (220-234), CH2 (235-344), CH3
E12 (360), M14 (362) (345-449), CHS (450-451)) (122-
451)], (224-214")- disulfuro con la cadena ligera kappa
humanizada (1'-214') [V-KAPPA (Homo sapiens IGKV1-
9*01 (82.2%) - IGKJ4*01 (91.7%) G120>A (100), CDR-
IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo
sapiens IGKC*01, Km3, A45.1 (153'), V101 (191') (108'-
214"]; dimero (230-230":233-233")-bisdisulfuro,
producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-K1, forma glicosilada alfa;
sustituido, en los atomos de azufre de 4,5 residuos de L-
cisteinilo en promedio de 214', 214™, 224, 224", 230,
230", 233, 233", con grupos (3RS)-1-[(3S,11S)-11-bencil-
1-{[(1S,9S)-9-€til-5-fluoro-9-hidroxi-4-metil-10,13-dioxo-
2,3,9,10,13,15-hexahidro-1H,12H-
benzo[de]pirano[3',4":6,7]indolizino[1,2-b]quinolein-1-
illamino}-3-metil-1,7,10,13,16,19-hexaoxo-4-oxa-
6,9,12,15,18-pentaazatetracosan-24-il]-2,5-
dioxopirrolidin-3-ilo (drozuntecan)



sanritatug
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVOLOQSGSE LKKPGASVKV SCKASGYTFT NYGMNWVKQA PGQGLKWMGW 50
INTYTGEPTY TDDFKGREFAF SLDTSVSTAY LQISSLKADD TAVYFCARGG 100
FGSSYWYEDV WGQGSLVTVS SASTKGPSVE PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTIQ 20C
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK 25C
PKDTLMISRT PEVTCVVVDV SHEDPEVKEN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD TAVEWESNGG PENNYKTTPF 400
VLDSDGSFFL YSKLTVDKSR WQQGNVESCS VMHEALHNHY TQKSLSLSEG 450
K 451

Light chain / Chaine légére / Cadena ligera (L', L™}

DIQLTQSPSS LSASVGDRVE ITCKASQDVS IAVAWYQQKP GKAPKLLIYS 50
ASYRYTGVPD REFSGSGSGTD FTLTISSLCP EDFAVYYCQQ HYITPLTEGA 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C
LSSPVTKSEFN RGEC 214

Post-translational modifications
Intra-H (C23-C104) 22-96 148-204  265-325  371-429

22"-96" 148"-204" 265"-325" 371"-429"
Intra-L (C23-C104) 23'-88"  134'-194'

23"-88"  134™-194"
Inter-H-L (h 5-CL 126)* 224-214" 224"-214"
Inter-H-H (h 11, h 14)*  230-230" 233-233"
*The four inter-chain disulfide bridges are not present, an average of 4 to 5 (4.5)
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Les quatre ponts disulfures inter-chaines ne sont pas présents. 4 to 5 (4.5) cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther & un linker-principe actif.
*Los cuatro puentes disulfuro inter-catenarios no estan presentes. una media de 4 to 5
(4.5) cisteinil esta conjugada a conectores de principio activo.

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién
del glutaminilo N-terminal

Q > pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1.1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 301, 301"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 451, 451"

Modified residues / Résidus moditiés / Restos modificados
C (214, 214", 224, 224", 230, 230", 233, 233"}

(drozuntecan:mAb ~ 4.5:1)
HaC, H @

O
GIy*GIy*Phe*GIy*m/\O

and epimer at C*
et épimere en C*
y el epimeroal C*

N ° g goH  HC
s X
© “h NH,

immunoglobulin G1-kappa, anti-[Homo sapiens CD38 (ADP-
ribosyl cyclase 1, cyclic ADP-ribose hydrolase 1, cADPr
hydrolase 1, cADPR1)], chimeric monoclonal antibody;
H-gamma1 heavy chain chimeric (1-449) [VH Musmus/Homsap
(Mus musculus IGHV4-1*02 (91.8%) -(IGHD) -IGHJ2*01
(100%)/Homo sapiens IGHV3-48*01 (73.5%) -(IGHD) -
IGHJ4*01 (85.7%) L123>T (114), V124>L (115), CDR-IMGT
[8.8.12] (26-33.51-58.97-108)) (1-119) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1
K120 (216) (120-217), hinge 1-15 (218-232), CH2 (233-342),
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sanritatug

sanritatug

CH3 D12 (358), L14 (360) (343-447), CHS (448-449)) (120-
449)], (222-218')-disulfide with L-kappa light chain chimeric
(1'-218'") [V-KAPPA Musmus/Homsap (Mus musculus
IGKV3-12*01 (85.9%) -IGKJ4*01 (100%)/Homo sapiens
IGKV3D-11*02 (68.1%) -IGKJ2*02 (90.9%) Q120>S (104"),
CDR-IMGT [10.3.9] (27'-36'.54'-56".93'-101")) (1-111") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (157'), V101 (195")) (112'-218")]; dimer (228-
228":231-231")-bisdisulfide, produced in Chinese hamster
ovary (CHO) cells, cell line CHO-K1, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens CD38
(ADP-ribosyl cyclase 1, ADP cyclique-ribose hydrolase 1,
cADPr hydrolase 1, cADPR1)]; anticorps monoclonal
chimérique;

chaine lourde H-gamma1 chimérique (1-449) [VH
Musmus/Homsap (Mus musculus IGHV4-1*02 (91.8%) -
(IGHD) -IGHJ2*01 (100%)/Homo sapiens IGHV3-48*01
(73.5%) -(IGHD) -IGHJ4*01 (85.7%) L123>T (114), V124>L
(115), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-119) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3
D12, L14 (CH1 K120 (216) (120-217), charniére 1-15 (218-
232), CH2 (233-342), CH3 D12 (358), L14 (360) (343-447),
CHS (448-449)) (120-449)], (222-218")-disulfure avec la
chaine légere L-kappa chimérique (1'-218') [V-KAPPA
Musmus/Homsap (Mus musculus IGKV3-12*01 (85.9%) -
IGKJ4*01 (100%)/Homo sapiens IGKV3D-11*02 (68.1%) -
IGKJ2*02 (90.9%) Q120>S (104'), CDR-IMGT [10.3.9] (27'-
36'.54'-56"'.93'-101")) (1'-111') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (157'), V101
(195") (112'-218")]; dimere (228-228":231-231")-
bisdisulfure, produit dans des cellules ovariennes de
hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens CD38
(ADP-ribosil ciclasa 1, ADP ciclico-ribosa hidrolasa 1,
cADPr hidrolasa 1, cADPR1)]; anticuerpo monoclonal
quimérico;

cadena pesada H-gamma1 quimérica (1-449) [VH
Musmus/Homsap (Mus musculus IGHV4-1*02 (91.8%) -
(IGHD) -IGHJ2*01 (100%)/Homo sapiens IGHV3-48*01
(73.5%) -(IGHD) -IGHJ4*01 (85.7%) L123>T (114), V124>L
(115), CDR-IMGT [8.8.12] (26-33.51-58.97-108)) (1-119) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3
D12, L14 (CH1 K120 (216) (120-217), bisagra 1-15 (218-
232), CH2 (233-342), CH3 D12 (358), L14 (360) (343-447),
CHS (448-449)) (120-449)], (222-218")-disulfuro con la
cadena ligera L-kappa quimérica (1'-218") [V-KAPPA
Musmus/Homsap (Mus musculus IGKV3-12*01 (85.9%) -
IGKJ4*01 (100%)/Homo sapiens IGKV3D-11*02 (68.1%) -
IGKJ2*02 (90.9%) Q120>S (104'), CDR-IMGT [10.3.9] (27'-
36'.54'-56"'.93'-101")) (1'-111") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (157'), V101
(195") (112'-218")]; dimero (228-228":231-231")-
bisdisulfuro, producido en las células ovaricas de hamster
chino (CHO), linea celular CHO-K1, forma glicosilada alfa



satoprodil

satoprodil
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLLESGGG LVQPGGSLKL SCVASGFDEFS LYWMNWVRQA PGKGLEWIGK 50
INPDSSTINY TPSLKDKEEFI SRDNAKNTLY LOMTKVRSED TALYYCARLW 100
IATGGEDYWG QGTTLTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TEFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 20C
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPE CPAPELLGGP SVFLFPPKPK 25C
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHODWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVEFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légeére / Cadena ligera (L', L™}

EIVMTQSPAS LSASLGQRAT ISCRASSSVS SSAFSYVHWY QQKSGQPPKL 50
LIYLASNLES GVPARFSGSG SGTDFTLTIH PVESEDVATY YCHHSRELPF 100
TFGSGTKLEI KRTVAAPSVFE IFPPSDEQLK SGTASVVCLL NNEFYPREAKV 150
QWKVDNALCS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 20C
THQGLSSPVT KSFNRGEC 218

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 23'-92"  138'-198'
23M-92" 138™-198™
Inter-H-L (h 5-CL 126) 222-218 222"-218"
Inter-H-H (h 11. h 14)  228-228" 231-231"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q> pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1.1

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H VH N66: 59. 59"

Aglycosylated / aglycosylé / aglicosilado

H CH2 N84.4: 299, 299"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 449"

(2S)-4-{[5-(2-fluoro-4-methylphenoxy)pyrazin-2-ylJmethyl}-N-
methylmorpholine-2-carboxamide

(2S)-4-{[5-(2-fluoro-4-méthylphénoxy)pyrazin-2-yljméthyl}-N-
méthylmorpholine-2-carboxamide

(2S)-4-{[5-(2-fluoro-4-metilfenoxi)pirazin-2-iljmetil}-N-metilmorfolina-
2-carboxamida

CigH21FN4O5
H3C N
A N/\
JIOR®
O N g /CH3
F H /—NH
o
({(12aR)-12-[(11S)-7,8-difluoro-6,11-dihydrodibenzo[b,e]selenepin-

11-yl]-6,8-dioxo-3,4,6,8,12,12a-hexahydro-1H-[1,4]oxazino[3,4-
c]pyrido[2,1-f][1,2,4]triazin-7-yl}oxy)methyl methyl carbonate
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sébaloxavir marboxil

sebaloxavir marboxilo

sebrinoflast

sébrinoflast

sebrinoflast

selcodebart

carbonate de ({(12aR)-12-[(11S)-7,8-difluoro-6,11-
dihydrodibenzol[b,e]sélénépin-11-yl]-6,8-dioxo-
3,4,6,8,12,12a-hexahydro-1H-[1,4]oxazino[3,4-
c]pyrido[2,1-f][1,2,4]triazin-7-yl}oxy)méthyle et de
méthyle

carbonato de ({(12aR)-12-[(11S)-7,8-difluoro-6,11-
dihidrodibenzol[b,e]selenepin-11-il]-6,8-dioxo-
3,4,6,8,12,12a-hexahidro-1H-[1,4]oxazino[3,4-
c]pirido[2,1-f][1,2,4]triazin-7-il}oxi)metilo y metilo

C,7H23F2N30,Se

2-(4-{[(3R)-5,5-dimethyloxolan-3-ylJlamino}pyrido[3,4-
d]pyridazin-1-yl)-5-methylphenol

2-(4-{[(3R)-5,5-diméthyloxolan-3-ylJlamino}pyrido[3,4-
d]pyridazin-1-yl)-5-méthylphénol

2-(4-{[(3R)-5,5-dimetiloxolan-3-ilJlamino}pirido[3,4-
d]piridazin-1-il)-5-metilfenol

C20H22N402
oH NS /OL
F
N
HaC \

immunoglobulin G1-kappa, anti-[Homo sapiens HJV
(hemojuvelin, hemochromatosis type 2 protein, HFE2,
repulsive guidance molecule C, RGMC)], humanized
monoclonal antibody;

H-gamma1 heavy chain humanized (1-445) [VH
(Homo sapiens IGHV3-30*02 (88.8%) -(IGHD) -
IGHJ1*01 (100%), CDR-IMGT [8.8.8] (26-33.51-58.97-
104)) (1-115) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14, 6-
G1v14 CH2 A1.3, A1.2 (CH1 R120>K(212) (116-213),
hinge 1-15 (214-228), CH2 L1.3>A (232), L1.2>A (233)
(229-338), CH3 E12 (354), M14 (356) (339-443), CHS
(444-445)) (116-445)], (218-219")-disulfide with
L-kappa light chain humanized (1'-219') [V-KAPPA



selcodébart

selcodebart
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(Homo sapiens IGKV2-30*02 (87.0%) -IGKJ2*01
(100%), CDR-IMGT [11.3.9] (27'-37'.55'-57".94'-102"))
(1'-112") -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (158'), V101 (196")) (113"-
219")]; dimer (224-224": 227-227")-bisdisulfide,
produced in Chinese hamster ovary (CHO) cells, cell
line CHO-DG44, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens HJV
(hémojuvéline, protéine hémochromatose de type 2,
HFE2, molécule C de guidage répulsif, RGMC)],
anticorps monoclonal humanisé;

chaine lourde H-gamma1 humanisée (1-445) [VH
(Homo sapiens IGHV3-30*02 (88.8%) -(IGHD) -
IGHJ1*01 (100%), CDR-IMGT [8.8.8] (26-33.51-58.97-
104)) (1-115) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14, 6-
G1v14 CH2 A1.3, A1.2 (CH1 R120>K (212) (116-213),
charniére 1-15 (214-228), CH2 L1.3>A (232), L1.2>A
(233) (229-338), CH3 E12 (354), M14 (356) (339-443),
CHS (444-445)) (116-445)], (218-219")-disulfure avec
la chaine légére L-kappa humanisée (1'-219") [V-
KAPPA (Homo sapiens IGKV2-30*02 (87.0%) -
IGKJ2*01 (100%), CDR-IMGT [11.3.9] (27'-37'.55'-
57'.94'-102")) (1'-112') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (158'), V101
(196")) (113'-219")]; dimere (224-224": 227-227")-
bisdisulfure, produit dans des cellules ovariennes de
hamster chinois (CHO), lignée cellulaire CHO-DG44,
glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens HJV
(hemojuvelina, proteina hemocromatosa de tipo 2,
HFEZ2, molécula C de guia repulsiva, RGMC)],
anticuerpo monoclonal humanizado;

cadena pesada H-gamma1 humanizada (1-445) [VH
(Homo sapiens IGHV3-30*02 (88.8%) -(IGHD) -
IGHJ1*01 (100%), CDR-IMGT [8.8.8] (26-33.51-58.97-
104)) (1-115) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14, 6-
G1v14 CH2 A1.3, A1.2 (CH1 R120>K (212) (116-213),
bisagra 1-15 (214-228), CH2 L1.3>A (232), L1.2>A
(233) (229-338), CH3 E12 (354), M14 (356) (339-443),
CHS (444-445)) (116-445)], (218-219")-disulfuro con la
cadena ligera L-kappa humanizada (1'-219') [V-
KAPPA (Homo sapiens IGKV2-30*02 (87.0%) -
IGKJ2*01 (100%), CDR-IMGT [11.3.9] (27'-37'.55'-
57'.94'-102")) (1'-112') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (158'), V101
(196")) (113'-219")]; dimero (224-224": 227-227")-
bisdisulfuro, producido en las células ovaricas de
hamster chino (CHO), linea celular CHO-DG44, forma
glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H. H")

EVQLVESGCGG LVQPGGSLRL SCAASGFTFS NYGMNWVRQA PGKGLEWIGM 50
IYYDSSEKHY ADSVKGRETI SRDNSKNTLY LOMNSLRAED TAVYYCAKGT 100
TPDYWGQGTM VTVSSASTKG PSVFPLAPSS KSTSGGTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS LGTQTYICNV 20C
NHKPSNTKVL KKVEPKSCDK THTCPPCPAP EAAGGPSVFL FPPKPKDTLM 25C
ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR EEQYNSTYRV 300
VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKCGQ PREPQVYTLP 350
PSREEMTKNQ VSLTCLVKGF YPSDIAVEWE SNGQPENNYK TTPPVLDSDG 400
SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLE LSPGK 445

Light chain / Chaine légére / Cadena ligera (L', L™}

DVVLTQSPLS LPVTLGQPAS ISCRSSQSLE ESDGYTFLHW FQQRPGQSPR 50
LLIYEVSTRF SGVPDRESGS GSGTDFTLKI SRVEAEDVGV YYCEQATHDP 100
LTFGQGTKLE IKRTVAAPSV FIFPPSDECL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 20C
VTHQGLSSEV TKSFNRGEC 212

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  142-198  259-319  365-423
22"-96" 142"-198" 259"-319" 365"-423"
Intra-L (C23-C104) 23'-93"  139'-199"
23"-93" 139™-199"
Inter-H-L (h 5-CL 126) 218-219" 218"-219™
Inter-H-H (h 11. h 14y 224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 295, 295"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 445, 445"

human culture expanded and activated autologous lymphocytes
derived from peripheral blood of patients with hepatocellular carcinoma,
or other solid tumors such as glioblastoma multiforme, pancreatic
ductal adenocarcinoma. The peripheral blood mononuclear cells are
isolated and stimulated first with anti-CD3 antibodies in media
containing fetal bovine serum (FBS; 10%), interleukin 2 (IL-2; 750,000
U) and insulin and are then further expanded in medium containing IL-2
(175,000 U) insulin and a low concentration of FBS (0,5%) that is
increased to 1% in the final culture stage. The final substance consists
of lymphocytes CD3+ (280%), predominantly cytotoxic T lymphocytes
[CD3+, CD8+ (260%)] and cytokine induced killer cells [CD3+, CD56+
(210%)] and low levels of CD14+ and CD20+ cells (<1.0%). The cells
are cytotoxic (225%) to target cells (K562 erythroleukemia cell line) as
measured by a lactate dehydrogenase (LDH) assay

lymphocytes autologues humains amplifiés et activés, issus de cellules
du sang périphérique de patients atteints d'un carcinome
hépatocellulaire ou d'autres tumeurs solides, telles que le glioblastome
multiforme ou I'adénocarcinome canalaire pancréatique. Les cellules
mononucléaires du sang périphérique sont isolées et stimulées par des
anticorps anti-CD3 dans un milieu contenant du sérum foetal bovin
(SFB; 10%), de l'interleukine-2 (IL-2; 750,000 U) et de l'insuline. Elles
sont ensuite amplifiées dans un milieu contenant de I'lL-2 (175,000 U),
de l'insuline et une faible concentration de SFB (0.5%), portée a 1 %
lors de la culture finale. La substance finale est constituée de
lymphocytes CD3+ (280%), principalement de lymphocytes T
cytotoxiques [CD3+, CD8+ (260%)], de cellules tueuses induites par les
cytokines [CD3+, CD56+ (210%)] et de faibles niveaux de cellules
CD14+ et CD20+ (<1.0%). Les cellules sont cytotoxiques (225%) pour
les cellules cibles (lignée cellulaire érythroleucémique K562), comme le
montre un test de lactate déshydrogénase (LDH)



sepidleucel

simepdekinra

simepdékinra

simepdekinra

sitneprotafib

sitnéprotafib

sitneprotafib
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linfocitos autélogos humanos expandidos y activados,
derivados de sangre periférica de pacientes con carcinoma
hepatocelular u otros tumores soélidos tales como glioblastoma
multiforme o adenocarcinoma ductal de pancreas. Las células
mononucleares de sangre periférica se aislan y estimulan
primero con anticuerpos anti-CD3 en medio que contiene
suero bovino fetal (FBS; 10%), interleuquina 2 (IL-2; 750,000
U) e insulina, y después se expanden mas en medio que
contiene IL-2 (175,000 U), insulina y una baja concentracion
de FBS (0.5%) que se incrementa al 1% en la etapa final del
cultivo. La substancia final consiste en linfocitos CD3+ (280%),
predominantemente linfocitos T citotoxicos [CD3+, CD8+
(=60%)] y células asesinas inducidas por citoquinas [CD3+,
CD56+ (210%)] y bajos niveles (<1.0%) de células CD14+y
CD20+. Las células son citotéxicas (225%) frente a células
diana (la linea celular de eritroleucemia K562) medido
mediante un ensayo de lactato deshidrogenasa (LDH)

N-[(2S)-1,1-dicyclopropyl-3-(4-{(2S,3R)-4-[(3R)-3,4-
dimethylpiperazin-1-yl]-3-[(2S)-2-methoxypropanamido]-4-
oxobutan-2-yl}-2-fluoroanilino)-3-oxopropan-2-yl]-1-ethyl-1H-
pyrazole-5-carboxamide

N-[(2S)-1,1-dicyclopropyl-3-(4-{(2S,3R)-4-[(3R)-3,4-
diméthylpipérazin-1-yl]-3-[(2S)-2-méthoxypropanamido]-4-
oxobutan-2-yl}-2-fluoroanilino)-3-oxopropan-2-yl]-1-éthyl-1H-
pyrazole-5-carboxamide

N-[(2S)-1,1-diciclopropil-3-(4-{(2S,3R)-4-[(3R)-3,4-
dimetilpiperazin-1-il]-3-[(2S)-2-metoxipropanamido]-4-
oxobutan-2-il}-2-fluoroanilino)-3-oxopropan-2-il]-1-etil-1H-
pirazol-5-carboxamida

CSSHSOFN7OS
OCH;

F (@) --HH CH3
CHy A_ _CHj

\—CHgs

HiC H o
(5S)-1'-{5-[(2-amino-3-chloropyridin-4-yl)sulfanyl]pyrazin-2-yl}-
5,7-dihydrospiro[cyclopenta[b]pyridine-6,4'-piperidin]-5-amine

(5S)-1'-{5-[(2-amino-3-chloropyridin-4-yl)sulfanyl]pyrazin-2-yl}-
5,7-dihydrospiro[cyclopenta[b]pyridine-6,4'-pipéridin]-5-amine

(5S)-1'-{5-[(2-amino-3-cloropiridin-4-il)sulfanil]pirazin-2-il}-5,7-
dihidroespiro[ciclopenta[b]piridina-6,4'-piperidin]-5-amina

C21H22CIN;S
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32-methoxy-N-(?Hs)methyl-7-oxo-4,6-diaza-5(5,3)-
pyridazina-2(1,3)-[1,2,4]triazola-3(1,3)-benzena-1,8(1)-
dicyclopropanaoctaphane-5°-carboxamide

32-méthoxy-N-(?H;)méthyl-7-oxo-4,6-diaza-5(5,3)-
pyridazina-2(1,3)-[1,2,4]triazola-3(1,3)-benzéna-1,8(1)-
dicyclopropanaoctaphane-5°-carboxamide

N-(?Hs)metil-32-metoxi-7-ox0-4,6-diaza-5(5,3)-
piridazina-2(1,3)-[1,2,4]triazola-3(1,3)-bencena-1,8(1)-
diciclopropanaoctafano-5°-carboxamida

CZZH212H3N803
2H

HsCO

3-[(3aS,6aR)-5-{5-chloro-2-[(1-methyl-1H-pyrazol-4-
yl)amino]pyrimidin-4-yl}-3a-
methylhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]-3-
oxopropanenitrile

3-[(3aS,6aR)-5-{5-chloro-2-[(1-méthyl-1H-pyrazol-4-
yl)amino]pyrimidin-4-yl}-3a-
méthylhexahydropyrrolo[3,4-c]pyrrol-2(1H)-yl]-3-
oxopropanenitrile

3-[(3aS,6aR)-5-{5-cloro-2-[(1-metil-1H-pirazol-4-
il)amino]pirimidin-4-il}-3a-metilhexahidropirrolo[3,4-
c]pirrol-2(1H)-il]-3-oxopropanonitrilo

C1gH21CINsO
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2'-{5-methyl-2-[(1-methyl-1H-pyrazol-5-
yl)amino]pyrimidin-4-yl}-5'-[(6-methylpyridin-2-
yl)methyl]spiro[oxetane-3,6'-pyrrolo[3,4-d][1,3]thiazol]-
4'(5'H)-one

2'-{5-méthyl-2-[(1-méthyl-1H-pyrazol-5-
yl)amino]pyrimidin-4-yl}-5'-[(6-méthylpyridin-2-
yl)méthyl]spiro[oxétane-3,6"-pyrrolo[3,4-d][1,3]thiazol]-
4'(5'H)-one

2'-{5-metil-2-[(1-metil-1H-pirazol-5-il)amino]pirimidin-4-
il}-5'-[(6-metilpiridin-2-il)metil]spiro[oxetano-3,6'-
pirrolo[3,4-d][1,3]tiazol]-4'(5'H)-ona

C23H22Ns02S
0]
N R
H N | \ N~
X A S 0]
N \CH3 CHj

replication competent recombinant oncolytic herpes
simplex virus 1 (HSV1) based on strain RHO18A, with
the gene ICP47 (US12) and both copies of ICP34.5
(RL1) genes deleted, expressing the US11 gene under
the control of the ICP47 promoter, and encoding two
copies of an expression cassette inserted in opposite
orientation at the ICP34.5 gene deletion sites,
comprising (i) codon-optimised human granulocyte-
macrophage colony-stimulating factor (nGM-CSF), (i)
a single chain variable fragment (scFv) targeting
human cytotoxic T-lymphocyte associated protein-4
(CTLA-4) linked to an IgG1 Fc region via a (G4S)s
linker, and (iii) a codon-optimised fusogenic Gibbon
ape leukaemia virus glycoprotein lacking the R
transmembrane peptide (GALV-GP-R-). Expression of
hGM-CSF is under control of the immediate-early CMV
promoter (CMV |E)/bovine growth hormone (BGH)
polyadenylation sequence; the anti-CTLA-4 scFv
expression is under control of the Moloney murine
leukemia virus long terminal repeat (MMLV-LTR)
promoter/ rabbit beta-globin (RBG) polyadenylation
sequence; GALV-GP-R- expression is under control of
the Rous sarcoma virus (RSV) promoter/simian virus
40 (SV40) polyadenylation sequence

virus herpés simplex 1 (HSV1) oncolytique,
recombinant, compétent pour la réplication basé sur la
souche RHO18A, avec le géne ICP47 (US12) et les
deux copies du géne ICP34.5 (RL1) supprimés,
exprimant le géne US11 sous le contréle du promoteur
ICP47, et codant deux copies d'une cassette
d'expression insérée dans une orientation opposée
aux sites de suppression du géne ICP34.5,
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comprenant: (i) un facteur stimulant les colonies de
granulocytes et de macrophages humain optimisé par
codon (hGM-CSF); (i) un fragment variable a chaine
unique (scFv) ciblant la protéine 4 associée aux
lymphocytes T cytotoxiques humains (CTLA-4), lié a
une région Fc IgG1 a l'aide d'un coupleur peptidique
(G4S)3; et, (iii) une glycoprotéine fusogéne du virus de
la leucémie du singe Gibbon optimisée par codons et
dépourvue du peptide transmembranaire R (GALV-
GP-R-). L'expression du hGM-CSF est sous le contrdle
de la séquence de polyadénylation du promoteur CMV
immédiat-précoce (CMV IE)/hormone de croissance
bovine (BGH); I'expression du scFv anti-CTLA-4 est
sous le contréle du promoteur de la répétition
terminale longue du virus de la leucémie murine de
Moloney (MMLV-LTR)/séquence de polyadénylation
de la béta-globine de lapin (RBG); I'expression du
GALV-GP-R- est sous le controle du promoteur du
virus du sarcome de Rous (RSV)/séquence de
polyadénylation du virus simien 40 (SV40)

virus herpes simplex 1 (HSV1) competente de
replicacion, recombinante, oncolitico, basado en la
cepa RHO18A, con el gen ICP47 (US12) y ambas
copias del gen ICP34.5 (RL1) delecionados, que
expresa el gen US11 bajo el control del promotor de
ICP47, y codifica dos copias de un casete de
expresion insertado en orientacion inversa en los sitios
de delecion del gen ICP34.5, que constan de (i) factor
estimulador de colonias de granulocitos-macréfagos
humano (hGM-CSF,) con codones optimizados, (ii) un
fragmento variable de cadena sencilla (scFv) dirigido a
la proteina asociada a linfocitos T citotoxicos 4 (CTLA-
4) humana ligado a una regién Fc de IgG1 mediante
un enlazador (G4S)s, y (iii) una glicoproteina
fusogénica del virus de la leucemia del mono Gibbon,
que carece del péptido transmembrana R (GALV-GP-
R-), con codones optimizados. La expresion de hGM-
CSF esta bajo el control del promotor inmediato-
temprano de CMV (CMV IE)/secuencia de
poliadenilacion de la hormona de crecimiento bovina
(BGH); la expresion del scFv anti-CTLA-4 esta bajo el
control del promotor de la repeticién terminal larga del
virus de la leucemia murina de Moloney (MMLV-LTRY)/
secuencia de poliadenilacion de la beta-globina de
conejo (RBG); la expresion de GALV-GP-R- esta bajo
el control del promotor del virus del sarcoma de Rous
(RSV)/secuencia de poliadenilacion del virus simio 40
(SV40)
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immunoglobulin Fab VH-G1(CH1-7h)_L-lambda2, anti-
[Homo sapiens TSLP (thymic stromal lymphopoietin)],
Homo sapiens monoclonal antibody;

VH-G1(CH1-7h) chain anti-TSLP Homo sapiens (H)
(1-227) [VH (Homo sapiens IGHV3-33*01 (93.9%) -
(IGHD) -IGHJ3*02 (93.8%), CDR-IMGT [8.8.15] (26-
33.51-58.97-111)) (1-122) - G1(CH1-7h) Homo
sapiens IGHG1*03, G1m3, CH1 R120 (CH1 R120
(219) (123-220), hinge 1-7 (221-227)) (123-227)],
(225-213")-disulfide with L-lambda2 light chain anti-
TSLP Homo sapiens (L") (1'-214") [V-LAMBDA (Homo
sapiens IGLV3-21*02 (96.9%) -IGLJ2*01 (100%),
CDR-IMGT [6.3.11] (26'-31'.49'-51'.88'-98")) (1'-108") -
Homo sapiens IGLC2*01 (100%) (C-LAMBDAZ2) (109'-
214", produced in a cell line from Chinese hamster
ovary (CHO) cells, derived from the cell line CHO-K1,
non-glycosylated

immunoglobuline Fab VH-G1(CH1-7h)_L-lambda2,
anti-[Homo sapiens TSLP (lymphopoiétine stromale
thymique)], anticorps monoclonal Homo sapiens;
chaine VH-G1(CH1-7h) anti-TSLP Homo sapiens (H)
(1-227) [VH (Homo sapiens IGHV3-33*01 (93.9%) -
(IGHD) -IGHJ3*02 (93.8%), CDR-IMGT [8.8.15] (26-
33.51-58.97-111)) (1-122) -G1(CH1-7h) Homo sapiens
IGHG1*03, G1m3, CH1 R120 (CH1 R120 (219) (123-
220), charniére 1-7 (221-227)) (123-227)), (225-213")-
disulfure avec la chaine légére L-lambda2 anti-TSLP
Homo sapiens (L') (1'-214") [V-LAMBDA (Homo
sapiens IGLV3-21*02 (96.9%) -IGLJ2*01 (100%),
CDR-IMGT [6.3.11] (26'-31'.49'-51'.88'-98")) (1'-108') -
Homo sapiens IGLC2*01 (100%) (C-LAMBDAZ2) (109'-
214")], produit dans une lignée cellulaire des cellules
ovariennes de hamster chinois (CHO), dérivant de la
lignée cellulaire CHO-K1, non-glycosylé

inmunoglobulina Fab VH-G1(CH1-7h)_L-lambda2,
anti-[Homo sapiens TSLP (linfopoetina estromal
timica)], anticuerpo monoclonal Homo sapiens;
cadena VH-G1(CH1-7h) anti-TSLP Homo sapiens (H)
(1-227) [VH (Homo sapiens IGHV3-33*01 (93.9%) -
(IGHD) -IGHJ3*02 (93.8%), CDR-IMGT [8.8.15] (26-
33.51-58.97-111)) (1-122) -G1(CH1-7h) Homo sapiens
IGHG1*03, G1m3, CH1 R120 (CH1 R120 (219) (123-
220), bisagra1-7 (221-227)) (123-227)], (225-213")-
disulfuro con la cadena ligera L-lambda2 anti-TSLP
Homo sapiens (L') (1'-214") [V-LAMBDA (Homo
sapiens IGLV3-21*02 (96.9%) -IGLJ2*01 (100%),
CDR-IMGT [6.3.11] (26'-31'.49'-51'.88'-98")) (1'-108") -
Homo sapiens IGLC2*01 (100%) (C-LAMBDAZ2) (109'-
214")], producido en una linea celular de las células
ovaricas de hamster chino (CHO), linea celular
derivada de CHO-K1, no glicosilado
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Heavy chain / Chaine lourde / Cadena pesada : VH-G1(CH1-7h) (H)

QMQLVESGGG VVQPGRSLRL SCAASGFTFR TYGMHWVRQA PGKGLEWVAV 50
IWYDGSNKHY ADSVKGRFTI TRDNSKNTLN LQMNSLRAED TAVYYCARAP 100
QWELVHEAFD IWGQGTMVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKRV EPKSCDK 227

Light chain / Chaine 1égére / Cadena ligera : L-lambda (L")

SYVLTQPPSV SVAPGQTARI TCGGNNLGSK SVHWYQQKPG QAPVLVVYDD 50
SDRPSWIPER FSGSNSGNTA TLTISRGEAG DEADYYCQVW DSSSDHVVFG 100
GGTKLTVLGQ PKAAPSVTLF PPSSEELQAN KATLVCLISD FYPGAVTVAW 150
KADSSPVKAG VETTTPSKQS NNKYAASSYL SLTPEQWKSH RSYSCQVTHE 200
GSTVEKTVAP TECS 214

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 149-205

Intra-L' (C23-C104) 22'-87' 136'-195'

Inter-H-L' (h 5-CL 126) 225-213'

Total number of disulfide bridges: 5 (4 intra-, 1 inter-).

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE, 5-oxoprolilo)

HVHQI: 1

methyl {(2S,5E)-7-(dimethylamino)-1-[(1-{[4-(2-methylpropyl)-1H-
1,3-benzimidazol-2-ylJmethyl}-2-oxo-1,2-dihydropyridin-3-
yl)amino]-1,7-dioxohept-5-en-2-yl}carbamate

{(2S,5E)-7-(diméthylamino)-1-[(1-{[4-(2-méthylpropyl)-1H-1,3-
benzimidazol-2-ylJméthyl}-2-oxo-1,2-dihydropyridin-3-yl)amino]-
1,7-dioxohept-5-én-2-yl}carbamate de méthyle

{(2S,5E)-7-(dimetilamino)-1-[(1-{[4-(2-metilpropil)-1H-1,3-
benzimidazol-2-iljmetil}-2-oxo-1,2-dihidropiridin-3-il)amino]-1,7-
dioxohept-5-en-2-il}carbamato de metilo

CZBH36N605
OCH3;
O—J\
(0] H NH ?Hg

K g N
\”/\N | M \CH3
N X O (0]
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N'-[(62R)-92-cyano-2°,98-difluoro-3*-hydroxy-2'-methyl-12,14,5,74-
tetraoxo-2'H,74H-6*,8-dioxa-6%-aza-7(3,6)-quinazolina-2(3,6)-
indazola-1(1)-[1,3]diazinana-3(1,4)-piperidina-6(8,2)-
spiro[4.5]decana-9(1)-benzenanonaphan-93-yl]-N-ethyl-N-
methylsulfuric diamide

N'-[(62R)-92-cyano-2°,98-difluoro-3*-hydroxy-2'-méthyl-12,14,5,74-
tétraoxo-2'H,74H-6*,8-dioxa-6%-aza-7(3,6)-quinazolina-2(3,6)-
indazola-1(1)-[1,3]diazinana-3(1,4)-pipéridina-6(8,2)-
spiro[4.5]décana-9(1)-benzénanonaphan-93-yl]-N-éthyl-N-
méthyldiamide sulfurique
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N'-[(6?R)-92-ciano-25,9%-difluoro-3*-hidroxi-2'-metil-12,14,5,74-
tetraoxo-2'H,7*H-6*,8-dioxa-6%-aza-7(3,6)-quinazolina-2(3,6)-
indazola-1(1)-[1,3]diazinana-3(1,4)-piperidina-6(8,2)-
espiro[4.5]decana-9(1)-bencenanonafan-93-il]-N-etil-N-
metildiamida sulfarica
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immunoglobulin G1-kappa, anti-[Homo sapiens CCR8 (C-C motif
chemokine receptor 8, CKR-L1, CDw198)], Homo sapiens monoclonal
antibody;

H-gamma1 heavy chain Homo sapiens (1-449) [VH (Homo sapiens
IGHV1-46*01 (100%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.12]
(26-33.51-58.97-108)) (1-119) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (216) (120-217), hinge
1-15 (218-232), CH2 (233-342), CH3 D12 (358), L14 (360) (343-447),
CHS (448-449)) (120-449)], (222-216")-disulfide with L-lambda2 light
chain Homo sapiens (1'-217') [V-LAMBDA (Homo sapiens IGLV2-23*02
(99.0%) -IGLJ2*01 (100%), CDR-IMGT [9.3.11] (26'-34'.52'-54'.91'-
101") (1'-111') -Homo sapiens IGLC2*01 (100%) (C-LAMBDAZ2) (112'-
217"); dimer (228-228":231-231")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-K1, lacking the enzyme
alpha-(1,6)-fucosyltransferase (FUT8-KO), glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens CCR8 (récepteur 8 de
chimiokine C-C motif, CKR-L1, CDw198)]; anticorps monoclonal Homo
sapiens;

chaine lourde H-gamma1 Homo sapiens (1-449) [VH (Homo sapiens
IGHV1-46*01 (100%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.12]
(26-33.51-58.97-108)) (1-119) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (216) (120-217),
charniére 1-15 (218-232), CH2 (233-342), CH3 D12 (358), L14 (360)
(343-447), CHS (448-449)) (120-449)], (222-216'")-disulfure avec la
chaine légere L-lambda2 Homo sapiens (1'-217') [V-LAMBDA (Homo
sapiens IGLV2-23*02 (99.0%) -IGLJ2*01 (100%), CDR-IMGT [9.3.11]
(26'-34'.52'-54'.91'-101")) (1'-111') -Homo sapiens IGLC2*01 (100%) (C-
LAMBDAZ2) (112'-217")]; dimére (228-228":231-231")-bisdisulfure,
produit dans des cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-K1, ne présentant pas I'enzyme alpha-(1,6)-
fucosyltransférase (FUT8-KO), glycoforme alfa
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inmunoglobulina G1-kappa, anti-[Homo sapiens CCR8 (receptor 8 de
quimiocina C-C motivo, CKR-L1, CDw198)]; anticuerpo monoclonal
Homo sapiens;

cadena pesada H-gamma1 Homo sapiens (1-449) [VH (Homo sapiens
IGHV1-46*01 (100%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.8.12]
(26-33.51-58.97-108)) (1-119) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (216) (120-217),
bisagra 1-15 (218-232), CH2 (233-342), CH3 D12 (358), L14 (360)
(343-447), CHS (448-449)) (120-449)], (222-216'")-disulfuro con la
cadena ligera L-lambda2 Homo sapiens (1'-217') [V-LAMBDA (Homo
sapiens IGLV2-23*02 (99.0%) -IGLJ2*01 (100%), CDR-IMGT [9.3.11]
(26'-34'.52'-54'.91'-101")) (1'-111") -Homo sapiens IGLC2*01 (100%) (C-
LAMBDAZ2) (112'-217")]; dimero (228-228":231-231")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO), linea
celular CHO-K1, en ausencia de la enzima alfa-1,6-fucosiltransferasa
(FUT8-KO), forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H. H"}

QVQLVQSGAE VKKPGASVKV SCKASGYTFT SYYMHWVRQA PGQGLEWMGI 50
INPSGGSTSY AQKFQGRVIM TRDTSTSTVY MELSSLRSELC TAVYYCARAV 100
RNRFRFDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPEF CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPCV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQOPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVEFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera (L', L")

QSALTQPASV SGSPGQSITI SCTGTSSDVG SYNLVSWYQC HPGKAPKLMI 50
YEVSKRPSGV SNRFSGSKSG NTASLTISGL QAEDEADYYC SSYAGSSTEV 100
VFGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKADSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L (C23-C104) 22-90'  139-198'
22"-90" 139™-198"™
Inter-H-L (h 5-CL 126) 222-216' 222"-216™
Inter-H-H (h 11. h 14y 228-228" 231-231"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

L VL V-LAMBDA Q1: 1", I™

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 299, 299"

Afucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes afucosylés / glicanos de tipo CHO biantenarios complejos afucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 449, 449"

N'-[3-fluoro-4-({5-[3-(morpholin-4-yl)propoxy]-2,3-
dihydro[1,4]dioxino[2,3-flquinolin-10-yl}oxy)phenyl]-N"'-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide

N'-[3-fluoro-4-({5-[3-(morpholin-4-yl)propoxy]-2,3-
dihydro[1,4]dioxino[2,3-flquinoléin-10-yl}oxy)phényl]-N'"-(4-
fluorophényl)cyclopropane-1,1-dicarboxamide
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N'-(4-fluorofenil)-N'"-[3-fluoro-4-({5-[3-(morfolin-4-il)propoxi]-2,3-
dihidro[1,4]dioxino[2,3-f]quinolin-10-il}oxi)fenil]ciclopropano-1,1-
dicarboxamida

C35H34F2N4O7

immunoglobulin G1-kappa, anti-[Homo sapiens CD276 (B7H3, B7-
H3, B7-related protein 2, B7TRP2, B7RP-2, B7 homolog 3, B7
homologue 3)], Homo sapiens monoclonal antibody;

H-gamma1 heavy chain Homo sapiens (1-450) [VH (Homo sapiens
IGHV3-23*01 (96.9%) -(IGHD) -IGHJ4*01 (93.3%), CDR-IMGT
[8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120(217) (121-
218), hinge 1-15 (219-233), CH2 (234-343), CH3 D12 (359), L14
(361) (344-448), CHS (449-450)) (121-450)], (223-215')-disulfide with
L-kappa light chain Homo sapiens (1'-215') [V-KAPPA (Homo
sapiens IGKV3-20*01 (91.7%) -IGKJ4*01 (100%), CDR-IMGT [7.3.9]
(27'-33'.51'-563'.90'-98")) (1'-108') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192")) (109'-215")];
dimer (229-229":232-232")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens CD276 (B7H3, B7-
H3, protéine 2 liée a B7, B7TRP2, B7RP-2, B7 homolog 3, B7
homologue 3)], anticorps monoclonal Homo sapiens;

chaine lourde H-gamma1 Homo sapiens (1-450) [VH (Homo sapiens
IGHV3-23*01 (96.9%) -(IGHD) -IGHJ4*01 (93.3%), CDR-IMGT
[8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (217) (121-
218), charniére 1-15 (219-233), CH2 (234-343), CH3 D12 (359), L14
(361) (344-448), CHS (449-450)) (121-450)], (223-215")-disulfure
avec la chaine légére L-kappa Homo sapiens (1'-215") [V-KAPPA
(Homo sapiens IGKV3-20*01 (91.7%) -IGKJ4*01 (100%), CDR-IMGT
[7.3.9] (27'-33'.51'-53'.90'-98")) (1'-108') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192")
(109'-215")]; dimére (229-229":232-232")-bisdisulfure, produit dans
des cellules ovariennes de hamster chinois (CHO), glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens CD276 (B7H3, B7-
H3, proteina 2 vinculada a B7, B7TRP2, B7RP-2, B7 homolog 3, B7
homologo 3)], anticuerpo monoclonal Homo sapiens;

cadena pesada H-gamma1 Homo sapiens (1-450) [VH (Homo
sapiens IGHV3-23*01 (96.9%) -(IGHD) -IGHJ4*01 (93.3%), CDR-
IMGT [8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(217) (121-218), bisagra 1-15 (219-233), CH2 (234-343), CH3 D12
(359), L14 (361) (344-448), CHS (449-450)) (121-450)], (223-215")-
disulfuro con la cadena ligera L-kappa Homo sapiens (1'-215') [V-
KAPPA (Homo sapiens IGKV3-20*01 (91.7%) -IGKJ4*01 (100%),
CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-98'")) (1'-108') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101
(192") (109'-215")]; dimero (229-229":232-232")-bisdisulfuro,
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producido en las células ovaricas de hamster chino (CHO), forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H. H")

EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMNWVRCA PGKGLEWVSG 50
ISGSGGSTYY ADSVQGRETI SRDNSKNTLY LOMNSLRAED TAVYYCAKAR 100
SGYDYFFDYW GQGTLVTVSS ASTKGPSVEP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 20C
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVELFPPKE 25C
KDTLMISRTP EVTCVVVDVS HEDPEVKENW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREFQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSEFFLY SKLTVDKSRW QQGNVESCSV MHEALHNHYT QKSLSLSPCGK 450

Light chain / Chaine légére / Cadena ligera (L', L™}

EIVLTQSPGT LSLSPGERAT LSCRASQRIS SSFLAWYQCK PGQAPSLLIY 50
GASSRATGIP DRFSGSGSGT DFTLTISSLE PEDFAVEYCQ QYSNSPLTEFG 100
GGTKVEIKRT VAAPSVEFIFF PSDEQLKSGT ASVVCLLNNE YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 20C
GLSSPVTKSE NRGEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-89"  135-195"
23"-89" 135™-195"
Inter-H-L (h 5-CL 126) 223-215" 223"-215"
Inter-H-H (h 11. h 14y 229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 300, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 450, 450"

immunoglobulin G1-kappa, anti-[Homo sapiens CD276 (B7H3, B7-
H3, B7-related protein 2, B7TRP2, B7RP-2, B7 homolog 3, B7
homologue 3)], Homo sapiens monoclonal antibody; conjugated on
an average of eight cysteinyl residues to pelitecan groups,
comprising a linker and a camptothecin derivative (a topoisomerase |
inhibitor);

H-gamma1 heavy chain Homo sapiens (1-450) [VH (Homo sapiens
IGHV3-23*01 (96.9%) -(IGHD) -IGHJ4*01 (93.3%), CDR-IMGT
[8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens IGHG1*01
(100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120(217) (121-
218), hinge 1-15 (219-233), CH2 (234-343), CH3 D12 (359), L14
(361) (344-448), CHS (449-450)) (121-450)], (223-215')-disulfide with
L-kappa light chain Homo sapiens (1'-215') [V-KAPPA (Homo
sapiens IGKV3-20*01 (91.7%) -IGKJ4*01 (100%), CDR-IMGT [7.3.9]
(27'-33'.51'-53'.90'-98")) (1'-108') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192")) (109'-215")];
dimer (229-229":232-232")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, glycoform alfa; substituted at the sulfur
atoms of the L-cysteinyl residues 223, 229, 232, 215", 223", 229",
232" and 215™ with 5-[(11S,14S)-11-[4-(dipropylamino)butyl]-1-[(7S)-
7-ethyl-7-hydroxy-8,11-dioxo-7,8,11,13-tetrahydro-2H,10H-
[1,3]dioxolo[4,5-g]pyrano[3',4":6,7]indolizino[1,2-b]quinolin-14-yl]-
7,10,13,16-tetraoxo-14-(propan-2-yl)-4-oxa-6,9,12,15-
tetraazahenicos-20-yn-21-yl]pyrimidin-2-yl (pelitecan) groups
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immunoglobuline G1-kappa, anti-[Homo sapiens
CD276 (B7H3, B7-H3, protéine 2 liée a B7, BTRP2,
B7RP-2, B7 homolog 3, B7 homologue 3)], anticorps
monoclonal Homo sapiens; conjugué par huit résidus
cystéinyle en moyenne au groupe pelitécan,
comprenant un linker et un dérivé de la camptothécine
(un inhibiteur de la topoisomerase |);

chaine lourde H-gamma1 Homo sapiens (1-450) [VH
(Homo sapiens IGHV3-23*01 (96.9%) -(IGHD) -
IGHJ4*01 (93.3%), CDR-IMGT [8.8.13] (26-33.51-
58.97-109)) (1-120) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (217)
(121-218), charniere 1-15 (219-233), CH2 (234-343),
CH3 D12 (359), L14 (361) (344-448), CHS (449-450))
(121-450)], (223-215")-disulfure avec la chaine légere
L-kappa Homo sapiens (1'-215') [V-KAPPA (Homo
sapiens IGKV3-20*01 (91.7%) -IGKJ4*01 (100%),
CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-98")) (1'-108") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (154"), V101 (192")) (109'-215")]; dimére
(229-229":232-232")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO),
glycoforme alfa; substituée sur les atomes de soufre
de résidus L-cystéinyle 223, 229, 232, 215', 223", 229",
232" et 215" avec des groupes 5-[(11S,14S)-11-[4-
(dipropylamino)butyl]-1-[(7S)-7-éthyl-7-hydroxy-8,11-
dioxo-7,8,11,13-tétrahydro-2H,10H-[1,3]dioxolo[4,5-
glpyrano[3',4":6,7]indolizino[1,2-b]quinoléin-14-yl]-
7,10,13,16-tétraoxo-14-(propan-2-yl)-4-oxa-6,9,12,15-
tétraazahenicos-20-yn-21-yl]pyrimidin-2-yle (pélitécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens
CD276 (B7H3, B7-H3, proteina 2 vinculada a B7,
B7RP2, B7RP-2, B7 homolog 3, B7 homélogo 3)],
anticuerpo monoclonal Homo sapiens; conjugado por
ocho residuos cisteinilo por término medio con grupos
pelitecan, que comprende un enlace y un derivado de
la camptotecina (un inhibidor de la topoisomerasa I);
cadena pesada H-gamma1 Homo sapiens (1-450) [VH
(Homo sapiens IGHV3-23*01 (96.9%) -(IGHD) -
IGHJ4*01 (93.3%), CDR-IMGT [8.8.13] (26-33.51-
58.97-109)) (1-120) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (217)
(121-218), bisagra 1-15 (219-233), CH2 (234-343),
CH3 D12 (359), L14 (361) (344-448), CHS (449-450))
(121-450)], (223-215")-disulfuro con la cadena ligera L-
kappa Homo sapiens (1'-215') [V-KAPPA (Homo
sapiens IGKV3-20*01 (91.7%) -IGKJ4*01 (100%),
CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-98'")) (1'-108') -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (154"), V101 (192')) (109'-215")]; dimero
(229-229":232-232")-bisdisulfuro, producido en las
células ovaricas de hamster chino (CHO), forma
glicosilada alfa; sustituida en los atomos de azufre de
residuos L-cisteinilo 223, 229, 232, 214', 223", 229",
232"y 214™ con grupos 5-[(11S,14S)-11-[4-
(dipropilamino)butil]-1-[(7S)-7-etil-7-hidroxi-8,11-dioxo-
7,8,11,13-tetrahidro-2H,10H-[1,3]dioxolo[4,5-
g]pirano[3',4":6,7]indolizino[1,2-b]quinolein-14-il]-
7,10,13,16-tetraoxo-14-(propan-2-il)-4-oxa-6,9,12,15-
tetraazahenicos-20-in-21-il]pirimidin-2-ilo (pelitecan)
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Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMNWVRQA PGKGLEWVSG 50
ISGSGGSTYY ADSVQGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCAKAR 100
SGYDYFFDYW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine 1égére / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQRIS SSFLAWYQQK PGQAPSLLIY 50
GASSRATGIP DRFSGSGSGT DFTLTISSLE PEDFAVFYCQ QYSNSPLTFG 100
GGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428

22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-89'  135-195'

23™-89" 135™M-195™
Inter-H-L (h 5-CL 126) 223-215' 223"-215"
Inter-H-H (h 11, h 14)  229-229" 232-232"
*The inter-chain disulfide bridges are not present, the 8 cysteinyl being conjugated each via
a thioether bond to a drug linker.
*Les ponts disulfures inter-chaines ne sont pas présents, les 8 cystéinyl étant chacun conjugué
via une liaison thioéther a un linker-principe actif.
*Los puentes disulfuro entre cadenas no estan presentes, cada uno de los 8 cisteinil esta
conjugada a través de un enlace tioéter a un linker-principio activo

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 300, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 450, 450"

Modified residues / Résidus modifiés / Restos modificados
C (223,229, 232,215, 223", 229", 232", 215")
pelltecan/mAb 8:1)

12-amino-25-(5-fluoropyridin-2-yl)-6-aza-2(2,3)-imidazo[4,5-b]pyridina-
7(4)-pyrimidina-1(3)-pyridina-5(1,4)-piperidina-3(1,4)-
benzenaheptaphane-72-carbonitrile

12-amino-25-(5-fluoropyridin-2-yl)-6-aza-2(2,3)-imidazo[4,5-b]pyridina-
7(4)-pyrimidina-1(3)-pyridina-5(1,4)-pipéridina-3(1,4)-
benzénaheptaphane-72-carbonitrile
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tanerasertib 12-amino-25-(5-fluoropiridin-2-il)-6-aza-2(2,3)-imidazo[4,5-b]piridina-
7(4)-pirimidina-1(3)-piridina-5(1,4)-piperidina-3(1,4)-
bencenaheptafano-72-carbonitrilo

C33H28FN11

| X
N
N\ Z
/ NN NH,
—N
N—
\ 7/ N
. O
N
\— NH
tasronetide plexin-A1 (PLXNA1, PLXN1, semaphorin receptor NOV, NOV)
(Homo sapiens), fragment 1216-1241, variant (V'22'>T8, 12235 8,
G1224>V9, G1227>V12, L1232>E17,
A'BESE21 | 12385 dg), |1239>del), peptidyl (1-24)-penta(L-glutamic acid)
(25-29);
L-threonyl-L-leucyl-L-prolyl-L-alanyl-L-isoleucyl-L-threonylglycyl-L-
leucyl-L-valylglycylglycyl-L-valylglycyl-L-leucyl-L-leucyl-L-leucyl-L-a-
glutamyl-L-valyl-L-isoleucyl-L-valyl-L-a-glutamyl-L-valyl-L-alanyl-L-

tyrosyl-L-a-glutamyl-L-a-glutamyl-L-a-glutamyl-L-a-glutamyl-L-
glutamic acid

F
C

T
N/

tasronetide plexine-A1 (PLXNA1, PLXN1, récepteur NOV de sémaphorine, NOV)
(Homo sapiens), fragment 1216-1241, variant (V'22'>T®, 12235 8,
G12245\/0 G12275\/12 | 1282517 A12365F21 | 123854 |1239>dé|), peptidyl
(1-24)-penta(acide L-glutamique)(25-29) ;
acide L-thréonyl-L-leucyl-L-prolyl-L-alanyl-L-isoleucyl-L-thréonylglycyl-
L-leucyl-L-valylglycylglycyl-L-valylglycyl-L-leucyl-L-leucyl-L-leucyl-L-a-
glutamyl-L-valyl-L-isoleucyl-L-valyl-L-a-glutamyl-L-valyl-L-alanyl-L-
tyrosyl-L-a-glutamyl-L-a-glutamyl-L-a-glutamyl-L-a-glutamyl-L-
glutamique

tasronetida plexina-A1 (PLXNA1, PLXN1, receptor NOV de semaforina, NOV)
(Homo sapiens), fragmento 1216-1241, variante (V'22'>T8, |1223>| 8,
G1224>V9, G1227>V12, L1232>E17,A1236>E21, L1238>del, I1239>del), peptldll
(1-24)-penta(acido L-glutamico)(25-29);
acido L-treonil-L-leucil-L-prolil-L-alanil-L-isoleucil-L-treonilglicil-L-leucil-
L-valilglicilglicil-L-valilglicil-L-leucil-L-leucil-L-leucil-L-a-glutamil-L-valil-
L-isoleucil- L-valil-L-a-glutamil-L-valil-L-alanil-L-tirosil-L-a-glutamil-L-a-
glutamil-L-a-glutamil-L-a-glutamil-L-glutamico

C138H225N29047

TLPAITGLVG GVGLLLEVIV EVAYEEEEE 29
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6,7-difluoro-8-[6-fluoro-1-(methanesulfonyl)-1H-indol-4-
yl]-1,4,4,9-tetramethyl-4,5-dihydro[1,2,4]triazolo[4,3-
a]quinoxaline

6,7-difluoro-8-[6-fluoro-1-(méthanesulfonyl)-1H-indol-4-
yl]-1,4,4,9-tétraméthyl-4,5-dihydro[1,2,4]triazolo[4,3-
ajquinoxaline

6,7-difluoro-8-[6-fluoro-1-(metanosulfonil)-1H-indol-4-

il-1,4,4,9-tetrametil-4,5-dihidro[1,2,4]triazolo[4,3-
a]quinoxalina

CZZH20F3NSOZS

messenger RNA (mRNA), 5' capped (with an anti-
reverse cap analogue [ARCA] [m,"?-°G*5'ppsp5'G]),
encoding codon-optimised human papilloma virus 16
(HPV16) early protein 6 (E6) tumour-associated
antigen, preceded by a secretory signal peptide
sequence derived from the human major
histocompatibility complex (MCH) class | alpha chain,
and followed by sequences coding for tetanus toxoid-
derived T helper epitopes (P2P16) and a major
histocompatibility complex (MHC) class | trafficking
domain [MITD], each of them separated by
glycine/serine rich linkers. The transgene is flanked by
5'and 3' untranslated regions (UTR) followed by a 3'
polyadenylation (polyA) tail. The 5' UTR is derived
from human alpha-globin gene and contains an
optimised Kozak sequence; the synthetic 3' UTR is a
combination of two elements derived from the amino-
terminal enhancer of split (AES) mRNA and
mitochondrial encoded 12S ribosomal RNA. The polyA
tail consists of 30 adenosine residues followed by a
10-nucleotide linker sequence and another 70
adenosine residues

ARN messager (ARNm), coiffé en 5' (avec un
analogue anti-coiffe reverse [ARCA] [m27,2'-
OG+5'ppsp5'G])), codant I'antigéne tumoral E6
(protéine précoce 6) du virus du papillome humain 16
(HPV16) a codons optimisés, précédé d'une séquence
peptidique signal sécrétoire dérivée de la chaine alpha
de classe | du complexe majeur d'histocompatibilite
(CMH) humain, et suivi de séquences codant les
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épitopes T auxiliaires dérivés de I'anatoxine tétanique (P2P16)
et un domaine de trafic de la classe | (MITD) du complexe
majeur d'histocompatibilité (CMH), chacun d'eux séparés par
des couleurs peptidiques riches en glycine/sérine. Le
transgéne est flanqué de régions non traduites (UTR) en 5' et
en 3', suivies d'une queue de polyadénylation (polyA) en 3'.
L'UTR en 5' est dérivée du gene de l'alpha-globine humaine et
contient une séquence Kozak optimisée; 'UTR en 3'
synthétique est une combinaison de deux éléments dérivés de
I'amplificateur amino-terminal de 'ARNm divisé (AES) et de
I'ARN ribosomique 12S codé par les mitochondries. La queue
polyA est constituée de 30 résidus d'adénosine, suivis d'une
séquence de liaison de 10 nucléotides et de 70 résidus
d'adénosine supplémentaires

ARN mensajero (ARNm), protegido con la caperuza 5' (con un
analogo anti-reverso de la caperuza [ARCA] [m,"%"
OG*5'ppsp5'Gl), que codifica, con codones optimizados, el
antigeno asociado a tumores proteina temprana 6 (E6) del
virus del papiloma humano 16 (HPV16), precedido por una
secuencia secretora de péptido sefal derivada de la cadena
alfa del complejo principal de histocompatibilidad (MHC) de
clase | humano, y seguido por una secuencia que codifica
epitopos de células T colaboradoras derivados del toxoide
tetanico (P2P16) y un dominio de trafico de clase | (MITD) del
complejo mayor de histocompatibilidad (MHC), cada uno de
ellos separados por enlazadores ricos en glicina/serina. El
transgén esta flanqueado por regiones sin traducir (UTR) en 5'
y 3' seguido por una cola de poliadenilacién (poliA) en 3'. La 5'
UTR deriva del gen de la alfa-globina humana y contiene una
secuencia Kozak optimizada; la 3' UTR sintética es una
combinacién de dos elementos derivados del ARNm del
potenciador del procesamiento amino-terminal (AES) y del
ARN ribosémico 128 codificado en la mitocondria. La cola
poliA consta de 30 residuos de adenosina seguidos de una
secuencia enlazadora de 10 nucledtidos y otros 70 residuos
de adenosina

immunoglobulin (H-gamma1_L-kappa)_(H-gamma1_L-kappa),
anti-[Homo sapiens TSLP (thymic stromal lymphopoietin) IL7R
(interleukin 7 receptor, IL7RA, CD127) binding site epitope]
and anti-[Homo sapiens TSLP (thymic stromal lymphopoietin)
CRLF2 (cytokine receptor like factor 2, TSLPR, thymic stromal
lymphopoietin receptor) binding site epitope], humanized
monoclonal antibody, biparatopic, bivalent;

H-gamma1 heavy chain anti-TSLP IL7R binding site epitope,
humanized (H) (1-451) knob [VH (Homo sapiens IGHV1-46*01
(86.7%) -(IGHD) -IGHJ4*01 (92.3%) L123>T (116), CDR-IMGT
[8.8.14] (26-33.51-58.97-110)) (1-121) -Homo sapiens
IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12, M14, 14-
G1v74 CH3 C10, 14-G1v32 CH3 W22 (knob), 6-G1v39 CH2
F1.3, E1.2, S116 (CH1 R120 (218) (122-219), hinge 1-15 (220-
234), CH2 L1.3>F (238), L1.2>E (239), P116>S (335) (235-
344), CH3 S10>C (358), E12 (360), M14 (362), T22>W (370)
(345-449), CHS (450-451)) (122-451)], (224-215")-disulfide
with common L-kappa light chain humanized (L") (1'-215") [V-
KAPPA (Homo sapiens IGKV3-15*01 (81.2%) -IGKJ2*01
(100%), CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-98")) (1'-108") -
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Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (154"), V101 (192") (109'- 215")];

H-gamma1 heavy chain anti-TSLP CRLF2 binding site epitope,
humanized (H") (1-446) hole [VH (Homo sapiens IGHV2-26*01
(86.9%) -(IGHD) IGHJ4*01 (100%), CDR-IMGT [8.7.10] (26"-
33".51"-57".96"-105")) (1"-116") -Homo sapiens IGHG1*03,
G1m3, nG1m1 CH1 T120, CH3 E12, M14, 14-G1v95 CH1
E16, D107, T120, CH2 Q30, Q38, CH3 Q11, E98, 6-G1v39
CH2 F1.3, E1.2, S116, 14-G1v75 CH3 C5, 14-G4v33 CH3
S22, A24, V86 (hole) (CH1 G16>E (136"), N107>D (202"),
R120>T (213") (117"-214"), hinge 1-15 (215"-229"), CH2
L1.3>F (233"), L1.2>E (234"), H30>Q (267"), K38>Q (273"),
P116>S (330") (230"-339"), CH3 Y5>C (348"), R11>Q (354"),
E12 (355"), M14 (357"), T22>S (365"), L24>A (367"), Y86>V
(406"), Q98>E (418") (340"-444"), CHS (445"-446")) (117"-
446")], (219"-215™)-disulfide with common L-kappa light chain
humanized (L") (1"-215") [V-KAPPA (Homo sapiens IGKV3-
15*01 (81.2%) -IGKJ2*01 (100%), CDR-IMGT [7.3.9] (27™"-
33".51"-53".90"-98™)) (1"-108") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154™), V101
(192™)) (109™- 215™)];

dimer (230-225":233-228":358-348")-trisdisulfide, produced in
Chinese hamster ovary (CHO) cells, glycoform alfa

immunoglobuline (H-gamma1_L-kappa)_(H-gamma1_L-
kappa), anti-[Homo sapiens TSLP (lymphopoiétine stromale
thymique) épitope du site de liaison de I'lL7R (récepteur de
l'interleukine 7, IL7RA, CD127)] et anti-[Homo sapiens TSLP
(lymphopoiétine stromale thymique) épitope du site de liaison
du CRLF2 (récepteur du facteur 2 cytokine like, TSLPR,
récepteur de la lymphopoiétine stromale thymique)], anticorps
monoclonal humanisé biparatopique, bivalent;

chaine lourde H-gamma1 anti-TSLP épitope du site de liaison
de I'lL7R, humanisée (H) (1-451) knob [VH (Homo sapiens
IGHV1-46*01 (86.7%) -(IGHD) -IGHJ4*01 (92.3%) L123>T
(116), CDR-IMGT [8.8.14] (26-33.51-58.97-110)) (1-121) -
Homo sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3
E12, M14, 14-G1v74 CH3 C10, 14-G1v32 CH3 W22 (knob), 6-
G1v39 CH2 F1.3, E1.2, S116 (CH1 R120 (218) (122-219),
charniére 1-15 (220-234), CH2 L1.3>F (238), L1.2>E (239),
P116>S (335) (235- 344), CH3 S10>C (358), E12 (360), M14
(362), T22>W (370) (345-449), CHS (450-451)) (122-451)],
(224-215")-disulfure avec la chaine légére L-kappa commune
humanisée (L") (1'-215') [V-KAPPA (Homo sapiens IGKV3-
15*01 (81.2%) -IGKJ2*01 (100%), CDR-IMGT [7.3.9] (27'-
33'.51'-563'.90'-98')) (1'-108') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192")) (109'"-
215Y];

chaine lourde H-gamma1 anti-TSLP épitope du site de liaison
du CRLF2, humanisée (H") (1-446) hole [VH (Homo sapiens
IGHV2-26*01 (86.9%) -(IGHD) IGHJ4*01 (100%), CDR-IMGT
[8.7.10] (26"-33".51"-57".96"-105")) (1"-116") -Homo sapiens
IGHG1*03, G1m3, nG1m1 CH1 T120, CH3 E12, M14, 14-
G1v95 CH1 E16, D107, T120, CH2 Q30, Q38, CH3 Q11, E98,
6-G1v39 CH2 F1.3, E1.2, S116, 14-G1v75 CH3 C5, 14-G4v33
CH3 S22, A24, V86 (hole) (CH1 G16>E (136"), N107>D
(202"), R120>T (213") (117"-214"), charniere 1-15 (215"-229"),
CH2 L1.3>F (233"), L1.2>E (234"), H30>Q (267"), K38>Q
(273"), P116>S (330") (230"-339"), CH3 Y5>C (348"), R11>Q
(354"), E12 (355"), M14 (357"), T22>S (365"), L24>A (367"),
Y86>V (406"), Q98>E (418") (340"-444"), CHS (445"-446"))
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(117"-446")], (219"-215™)-disulfure avec la chaine légére L-
kappa commune humanisée (L")(1"-215") [V-KAPPA (Homo
sapiens IGKV3-15*01 (81.2%) -IGKJ2*01 (100%), CDR-IMGT
[7.3.9] (27™-33".51"-53".90™"-98"")) (1"-108") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (154"),
V101 (192")) (109™- 215™)];

dimére (230-225":233-228":358-348")-trisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO),
glycoforme alfa

inmunoglobulina (H-gamma1_L-kappa)_(H-gamma1_L-
kappa), anti-[Homo sapiens TSLP (linfopoetina estromal
timica) epitopo del sitio de enlace del IL7R (receptor de la
interleukina 7, IL7RA, CD127)] y anti-[Homo sapiens TSLP
(linfopoetina estromal timica) epitopo del sitio de enlace del
CRLF2 (receptor del factor 2 como citoquina, TSLPR, receptor
de la linfopoetina estromal timica)], anticuerpo monoclonal
humanizado biparatépico, bivalente;

cadena pesada H-gamma1 anti-TSLP epitopo del sitio de
enlace del IL7R, humanizado (H) (1-451) knob [VH (Homo
sapiens IGHV1-46*01 (86.7%) -(IGHD) -IGHJ4*01 (92.3%)
L123>T (116), CDR-IMGT [8.8.14] (26-33.51-58.97-110)) (1-
121) -Homo sapiens IGHG1*03, G1m3, nG1m1 CH1 R120,
CH3 E12, M14, 14-G1v74 CH3 C10, 14-G1v32 CH3 W22
(knob), 6-G1v39 CH2 F1.3, E1.2, S116 (CH1 R120 (218) (122-
219), bisagra 1-15 (220-234), CH2 L1.3>F (238), L1.2>E
(239), P116>S (335) (235- 344), CH3 S10>C (358), E12 (360),
M14 (362), T22>W (370) (345-449), CHS (450-451)) (122-
451)], (224-215")-disulfuro con la cadena ligera L-kappa comun
humanizada (L") (1'-215') [V-KAPPA (Homo sapiens IGKV3-
15*01 (81.2%) -IGKJ2*01 (100%), CDR-IMGT [7.3.9] (27'-
33'.51'-53'.90'-98")) (1'-108') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (154'), V101 (192")) (109'-
215Y);

cadena pesada H-gamma1 anti-TSLP epitopo del sitio de
enlace del CRLF2, humanizado (H") (1-446) hole [VH (Homo
sapiens IGHV2-26*01 (86.9%) -(IGHD) IGHJ4*01 (100%),
CDR-IMGT [8.7.10] (26"-33".51"-57".96"-105")) (1"-116") -
Homo sapiens IGHG1*03, G1m3, nG1m1 CH1 T120, CH3
E12, M14, 14-G1v95 CH1 E16, D107, T120, CH2 Q30, Q38,
CH3 Q11, E98, 6-G1v39 CH2 F1.3, E1.2, S116, 14-G1v75
CH3 C5, 14-G4v33 CH3 S22, A24, V86 (hole) (CH1 G16>E
(136"), N107>D (202"), R120>T (213") (117"-214"), bisagra 1-
15 (215"-229"), CH2 L1.3>F (233"), L1.2>E (234"), H30>Q
(267"), K38>Q (273"), P116>S (330") (230"-339"), CH3 Y5>C
(348"), R11>Q (354"), E12 (355"), M14 (357"), T22>S (365"),
L24>A (367"), Y86>V (406"), Q98>E (418") (340"-444"), CHS
(445"-446")) (117"-446")], (219"-215™)-disulfuro con la cadena
ligera L-kappa comun humanizada (L") (1"-215") [V-KAPPA
(Homo sapiens IGKV3-15*01 (81.2%) -IGKJ2*01 (100%),
CDR-IMGT [7.3.9] (27™-33™.51"-53™.90™-98")) (1™-108") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (154™), V101 (192™)) (109" 215™)];

dimero (230-225":233-228":358-348")-trisdisulfuro, producido
en las células ovaricas de hamster chino (CHO), forma
glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada: H-gammal anti-TSLP IL7R binding site
epitope (H) knob

QVQLVQSGAE VKKPGASVKV SCKASGYAFS NYWMNWVRQA PGQGLEWMGQ 50
IFPGDSDTDY DQKFQGRVTM TRDTSTSTVY MELSSLRSED TAVYYCARAG 100
YYRGYYAMDY WGQGTTVTVS SASTKGPSVE PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTIQ 20C
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPEFEG GPSVFLFPPK 25C
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHODWLNG KEYKCKVSNK ALPASIEKTI SKAKGQPREP 350
QVYTLPPCRE EMTKNQVSLW CLVKGFYPSD IAVEWESNGC PENNYKTTPFE 400
VLDSDGSFFL YSKLTVDKSR WQQGNVESCS VMHEALHNHY TQKSLSLSEG 450
K 451

Heavy chain / Chaine lourde / Cadena pesada: H-gammal anti-TSLP CRLF2 binding site
epitope (H") hole

QVTLKESGEV LVKPTETLTL TCTVSGFSLS SYDISWIRCP PGKALEWLGV 50
IWSEGGT3SYS TSLKSRLTIS KDTSKSQVVL TMTNMDPVDT ATYYCARDSD 100
DGYLNWGQGT LVTVSSASTK GPSVFPLAPS SKSTSEGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFF AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 20C
VDHKPSNTKV DKTVEPKSCD KTHTCPPCPA PEFEGGPSVF LEPPKPKDTL 25C
MISRTPEVTC VVVDVSQEDP EVQFNWYVDG VEVHNAKTKPF REEQYNSTYR 300
VVSVLTVLHC DWLNGKEYKC KVSNKALPAS IEKTISKAKG QPREPQVCTL 350
PPSQEEMTKN QVSLSCAVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLVSKLT VDKSRWQEGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera: L-kappa common (L', L")}

EIVMTQSPAT LSVSPGERAT LSCSVSSSIS SSNLHWYQCK PGQAPRPWIY 50
GTSNLASGIP ARFSGSGSGT EFTLTISSVQ AEDFAVYYCQ QWSSYPLTEG 100
QGTKLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNE YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 20C
GLSSPVTKSFE NRGEC 215

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104)  22-96  148-204  265-325  371-429

Intra-H" (C23-C104) 22"-95" 143"-199" 260"-320" 366"-424"

Intra-L' (C23-C104) 23'-89"  135-195"

Intra-L™ (C23-C104) 23™-8§" 135™-195"

Inter-11-L", inter-H"-L™ (h 5-CL 126) 224-215" 219"-215"

Inter-H-H" (h 11, h 14) 230-225" 233-228"

Inter-H-H" (CH3 C10-C5)* 358-348"

*variants 14-G1v74 (H CH3 C10) and 14-G1v75 (H" CH3 C5) creating an additional
inter-H-H disulfide bond.

Total number of disulfide bridges: 17 (12 intra-, 5 inter-).

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

301. 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 451, 446"

tezampanel etibutil 2-ethylbutyl (3S,4aR,6R,8aR)-6-(2-(2H-tetrazol-5-
ylethyl)decahydroisoquinoline-3-carboxylate

tézampanel etibutil (3S,4aR,6R,8aR)-6-(2-(2H-tétrazol-5-yl)éthyl)décahydroisoquinoline-
3-carboxylate de 2-éthylbutyle

tezampanel etibutilo (3S,4aR,6R,8aR)-6-(2-(2H-tetrazol-5-yl)etil)decahidroisoquinolina-3-
carboxilato de 2-etilbutilo

C19H33N502



ticalicibart

ticalicibart

ticalicibart

Recommended INN: List 95

CH;,

O\LCH3

immunoglobulin G4-kappa, anti-[Homo sapiens PCSK9
(proprotein convertase subtilisin/kexin type 9)], Homo sapiens
monoclonal antibody;

H-gamma4 heavy chain Homo sapiens (1-441) [VH (Homo
sapiens IGHV3-30-5*03 (96.9%) -(IGHD) -IGHJ1*01 (100%),
CDR-IMGT [8.8.7] (26-33.51-58.97-103)) (1-114) -Homo
sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10(CH1
(115-212), hinge 1-12 S10>P (222) (213-224), CH2 L92 (303)
(225-334), CH3 (335-439), CHS (440-441)) (115-441)],(128-
220")-disulfide with L-kappa light chain Homo sapiens (1'-220')
[V-KAPPA (Homo sapiens IGKV4-1*01 (98.0%) -IGKJ1*01
(100%), CDR-IMGT [12.3.9] (27'-38'.56'-58'.95'-103")) (1'-113')
-Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (159'), V101 (197)) (114'-220")]; dimer (220-220":223-
223")-bisdisulfide, produced in Chinese hamster ovary (CHO)
cells, cell line CHO-K1, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens PCSK9
(proprotéine convertase subtilisine/kexine type 9)], anticorps
monoclonal Homo sapiens;

chaine lourde H-gamma4 Homo sapiens (1-441) [VH (Homo
sapiens IGHV3-30-5*03 (96.9%) -(IGHD) -IGHJ1*01 (100%),
CDR-IMGT [8.8.7] (26-33.51-58.97-103)) (1-114) -Homo
sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1
(115-212), charniere 1-12 S10>P (222) (213-224), CH2 L92
(303) (225-334), CH3 (335-439), CHS (440-441)) (115-441)],
(128-220")-disulfure avec la chaine légére L-kappa Homo
sapiens (1'-220") [V-KAPPA (Homo sapiens IGKV4-1*01
(98.0%) -IGKJ1*01 (100%), CDR-IMGT [12.3.9] (27'-38'.56'-
58'.95'-103')) (1'-113') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197") (114'-220")];
dimere (220-220":223-223")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO), lignée cellulaire
CHO-K1, glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens PCSK9
(proproteina convertasa subtilisina/kexina tipo 9)], anticuerpo
monoclonal Homo sapiens;

cadena pesada H-gamma4 Homo sapiens (1-441) [VH (Homo
sapiens IGHV3-30-5*03 (96.9%) -(IGHD) -IGHJ1*01 (100%),
CDR-IMGT [8.8.7] (26-33.51-58.97-103)) (1-114) -Homo
sapiens IGHG4*01, nG4m(a) CH2 L92, 12-G4v5 h P10 (CH1
(115-212), bisagra 1-12 S10>P (222) (213-224), CH2 L92
(303) (225-334), CH3 (335-439), CHS (440-441)) (115-441)],
(128-220")-disulfuro con la cadena ligera L-kappa Homo
sapiens (1'-220") [V-KAPPA (Homo sapiens IGKV4-1*01
(98.0%) -IGKJ1*01 (100%), CDR-IMGT [12.3.9] (27'-38'.56'-
58'.95'-103')) (1'-113') -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (159'), V101 (197")) (114'-220")];
dimero (220-220":223-223")-bisdisulfuro, producido en las
células ovaricas de hamster chino (CHO), linea celular CHO-
K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVQLVESGGG VVQPGRSLEL SCAASGETES SYGMHWVRCA PGKGLEWMAV 50
IWYDGTNKYY ADSVKGRFTI SRDNSKNTVY LOMNSLRAED TAVYYCAREK 100
GLDWGQGTLV TVSSASTKGP SVFPLAPCSR STSESTAALG CLVKDYFPEP 150
VTVSWNSGAL TSGVHTFPAV LQOSSGLYSLE SVVTVPSSSL GTKTYTCNVD 20C
HKP3NTKVDK RVESKYGPPC PPCPAPEFLG GPSVFLFPPK PKDTLMISRT 25C
PEVTCVVVDV SQEDPEVQEN WYVDGVEVHN AKTKPREEQF NSTYRVVSVL 300
TVLHQODWLNG KEYKCKVSNK GLPSSIEKTI SKAKGQPREP QVYTLPPSCE 350
EMTKNQVSLT CLVKGFYPSD IAVEWESNGC PENNYKTTPP VLDSDGSFFL 400
YSRLTVDKSR WQEGNVFSCS VMHEALHNHY TQKSLSLSLG K 441

Light chain / Chaine légére / Cadena ligera (L'. L")

DIVMTQSPCS LAVSLGERAT INCKSSQSVL YSSTNKNYLV WYQOKPGQPP 50
KLLIYWASTR ESGVPDREFSG SGSGTDETLT ISSLQOAEDVA VYYCQQYYST 100
PWTFGQGTKV EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 20C
EVTHQGLSZP VTKSFNRGEC 22¢C

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  141-197  255-315  361-419
22".96" 141"-197" 255"-315" 361"-419"
Intra-L (C23-C104) 23-94" 140200’
23".94™  140™-200™
Inter-H-L (CHI 10-CL 126) 128-220' 128"-220™
Inter-H-H (h 8, h 11} 220-220" 223-223"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q = pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 291, 291"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 441, 441"

2-{(1?S,1°R,4S,10S,13S,157R,15%S,18R,19S,23S,264S,277,30S)-13-
[(2S)-butan-2-yl]-23-[(2S,3R)-2,3-dihydroxybutan-2-yl]-27-ethylidene-
158-hydroxy-30-[(1R)-1-hydroxyethyl]-15*-[(1S)-1-hydroxyethyl]-
4,10,18-trimethyl-7-methylidene-3,6,9,12,16,21,25,29,32-nonaoxo-
14,15,157,15%,26*,265-hexahydro-12H-17-oxa-2,5,8,11,14,20,24,28,31-
nonaaza-15(7,2)-quinolina-1(3,3,2)-pyridina-22,26,33,34(4,2)-
tetrakis[1,3]thiazolabicyclo[17.14.1]tetratriacontaphan-16-yI}-N-{3-[(3-
amino-3-oxoprop-1-en-2-yl)amino]-3-oxoprop-1-en-2-yl}-1,3-thiazole-
4-carboxamide

2-{(1?S,1°R,4S,10S,13S,157R, 15%S,18R,19S,23S,264S,27Z,30S)-13-
[(2S)-butan-2-yl]-23-[(2S,3R)-2,3-dihydroxybutan-2-yl]-27-éthylidéne-
158-hydroxy-30-[(1R)-1-hydroxyéthyl]-15*-[(1S)-1-hydroxyéthyl]-
4,10,18-triméthyl-7-méthylidene-3,6,9,12,16,21,25,29,32-nonaoxo-
14,15,157,15%,26*,26°-hexahydro-12H-17-o0xa-2,5,8,11,14,20,24,28,31-
nonaaza-15(7,2)-quinolina-1(3,3,2)-pyridina-22,26,33,34(4,2)-
tétrakis[1,3]thiazolabicyclo[17.14.1]tétratriacontaphan-16-yI}-N-{3-[(3-
amino-3-oxoprop-1-én-2-yl)amino]-3-oxoprop-1-én-2-yl}-1,3-thiazole-
4-carboxamide

2-{(1?S,1°R,4S,10S,13S,157R,15%S,18R,19S,23S,264S,27Z,30S)-13-
[(2S)-butan-2-il]-23-[(2S,3R)-2,3-dihidroxibutan-2-il]-27-etilideno-158-
hidroxi-30-[(1R)-1-hidroxietil]-15*-[(1S)-1-hidroxietil]-4,10,18-trimetil-
7-metilideno-3,6,9,12,16,21,25,29,32-nonaoxo-14,1%,157,158,264,26°-
hexahidro-12H-17-o0xa-2,5,8,11,14,20,24,28,31-nonaaza-15(7,2)-
quinolina-1(3,3,2)-piridina-22,26,33,34(4,2)-
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tetrakis[1,3]tiazolabiciclo[17.14.1]tetratriacontafan-18-il}-N-{3-[(3-

amino-3-oxoprop-1-en-2-ilJamino]-3-oxoprop-1-en-2-il}-1,3-tiazol-4-
carboxamide
C72H85N1901SS5

o} ' CH, O '
FoR .

HH CtH; 0 H;C H

NH,
CH,

human interleukin 12 subunit 8 (IL-12B, IL12B, cytotoxic
lymphocyte maturation factor 40 kDa subunit, CLMF p40, IL-12
subunit p40; Uniprot: P29460) (1-306), fused at the C-terminus via
peptide linker 3’ GGGGSGGGGSGGGGS*' to human interleukin
12 subunit a (IL-12A, IL12A, cytotoxic lymphocyte maturation factor
35 kDa subunit, CLMF p35, IL-12 subunit p35; Uniprot: P29459)
(322-518 in the current sequence), fused at the C-terminus with a
synthetic 66 amino-acid aluminum-binding peptide (ABP) (519-584
in the current sequence), produced in Chinese hamster ovary
(CHO) cells, cell line CHO-K1, co-expressing human extracellular
serine/threonine protein kinase FAM20C, resulting in a high degree
of O-phosphorylation; glycoform alfa

sous-unité B de l'interleukine 12 humaine (IL-12B, IL12B, sous-unité
de 40 kDa du facteur de maturation des lymphocytes cytotoxiques,
CLMF p40, sous-unité p40 de I'lL-12; Uniprot: P29460) (1-306),
fusionnée a l'extrémité C-terminale via le coupleur peptidique
S’"GGGGSGGGGSGGGGS®! a la sous-unité a de l'interleukine 12
humaine (IL-12A, IL12A, sous-unité de 35 kDa du facteur de
maturation des lymphocytes cytotoxiques, CLMF p35, sous-unité
p35 de I'lL-12; Uniprot: P29459) (322-518 dans la séquence
actuelle) fusionnée a I'extrémité C-terminale avec un peptide
synthétique de 66 acides aminés se liant a I'aluminium (ABP) (519-
584 dans la séquence actuelle), produit dans des cellules d'ovaire
de hamster chinois (CHO), lignée cellulaire CHO-K1, co-exprimant
la protéine kinase sérine/thréonine extracellulaire humaine
FAM20C, entrainant un degré élevé de O-phosphorylation;
glycoforme alfa

subunidad B de la interleukina 12 humana (IL-12B, IL12B,
subunidad de 40 kDa del factor de maduracién de linfocitos
citotoxicos, CLMF p40, subunidad p40 de la IL-12; Uniprot:
P29460) (1-306), fusionada en el extremo C terminal mediante el
enlace peptidico **’GGGGSGGGGSGGGGS*! a la subunidad o de
la interleukina 12 humana (IL-12A, IL12A, subunidad de 35 kDa del
factor de maduracion de linfocitos citotdxicos, CLMF p35,
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tomostrocel

subunidad p35 de la IL-12; Uniprot: P29459) (322-518 en la
secuencia actual) fusionada en el extremo C terminal con un
péptido sintético de unién al aluminio de 66 aminoacidos (ABP)
(519-584 en la secuencia actual), producido en células de ovario de
hamster chino (CHO), linea celular CHO-K1, que coexpresa la
proteina kinasa serina/treonina extracelular humana FAM20C, lo
que da como resultado un alto grado de O-fosforilacién; glicoforma
alfa

Sequence / Séquence / Secuencia
IWELKKDVYV VELDWYPDAP GEMVVLTCDT PEEDGITWTL DQSSEVLGSG 50
KTLTIQVKEF GDAGQYTCHK GGEVLSHSLL LLHKKEDGIW STDILKDQKE 100
PKNKTFLRCE AKNYSGRFTC WWLTTISTDL TEFSVKSSRGS SDPQGVTCGA 150
ATLSAERVRG DNKEYEYSVE CQEDSACPAA EESLPIEVMV DAVHKLKYEN 200
YTSSFFIRDI IKPDPPKNLQ LKPLKNSRQV EVSWEYPDTW STPHSYFSLT 250
FCVQVQGKSK REKKDRVFTD KTSATVICRK NASISVRAQD RYYSSSWSEW 300
ASVPCSGGGG SGGGGSGGEE SRNLPVATPD PGMFPCLHHS QNLLRAVSNM 350
LOKARQTLEF YPCTSEEIDH EDITKDKTST VEACLPLELT KNESCLNSRE 400
TSFITNGSCL ASRKTSFMMA LCLSSIYEDL KMYQVEFKTM NAKLLMDPKR 450
QIFLDONMLA VIDELMQALN FNSETVPQKS SLEEPDFYKT KIKLCILLHA 500
FRIRAVTIDR VMSYLNASGE GGEGGGGSEE GGGGSEEGGG GSEEGGGGSE 550
EEGG GGSEE EE EEG GGGS 584

Peptide linker / Peptide liant / Péptido de unién
307 321

GGGGSGGGESGEGEES
Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain IL12B (predicted): 28-68, 109-120, 148-171, 278-305

IL12A (predicted): 336-409, 363-495, 384-422
Inter-chain IL12B -IL12A:  177-395

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
IL12B: N103, N200, N281; IL12A: N392, N406

O-glycosylation sites / Sites de O-glycosylation / Posiciones de O-glicosilacion
IL12A: T328

O-phosphorylation sites / Sites de O-phosphorylation / Posiciones de O-fosforilacion
IL12B: S43(23-25%). S154 (10%). S283 and/or S285 (12-14%):

linker: S311 (11-19%), 8316 (40-46%):

IL12A: S365 (30-38%). S481 (100%):

ABP: additional serines are phosphorylated but positions and degree of phosphorylation not
determined

allogeneic mesenchymal stromal cells (MSC) derived from bone
marrow of healthy female and male human donors. Mononuclear
cells from eight donors are pooled for each MSC cell bank batch
and are expanded in media containing platelet lysate and heparin.
The cells are positive (295%) for the mesenchymal stromal cell
surface markers CD73, CD90, CD105, and are negative (£2%) for
CD34, CD45 and CD14. The MSC cells can differentiate into
osteoblasts and adipocytes and demonstrate suppression (=30%)
of allo-reactivity in an induced lymphocyte proliferation assay
(mixed lymphocyte reaction)

cellules stromales mésenchymateuses (CSM) allogéniques
dérivées de moelle osseuse de donneurs sains, hommes et
femmes. Les cellules mononucléées de huit donneurs sont
regroupées pour chaque lot de banque de cellules CSM et
multipliées dans un milieu contenant du lysat plaquettaire et de
I'néparine. Les cellules sont positives (=295%) pour les marqueurs
de surface des cellules stromales mésenchymateuses CD73,
CD90 et CD105, et négatives (<2%) pour CD34, CD45 et CD14.
Les CSM peuvent se différencier en ostéoblastes et en
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trastuzumab bultécan
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adipocytes, et présentent une suppression (230%) de l'allo-
réactivité, lors d'un test de prolifération lymphocytaire induite
(réaction lymphocytaire mixte)

células mesenquimales estromales (MSC) alogénicas derivadas
de médula 6sea de donantes hombres y mujeres sanos. Células
mononucleares de ocho donantes se agrupan para cada lote de
banco de células de MSC y se expanden en medio que contiene
lisado plaguetario y heparina. Las células son positivas (295%)
para los marcadores de superficie de la célula mesenquimal
estromal CD73, CD90, CD105, y son negativas (£2%) para CD34,
CD45 y CD14. Las MSC pueden diferenciarse en osteoblastos y
adipocitos y muestran supresion (=230%) de alo reactividad en un
ensayo de proliferacion inducida de linfocitos (cultivo mixto de
linfocitos)

immunoglobulin G1-kappa, anti-[Homo sapiens ERBB2 (receptor
tyrosine-protein kinase erbB-2, epidermal growth factor receptor 2,
EGFR2, HER2, HER-2, p185c-erbB2, NEU, CD340)], humanized
monoclonal antibody; conjugated on an average of eight cysteinyl
residues to bultecan groups, comprising a linker and a
camptothecin derivative;

H-gamma1 heavy chain humanized (1-450) [VH (Homo sapiens
IGHV3-66*01 (81.6%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT
[8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14
(CH1 R120>K (217) (121-218), hinge 1-15 (219-233), CH2 (234-
343), CH3 E12 (359), M14 (361) (344-448), CHS (449-450)) (121-
450)], (223-214")-disulfide with L-kappa light chain humanized (1'-
214") [V-KAPPA (Homo sapiens IGKV1-39*01 (86.3%) -IGKJ1*01
(100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153"), V101 (191")) (108'-214")]; dimer (229-229":232-232")-
bisdisulfide, produced in Chinese hamster ovary (CHO) cells, cell
line CHO-K1SV, lacking the glutamine synthetase (GS-KO) gene,
glycoform alfa; substituted at the sulfur atoms of the L-cysteinyl
residues 223, 229, 232, 214', 223", 229", 232" and 214" with
(3RS)-1-[(9S,12S,15S)-1-[(4S)-4-ethyl-8-fluoro-4-hydroxy-9-
methyl-3,14-dioxo-3,4,12,14-tetrahydro-1H-
pyrano[3',4":6,7]indolizino[1,2-b]quinolin-10-yl]-9-methyl-
8,11,14,17-tetraoxo-15-(3-ox0-3-{[(2S,3R,4R,5R)-2,3,4,5,6-
pentahydroxyhexylJamino}propyl)-12-(propan-2-yl)-5-oxa-
7,10,13,16-tetraazadocosan-22-yl]-2,5-dioxopyrrolidin-3-yl
(bultecan) groups

immunoglobuline G1-kappa, anti-[Homo sapiens ERBB2
(récepteur tyrosine-protéine kinase erbB-2, récepteur 2 du facteur
de croissance épidermique, EGFR2, HER2, HER-2, p185c-erbB2,
NEU, CD340)], anticorps monoclonal humanisé; conjugué par huit
résidus cystéinyle en moyenne au groupe bultécan, comprenant
un linker et un dérivé de la camptothécine;

chaine lourde H-gamma1 humanisée (1-450) [VH (Homo sapiens
IGHV3-66*01 (81.6%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT
[8.8.13] (26-33.51-58.97-109)) (1-120) -Homo sapiens
IGHG1*03v, G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14
(CH1 R120>K (217) (121-218), charniére 1-15 (219-233), CH2
(234-343), CH3 E12 (359), M14 (361) (344-448), CHS (449-450))
(121-450)], (223-214')-disulfure avec la chaine légere L-kappa
humanisée (1'-214") [V-KAPPA (Homo sapiens IGKV1-39*01
(86.3%) -IGKJ1*01 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-
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trastuzumab bultecan

97") (1'-107") -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (153'), V101 (191"))
(108'-214")]; dimére (229-229":232-232")-bisdisulfure,
produit dans des cellules ovariennes de hamster
chinois (CHO), lignée cellulaire CHO-K1SV, ne
présentant pas le gene de la glutamine synthétase
(GS-KO), glycoforme alfa; substituée sur les atomes
de soufre de résidus L-cystéinyle 223, 229, 232, 214",
223", 229", 232" et 214™ avec des groupes (3RS)-1-
[(9S,12S,15S)-1-[(4S)-4-éthyl-8-fluoro-4-hydroxy-9-
méthyl-3,14-dioxo-3,4,12,14-tétrahydro-1H-
pyrano[3',4":6,7]indolizino[1,2-b]quinolin-10-yl]-9-
méthyl-8,11,14,17-tétraoxo-15-(3-0x0-3-
{l(2s,3R,4R,5R)-2,3,4,5,6-
pentahydroxyhexyl]lamino}propyl)-12-(propan-2-yl)-5-
oxa-7,10,13,16-tétraazadocosan-22-yl]-2,5-
dioxopyrrolidin-3-yle (bultécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens
ERBB2 (receptor tirosina-proteina kinasa erbB-2,
receptor 2 del factor de crecimiento epidérmico,
EGFR2, HER2, HER-2, p185c-erbB2, NEU, CD340)],
anticuerpo monoclonal humanizado; conjugado por
ocho residuos cisteinilo por término medio con grupos
bultecéan, que comprende un enlace y un derivado de
la camptotecina;

cadena pesada H-gamma1 humanizada (1-450) [VH
(Homo sapiens IGHV3-66*01 (81.6%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.8.13] (26-33.51-
58.97-109)) (1-120) -Homo sapiens IGHG1*03v,
G1m3>G1m17, nG1m1 CH1 K120, CH3 E12, M14
(CH1 R120>K (217) (121-218), bisagra 1-15 (219-
233), CH2 (234-343), CH3 E12 (359), M14 (361) (344-
448), CHS (449-450)) (121-450)], (223-214")-disulfuro
con la cadena ligera L-kappa humanizada (1'-214") [V-
KAPPA (Homo sapiens IGKV1-39*01 (86.3%) -
IGKJ1*01 (100%), CDR-IMGT [6.3.9] (27'-32".50'-
52'.89'-97")) (1'-107") -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (153'), V101
(191") (108'-214")]; dimero (229-229":232-232")-
bisdisulfuro, producido en las células ovaricas de
hamster chino (CHO), linea celular CHO-K1SV, en
ausencia del gen de la glutamina sintetasa (GS-KO),
forma glicosilada alfa; sustituida en los atomos de
azufre de residuos L-cisteinilo 223, 229, 232, 214',
223", 229", 232" y 214" con grupos (3RS)-1-
[(9S,12S,15S)-1-[(4S)-4-etil-8-fluoro-4-hidroxi-9-metil-
3,14-dioxo0-3,4,12,14-tetrahidro-1H-
pirano[3',4":6,7]indolizino[1,2-b]quinolin-10-il]-9-metil-
8,11,14,17-tetraoxo-15-(3-ox0-3-{[(2S,3R,4R,5R)-
2,3,4,5,6-pentahidroxihexilJamino}propil)-12-(propan-2-
il)-5-oxa-7,10,13,16-tetraazadocosan-22-il]-2,5-
dioxopirrolidin-3-ilo (bultecan)
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Heavy chain / Chaine lourde / Cadena pesada (H. H"}

EVQLVESGGG LVQPGGSLRL SCAASGENIK DTYIHWVRQA PGKGLEWVAR 50
IYPTNGYTRY ADSVKGRFTI SADTSKNTAY LQMNSLRAED TAVYYCSRWG 100
GDGFYAMDYW GQGTLVTVSS ASTKGPSVEP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSE GLYSLSSVVT VPSSSLGTGT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLEPPKE 250
KDTLMISRTP EVTCVVVDVE HEDPEVKENW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSREE MTKNQVSLTC LVKGEYPSDI AVEWESNGCP ENNYKTTPPV 400
LDSDGSFEFLY SKLTVDKSRW QQGNVEFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légeére / Cadena ligera (L'. L")

DIOMTQSPSS LSASVGDRVT ITCRASQDVN TAVAWYQQKP GKAPKLLIYS 50
ASFLYSGVPS RESGSRSGTD FTLTISSLQP EDFATYYCQQ HYTTPPTEGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY PREAKVOWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHGG 200
LSSPVTKSEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428

22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-88'  134'-194'

23™-88" 134™-194™
Inter-H-L (h 5-CL 126)* 223-214" 223"-214™
Inter-H-H ¢h 11. h 14)*  229-229" 232-232"
*The inter-chain disulfide bridges are not present. the 8 cysteinyl being conjugated each via
a thioether bond to a drug linker.
*Les ponts disulfures inter-chaines ne sont pas présents. les 8 cystéinyl étant chacun conjugué
via une liaison thioéther a un linker-principe actif.
*Los puentes disulfuro entre cadenas no estdn presentes. cada uno de los 8 cisteinil esta
conjugada a través de un enlace tioéter a un linker-principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 300. 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 450. 450"

Modified residues / Résidus modifiés / Restos modificados
(C (223, 229.232.214'. 223", 229", 232", 214"
(bultecan/mAb ~ 8:1)

@w«jg*%m
e

F

HO HO HH OH and epimer at C*

et épimére en C*
y epimero al C*

virus-like-particle (VLP) with icosahedral structure derived from
the Chikungunya virus strain 37997, composed of envelope
glycoprotein E1 (Uniprot: Q5XXP3 Y8'0-H1248 1-439 in the current
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sequence), envelope glycoprotein E2 (Uniprot:
Q5XXP3 S%6-A™8 1-423 in the current sequence,
A**>added) and capsid protein (Uniprot: Q5XXP3 M-
W281). The icosahedral structure consists of an outer
spherical shell of 80 non-covalent spike-shaped
trimers, each comprising three non-covalent
heterodimers of the spike glycoproteins E1 and E2,
and an inner spherical capsid shell of a similar non-
covalent assembly of 240 molecules of the capsid
protein. The three proteins E1, E2 and capsid are
expressed and assembled into the VLP by human
embryonic kidney (HEK293) cells and comprise a
HEK293-derived lipid bilayer, glycoform alfa

particule pseudo-virale (PPV) a structure icosaédrique
dérivée de la souche 37997 du virus Chikungunya,
composée de la glycoprotéine d'enveloppe E1

(Uniprot: Q5XXP3 Y810-H'248 ' 1.439 dans la séquence
actuelle), de la glycoprotéine d'enveloppe E2 (Uniprot:
Q5XXP3 S%6-A™8 1-423 dans la séquence actuelle,
A*4>gjouté) et de la protéine de capside (Uniprot:
Q5XXP3 M'-W?#1), La structure icosaédrique est
constituée d'une enveloppe sphérique externe de 80
triméres non covalents en forme de spicule, chacun
comprenant trois hétérodimeres non covalents des
glycoprotéines de spicule E1 et E2, et d'une enveloppe
sphérique interne de capside constituée d'un
assemblage non covalent similaire de 240 molécules
de la protéine de capside. Les trois protéines E1, E2 et
la capside sont exprimées et assemblées dans la PPV
par les cellules rénales embryonnaires humaines
(HEK293) et comprennent une bicouche lipidique
dérivée de HEK293, glycoforme alfa

particula pseudoviral (PSV) con estructura icosaédrica
derivada de la cepa 37997 del virus Chikungunya,
compuesta por la glicoproteina de envoltura E1
(Uniprot: Q5XXP3 Y810-H'248 1439 en la secuencia
actual), la glicoproteina de envoltura E2 (Uniprot:
Q5XXP3 S%6-A78 1-423 en la secuencia actual,
A**>afiadido) y la proteina de la capside (Uniprot:
Q5XXP3 M'-W2"). | a estructura icosaédrica consiste
en una capa esférica externa de 80 trimeros no
covalentes en forma de espicula, cada uno compuesto
por tres heterodimeros no covalentes de las
glicoproteinas de la espicula E1y E2, y una capa
esférica interna de la capside con un ensamblaje no
covalente similar de 240 moléculas de la proteina de la
capside. Las tres proteinas E1, E2 y la capside se
expresan y se ensamblan en la PSV por células
renales embrionarias humanas (HEK293) y
comprenden una bicapa lipidica derivada de HEK293,
glicoforma alfa
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Sequence / Séquence / Secuencia

Capsid:

MEFIPTQTEY NRRYQPRPWA PRPTIQVIRP RPRPQRQAGQ LAQLISAVNK 530
LTMRAVPQQK PRRNRKNKKQ RQKKQAPQND PKQKKQPPQK KPAQKKKKPG 10C
RRERMCMKIE NDCIFEVKHE GKVMGYACLV GDKVMKPAHV KGTIDNADLA 15C
KLAFKRSSKY DLECAQIPVH MKSDASKEFTH EKPEGYYNWH HGAVQYSGGR 200
FTIPTGAGKP GDSGRPIFDN KGRVVAIVLG GANEGARTAL SVVTWNKDIV 250
TKITPEGAEE W 261

Envelope glycoprotein E1:

YEHVTVIPNT VGVPYKTLVN RPGYSPMVLE MELQSVTLEP TLSLDYITCE 50
YKTVIPSPYV KCCGTAECKD KSLPDYSCKV FTGVYPFMWG GAYCEFCDAEN 10C
TQLSEAHVEK SESCKTEFAS AYRAHTASAS AKLRVLYQGN NITVAAYANG 15C
DHAVTVKDAK FVVGPMSSAW TPFDNKIVVY KGDVYNMDYP PFGAGRPGQF 200
GDIQSRTPES KDVYANTQLV LQORPAAGTVH VPYSQAPSGEF KYWLKERGAS 250
LOHTAPFGCQ IATNPVRAVN CAVGNIPISI DIPDAAFTRV VDAPSVTDMS 300
CEVPACTHSS DFGGVAIIKY TASKKGKCAV HSMTNAVTIR EADVEVEGNS 350
QLOISFSTAL ASAEFRVQVC STQVHCAAAC HPPKDHIVNY PASHTTLGVQ 400
DISTTAMSWY QKITGGVGLI VAVAALILIV VLCVSFSRH 439

Cnvelope glycoprotein E2:

STKDNEFNVYK ATRPYLAHCF DCGEGHSCHS PIALERIRNE ATDGTLKICV 50
SLQIGIKTDL SHDWTKLRYM DSHTPADAER AGLLVRTSAF CTITGTMGHE 10C
ILARCPKGET LTVGFTDSRK ISHTCTHPFH HEPPVIGRER FHSRPQHGKE 15C
LPCSTYVQST AATAEEIEVH MPPDTPDRTL MTQQSGNVKI TVNGQTVRYK 200
CNCGGSNEGL TTTDKVINNC KIDQCHAAVT NHKNWQYNSP LVPRNAELGD 250
RKGKIHIPFP LANVTCRVPK ARNPTVTYGK NQVTMLLYPD HPTLLSYRNM 300
GQEPNYHEEW VTHKKEVTLT VPTEGLEVTW GNNEPYKYWE QMSTNGTAHG 350
HPHEIILYYY ELYPTMTVVI VSVASEFVLLS MVGTAVGMCV CARRRCITPY 400
ELTPGATVPE LLSLLCCVRT TKAA 424

Mutation / Mutation / Mutacién
E2: A**>added

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra~El: 49-114. 62-94, 63-96, 68-78, 259-271, 301-376, 306-380, 328-370

Intra capsid: 113-128

N-glycosylalion sites / Sites de N-glycosylation / Posiciones de N-glicosilaciéon
Envelope glycoprotein E1: N141
Envelope glycoprotein E2: N263, N345

S-lipidation sites / Sites de S-lipidation / Posiciones de S-lipidation
Cnvelope glycoprotein E1:433
Envelope glycoprotein E2: 396. 416, 417

N38-(1,3-dihydroxypropan-2-yl)-2'-epi-amphotericin B-38-amide;
(1R,3S,5R,6R,9R,11R,15S,16R,17R,18S,19E,21E,23E,25E,27E,2
9E,31E,33R,35S,36R,37S)-33-[(3-amino-3,6-dideoxy-B-D-
glucopyranosyl)oxy]-N-(1,3-dihydroxypropan-2-yl)-
1,3,5,6,9,11,17,37-octahydroxy-15,16,18-trimethyl-13-oxo0-14,39-
dioxabicyclo[33.3.1]nonatriaconta-19,21,23,25,27,29,31-heptaene-
36-carboxamide

N38-(1,3-dihydroxypropan-2-yl)-2'-epi-amphotéricine B-38-amide;
(1R,3S,5R,6R,9R,11R,15S,16R,17R,18S,19E,21E,23E,25E,27E,2
9E,31E,33R,35S,36R,37S)-33-[(3-amino-3,6-didésoxy-B-D-
glucopyranosyl)oxy]-N-(1,3-dihydroxypropan-2-yl)-
1,3,5,6,9,11,17,37-octahydroxy-15,16,18-triméthyl-13-oxo-14,39-
dioxabicyclo[33.3.1]nonatriaconta-19,21,23,25,27,29,31-heptaéne-
36-carboxamide



Recommended INN: List 95
turletricina

umiposgene parvec

umiposgéne parvec

umiposgén parvec

NZ8-(1,3-dihidroxipropan-2-il)-2'-epi-amfotericina B-38-amida;
(1R,3S,5R,6R,9R,11R,15S,16R,17R,18S,19E,21E,23E,25E,27E,
29E,31E,33R,35S,36R,37S)-33-[(3-amino-3,6-didesoxi-B-D-
glucopiranosil)oxi]-N-(1,3-dihidroxipropan-2-il)-1,3,5,6,9,11,17,37-
octahidroxi-15,16,18-trimetil-13-oxo0-14,39-
dioxabiciclo[33.3.1]nonatriaconta-19,21,23,25,27,29,31-
heptaeno-36-carboxamida

CSOH80N2018

recombinant self-complementary non-replicating adeno-
associated virus vector with a chimeric cardiotropic AAV2/AAV8
capsid (rAAV2i8) encoding a codon-optimised truncated form of
protein phosphatase 1 regulatory subunit 1A (PPP1R1A, protein
phosphatase inhibitor 1 (I-1)) (amino acids 1-65; with a T35D
mutation to render the protein phosphatase inhibitor-1
constitutively active). Expression is under control of a human
cytomegalovirus (CMV) enhancer/promoter and a simian virus
40 (SV40) polyadenylation signal. The expression cassette also
contains a synthetic chimeric intron upstream of the transgene
and is flanked by AAV2 inverted terminal repeats

vecteur viral adéno-associé recombinant auto-complémentaire
et non réplicatif, avec une capside chimérique cardiotrope
AAV2/AAVS (rAAV2i8) codant une forme tronquée optimisée en
termes de codons de la sous-unité régulatrice 1A de la protéine
phosphatase 1 (PPP1R1A, inhibiteur de la protéine
phosphatase 1 (I-1)) (acides aminés 1 a 65; avec une mutation
T35D rendant I'inhibiteur de la protéine phosphatase 1
constitutivement actif). L'expression est sous le contréle d'un
activateur/promoteur du cytomégalovirus humain (CMV) et d'un
signal de polyadénylation du virus simien 40 (SV40). La
cassette d'expression contient également un intron chimérique
synthétique en amont du transgene et est flanquée de
répétitions terminales inversées d'AAV2

vector de virus adenoasociado recombinante, no replicativo,
auto complementario con una capsida quimérica cardiotropica
AAV2/AAVS (rAAV2i8), que codifica, con codones optimizados,
una forma truncada de la subunidad reguladora 1A de la
proteina fosfatasa 1 (PPP1R1A, inhibidor 1 (I-1) de la proteina
fosfatasa) (aminoacidos 1-65; con una mutacion T35D para
convertir en constitutivamente activa al inhibidor 1 de la
proteina fosfatasa). La expresién esta bajo el control de un
potenciador/promotor de citomegalovirus (CMV) y una sefial de
poliadenilacion del virus simio 40 (SV40). El casete de
expresion también contiene un intrén sintético quimérico mas



urcosimod

urcosimod

urcosimod

varsetatug
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arriba del transgén, y esta flanqueado por repeticiones
terminales invertidas de AAV2

N-(29-ox0-4,7,10,13,16,19,22,25-octaoxa-28-
azatetratetracontan-1-oyl)glycylglycyl-D-tyrosyl- L-
phenylalanyl-L-leucyl-L-prolyl-D-seryl-L-glutaminyl-L-
phenylalanyl-D-alanyl-(3S)-1,2,3,4-tetrahydroisoquinoline-3-
carbonyl-L-serine

N-(29-ox0-4,7,10,13,16,19,22,25-octaoxa-28-
azatétratétracontan-1-oyl)glycylglycyl-D-tyrosyl-L-phénylalanyl-
L-leucyl-L-prolyl-D-séryl-L-glutaminyl-L-phénylalanyl-D-alanyl-
(3S)-1,2,3,4-tétrahydroisoquinoléine-3-carbonyl-L-sérine

N-(29-o0x0-4,7,10,13,16,19,22,25-octaoxa-28-
azatetratetracontan-1-oil)glicilglicil-D-tirosil-L-fenilalanil-L-leucil-
L-prolil-D-seril-L-glutaminil-L-fenilalanil-D-alanil-(3S)-1,2,3,4-
tetrahidroisoquinoleina-3-carbonil-L-serina

C101H152N14027

(0]
e} 12
O
\/\];N)Li\/\l\m_|3 \\:—Ser—OH
H ! Hal
1 2 3 4 5 6 7 g8 9 10

Gly—Gly—0-Tyr—Phe—Leu—Pro—Dp-Ser—GIn—Phe—D-Ala—N 11

immunoglobulin G1-kappa, anti-[Homo sapiens EPCAM
(epithelial cell adhesion molecule, tumor-associated calcium
signal transducer 1, TACSTD1, gastrointestinal tumor-
associated protein 2, GA733-2, epithelial glycoprotein 2, EGP-
2, KSA, KS1/4 antigen, M4S1, tumor antigen 17-1A, Ep-CAM,
EpCAM, CD326)], humanized monoclonal antibody with a
cleavable prodomain of 46 amino acids fused at the N-terminal
end of the L-kappa light chains;

H-gamma1 heavy chain humanized (1-445) [VH (Homo
sapiens IGHV1-3*01 (81.6%) -(IGHD) -IGHJ6*01 (90.9%)
T123>L (111), CDR-IMGT [8.8.9] (26-33.51-58.97-105)) (1-
116) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120,
CH3 D12, L14 (CH1 K120 (213) (117-214), hinge 1-15 (215-
229), CH2 (230-339), CH3 D12 (355), L14 (357) (340-444),
CHS K2>del (445)) (117-445)], (219-265'")-disulfide with L-
kappa light chain humanized fused at its N-terminal end to a
cleavable prodomain (1'-265') [prodomain (1'-46') -Homo
sapiens V-KAPPA (Homo sapiens IGKV2D-29*02 (86.0%) -
IGKJ2*01 (100%), CDR-IMGT [11.3.9] (73'-83'.101'-103"'.140'-
148')) (47'-158') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (204"), V101 (242")) (159'-265")]; dimer
(225-225":228-228")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell line CHO-DG44, glycoform
alfa
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immunoglobuline G1-kappa, anti-[Homo sapiens EPCAM
(molécule d'adhésion des cellules épithéliales,
transducteur 1 du signal calcium associé aux tumeurs,
TACSTD1, protéine 2 associée aux tumeurs
gastrointestinales, GA733-2, glycoprotéine épithéliale 2,
EGP-2, KSA, antigéne KS1/4, M4S1, antigéne tumoral 17-
1A, Ep-CAM, EpCAM, CD326)], anticorps monoclonal
humanisé avec un prodomaine clivable de 46 acides
aminés fusionné a I'extrémité N-terminale des chaines
légéres L-kappa;

chaine lourde H-gamma1 humanisée (1-445) [VH (Homo
sapiens IGHV1-3*01 (81.6%) -(IGHD) -IGHJ6*01 (90.9%)
T123>L (111), CDR-IMGT [8.8.9] (26-33.51-58.97-105))
(1-116) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1
K120, CH3 D12, L14 (CH1 K120 (213) (117-214),
charniére 1-15 (215-229), CH2 (230-339), CH3 D12 (355),
L14 (357) (340-444), CHS K2>del (445)) (117-445)], (219-
265')-disulfure avec la chaine légére L-kappa humanisée
fusionnée a son extrémité N-terminale a un prodomaine
clivable (1'-265') [prodomaine (1'-46') -Homo sapiens V-
KAPPA (Homo sapiens IGKV2D-29*02 (86.0%) -IGKJ2*01
(100%), CDR-IMGT [11.3.9] (73'-83'.101'-103'.140'-148'"))
(47'-158') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (204'), V101 (242")) (159'-265")];
dimeére (225-225":228-228")-bisdisulfure, produit dans des
cellules ovariennes de hamster chinois (CHO), lignée
cellulaire CHO-DG44, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens EPCAM
(molécula de adhesion de las células epiteliales,
transductor 1 de adhesion de las células epiteliales,
transductor de sefal de calcio asociado a tumores 1,
TACSTD1, proteina 2 asociada a los tumores
gastrointestinales, GA733-2, glicoproteina epitelial 2, EGP-
2, KSA, antigeno KS1/4, M4S1, antigeno tumoral 17-1A,
Ep-CAM, EpCAM, CD326)], anticuerpo monoclonal
humanizado con un prodominio escindible de 46
aminoacidos fusionado al extremo N-terminal de las
cadenas ligeras L-kappa;

cadena pesada H-gamma1 humanizada (1-445) [VH
(Homo sapiens IGHV1-3*01 (81.6%) -(IGHD) -IGHJ6*01
(90.9%) T123>L (111), CDR-IMGT [8.8.9] (26-33.51-
58.97-105)) (1-116) -Homo sapiens IGHG1*01 (100%)
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (213)
(117-214), bisagra 1-15 (215-229), CH2 (230-339), CH3
D12 (355), L14 (357) (340-444), CHS K2>del (445)) (117-
445)], (219-265")-disulfuro con la cadena ligera L-kappa
humanizada fusionada a su extremo N-terminal a um
prodominio escindible (1'-265") [prodominio (1'-46') -Homo
sapiens V-KAPPA (Homo sapiens IGKV2D-29*02 (86.0%)
-IGKJ2*01 (100%), CDR-IMGT [11.3.9] (73'-83".101'-
103'.140'-148")) (47'-158') -Homo sapiens IGKC*01 (100%)
Km3 A45.1, V101 (C-KAPPA A45.1 (204"), V101 (242")
(159'-265")]; dimero (225-225":228-228")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO),
linea celular CHO-DG44, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

QVQLVQSGEE VKKPGASVKV SCKASGYTET NYYIHWVRCA PGQRLEYIGW 50
IYPGNVYIQY NEKFKGRATL TADKSASTAY MELSSLRSEL TAVYYCARDG 100
PWFAYWGQGT LVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYEFP 150
EPVTIVSWNSG ALTSGVHTFF AVLQSSGLYS LSSVVTVPSSE SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVE LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLEC DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSRDELTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL SLSPG 445

Light chain / Chaine légére / Cadena ligera (L', L™}

QGOSGQGWWP PCQGGAWCEC RIGGGSSGGES ISSGLLSGRS DNIGGSDIVL 50
TQTPLSLSVT PGQPASISCR SSRSLLHSDG FTYLYWFLCK PGQOSPQLLIY 100
QTSNLASGVP DRFSSSGSGT DFTLKISRVE AEDVGVYYCA QNLELPNTFG 150
QGTKLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNFE YPREAKVQWK 200
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 250
GLSSPVTKSE NRGEC 265

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  143-199  260-320  366-424
22"-96" 143"-199" 260"-320" 366"-424"
Intra-prodomain 12-18"  12"-18"™
Intra-L. (C23-C104) 69'-139'  185'-.245"
69"-139" 185™-245™
Inter-H-L (h 5-CL 126) 219-265" 219"-265"
Inter-H-H (h 11. h 14)  225-225" 228-228"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo}

HVHOQI: 1. 1"

L prodomain Q1: 1", 1"

N-glycosylation sites / Sites de N-glycosylalion / Posiciones de N-glicosilacion

H CH2 N84.4: 296, 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

immunoglobulin G1-kappa, anti-[Homo sapiens EPCAM (epithelial
cell adhesion molecule, tumor-associated calcium signal transducer
1, TACSTDA1, gastrointestinal tumor-associated protein 2, GA733-2,
epithelial glycoprotein 2, EGP-2, KSA, KS1/4 antigen, M4S1, tumor
antigen 17-1A, Ep-CAM, EpCAM, CD326)], humanized monoclonal
antibody with a cleavable prodomain of 46 amino acids fused at the
N-terminal end of the L-kappa light chains; conjugated on eight
cysteinyl residues to masetecan, comprising a cleavable linker and
a camptothecin derivative;

H-gamma1 heavy chain humanized (1-445) [VH (Homo sapiens
IGHV1-3*01 (81.6%) -(IGHD) -IGHJ6*01 (90.9%) T123>L (111),
CDR-IMGT [8.8.9] (26-33.51-58.97-105)) (1-116) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(213) (117-214), hinge 1-15 (215-229), CH2 (230-339), CH3 D12
(355), L14 (357) (340-444), CHS K2>del (445)) (117-445)], (219-
265')-disulfide with L-kappa light chain humanized fused at its N-
terminal end to a cleavable prodomain (1'-265') [prodomain (1'-46') -
Homo sapiens V-KAPPA (Homo sapiens IGKV2D-29*02 (86.0%) -
IGKJ2*01 (100%), CDR-IMGT [11.3.9] (73'-83'.101'-103'.140'-148'"))
(47'-158'") -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (204"), V101 (242")) (159'-265")]; dimer (225-
225":228-228")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-DG44, glycoform alfa; substituted at the
sulfur atoms of eight L-cysteinyl residues 219, 219", 225, 225", 228,
228", 265', 265" with (3RS)-1-{(9S,12S,15S)-1-[(4S)-4-ethyl-8-
fluoro-4-hydroxy-9-methyl-3,14-dioxo-3,4,12,14-tetrahydro-1H-
pyrano[3',4":6,7]indolizino[1,2-b]quinolin-11-yl]-9,12,15-trimethyl-
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3,8,11,14,17-pentaoxo-5-oxa-2,7,10,13,16-pentaazadocosan-22-
yl}-2,5-dioxopyrrolidin-3-yl (masetecan) groups

immunoglobuline G1-kappa, anti-[Homo sapiens EPCAM (molécule
d'adhésion des cellules épithéliales, transducteur 1 du signal
calcium associé aux tumeurs, TACSTD1, protéine 2 associée aux
tumeurs gastrointestinales, GA733-2, glycoprotéine épithéliale 2,
EGP-2, KSA, antigéne KS1/4, M4S1, antigene tumoral 17-1A, Ep-
CAM, EpCAM, CD326)], anticorps monoclonal humanisé avec un
prodomaine clivable de 46 acides aminés fusionné a I'extrémité N-
terminale des chaines légeres L-kappa; conjugué par huit résidus
cystéinyle au masétécan, comprenant un linker clivable et un dérivé
de camptothécine;

chaine lourde H-gamma1 humanisée (1-445) [VH (Homo sapiens
IGHV1-3*01 (81.6%) -(IGHD) -IGHJ6*01 (90.9%) T123>L (111),
CDR-IMGT [8.8.9] (26-33.51-58.97-105)) (1-116) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120
(213) (117-214), charniére 1-15 (215-229), CH2 (230-339), CH3
D12 (355), L14 (357) (340-444), CHS K2>del (445)) (117-445)],
(219-265'")-disulfure avec la chaine légére L-kappa humanisée
fusionnée a son extrémité N-terminale a un prodomaine clivable (1'-
265') [prodomaine (1'-46') -Homo sapiens V-KAPPA (Homo sapiens
IGKV2D-29*02 (86.0%) -IGKJ2*01 (100%), CDR-IMGT [11.3.9]
(73'-83'.101'-103'.140'-148")) (47'-158') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (204'), V101 (242"))
(159'-265")]; dimeére (225-225":228-228")-bisdisulfure, produit dans
des cellules ovariennes de hamster chinois (CHO), lignée cellulaire
CHO-DG44, glycoforme alfa; substituée sur les atomes de soufre
de huit résidus L-cystéinyle 219, 225, 228, 265', 219", 225", 228" et
265" avec des groupes (3RS)-1-{(9S,12S,15S)-1-[(4S)-4-éthyl-8-
fluoro-4-hydroxy-9-méthyl-3,14-dioxo-3,4,12,14-tétrahydro-1H-
pyrano[3',4":6,7]indolizino[1,2-b]quinoléin-11-yl]-9,12,15-triméthyl-
3,8,11,14,17-pentaoxo-5-oxa-2,7,10,13,16-pentaazadocosan-22-
yl}-2,5-dioxopyrrolidin-3-yle (masétécan)

inmunoglobulina G1-kappa, anti-[Homo sapiens EPCAM (molécula
de adhesion de las células epiteliales, transductor 1 de adhesion de
las células epiteliales, transductor de sefial de calcio asociado a
tumores 1, TACSTD1, proteina 2 asociada a los tumores
gastrointestinales, GA733-2, glicoproteina epitelial 2, EGP-2, KSA,
antigeno KS1/4, M4S1, antigeno tumoral 17-1A, Ep-CAM, EpCAM,
CD326)], anticuerpo monoclonal humanizado con un prodominio
escindible de 46 aminoéacidos fusionado al extremo N-terminal de
las cadenas ligeras L-kappa, conjugado por ocho residuos de
cisteinilo a masetecan, que comprende un enlace y un derivado de
la camptotecina;

cadena pesada H-gamma1 humanizada (1-445) [VH (Homo
sapiens IGHV1-3*01 (81.6%) -(IGHD) -IGHJ6*01 (90.9%) T123>L
(111), CDR-IMGT [8.8.9] (26-33.51-58.97-105)) (1-116) -Homo
sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14
(CH1 K120 (213) (117-214), bisagra 1-15 (215-229), CH2 (230-
339), CH3 D12 (355), L14 (357) (340-444), CHS K2>del (445))
(117-445)], (219-265'")-disulfuro con la cadena ligera L-kappa
humanizada fusionada a su extremo N-terminal a un prodominio
escindible (1'-265') [prodominio (1'-46') -Homo sapiens V-KAPPA
(Homo sapiens IGKV2D-29*02 (86.0%) -IGKJ2*01 (100%), CDR-
IMGT [11.3.9] (73'-83'.101'-103'.140'-148'")) (47'-158') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(204'), V101 (242") (159'-265")]; dimero (225-225":228-228")-
bisdisulfuro, producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-DG44, forma glicosilada alfa; sustituida
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en los atomos de azufre de ocho residuos L-cisteinilo 219, 225,
228, 265', 219", 225", 228" y 265™ con grupos (3RS)-1-
{(9S,12S,15S)-1-[(4S)-4-etil-8-fluoro-4-hidroxi-9-metil-3,14-dioxo-
3,4,12,14-tetrahidro-1H-pirano[3',4":6,7]indolizino[1,2-b]quinolein-
11-il]-9,12,15-trimetil-3,8,11,14,17-pentaoxo-5-oxa-2,7,10,13,16-
pentaazadocosan-22-il}-2,5-dioxopirrolidin-3-ilo (masetecan)

Heavy chain / Chaine lourde / Cadena pesada

QVQOLVQSGAE VKKPGASVKV SCKASGYTFT NYYIHWVRCA PGQRLEYIGW 50
IYPGNVYIQY NEKFKGRATL TADKSASTAY MELSSLRSED TAVYYCARDG 100
PWFAYWGQGT LVTVSSASTK GPSVEPLAPS SKSTSGGTAA LGCLVKDYEP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTIVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVE LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAF IEKTISKAKG QPREPQVYTL 350
PPSRDELTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQCGN VFSCSVMHEA LHNHYTQKSL SLSPG 445

Light chain / Chaine légére / Cadena ligera

QGOSGQGWWP PCQGGAWCEQ RIGGGSSGGS ISSGLLSGRS DNIGGSDIVL 50
TQTPLSLSVT PGQPASISCR SSRSLLHSDG FTYLYWFLOK PGQSPQLLIY 100
QTSNLASGVP DRESSSGSGT DEFTLKISRVE AEDVGVYYCA ONLELPNTEG 150
QGTKLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNE YPREAKVQWK 200
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 250
GLSSPVTKSF NRGEC 265

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  143-199  260-320 366-424

22"-96" 143"-199" 260"-320" 366"-424"
Intra-prodomain  12'-18" 12™-18"
Intra-L (C23-C104) 69'-139 185'-245"

69"-139™  185"-2435™
Inter-H-L (h 5-CL 126)* 219-265' 219"-265™
Inter-H-H (h 11, h 14)*  225-225" 228-228"
*The inter-chain disulfide bridges are not present. the 8 cysteinyl being conjugated each via
a thioether bond to a drug linker.
*Les ponts disulfures inter-chaines ne sont pas présents, les 8 cystéinyl étant chacun conjugué
via une liaison thioéther a un linker-principe actif.
*Los puentes disulfuro entre cadenas no estan presentes, cada uno de los 8 cisteinil esta
conjugada a través de un enlace tioéter a un linker-principio activo.

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q > pyroglutamyl (pE. 5-oxoprolyl} / pyroglutamyle (pE. S5-oxoprolyle} / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

L prodomain Q1: 1', 1™

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 296, 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

Modified residues / Résidus moditiés / Restos modificados
C(219.219".225,225". 228, 228", 265", 265")
(masetecar:mAb ~ 8:1}

O, (o]
Ala—Ala— Ala—NH

and epimer at C*
et épimére en C*
y el epimero al C*

N y. COH
s X
o NH,
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vasigrobart

vasigrobart

vasigrobart

immunoglobulin G4-kappa, anti-[Homo sapiens
PDGFB (platelet-derived growth factor subunit B)],
Homo sapiens monoclonal antibody;

H-gamma4 heavy chain Homo sapiens (1-443) [VH
(Homo sapiens IGHV1-18*01 (88.8%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.8.9] (26-33.51-58.97-
105)) (1-116) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10 (CH1 (117-214), hinge 1-12
S10>P (224) (215-226), CH2 L92 (305) (227-336),
CH3 (337-441), CHS (442-443)) (117-443)], (130-
214")-disulfide with L-kappa light chain Homo sapiens
(1'-214") [V-KAPPA (Homo sapiens IGKV1-33*01
(92.6%) -IGKJ3*01 (100%), CDR-IMGT [6.3.9] (27'-
32'.50'-52'.89'-97")) (1'-107') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (153'),
V101 (191")) (108'-214")]; dimer (222-222":225-225")-
bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-K1, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens
PDGFB (sous-unité B du facteur de croissance dérivé
des plaquettes)], anticorps monoclonal Homo sapiens;
chaine lourde H-gamma4 Homo sapiens (1-443) [VH
(Homo sapiens IGHV1-18*01 (88.8%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.8.9] (26-33.51-58.97-
105)) (1-116) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10 (CH1 (117-214), charniére 1-
12 S10>P (224) (215-226), CH2 L92 (305) (227-336),
CH3 (337-441), CHS (442-443)) (117-443)], (130-
214")-disulfure avec la chaine légére L-kappa Homo
sapiens (1'-214") [V-KAPPA (Homo sapiens IGKV1-
33*01 (92.6%) -IGKJ3*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153'), V101 (191")) (108'-214")]; dimére (222-
222":225-225")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), lignée cellulaire
CHO-K1, glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens
PDGFB (subunidad B del factor de crecimiento
derivado de las plaquetas)], anticuerpo monoclonal
Homo sapiens;

cadena pesada H-gamma4 Homo sapiens (1-443) [VH
(Homo sapiens IGHV1-18*01 (88.8%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.8.9] (26-33.51-58.97-
105)) (1-116) -Homo sapiens IGHG4*01, nG4m(a)
CH2 L92, 12-G4v5 h P10 (CH1 (117-214), bisagra 1-
12 S10>P (224) (215-226), CH2 L92 (305) (227-336),
CH3 (337-441), CHS (442-443)) (117-443)], (130-
214")-disulfuro con la cadena ligera L-kappa Homo
sapiens (1'-214") [V-KAPPA (Homo sapiens IGKV1-
33*01 (92.6%) -IGKJ3*01 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107") -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153'), V101 (191")) (108'-214")]; dimero (222-
222":225-225")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), linea celular CHO-
K1, forma glicosilada alfa



velvakiment

velvakiment

velvakiment
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Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVOQLVQSGTE VKKPGASVKV SCKASGYTYG AYAISWVRQA PGQGLEWMGW 5C
ISAYNGNTNY AQKFQDRVTM TTDTSTNTAY MELRGLKSDD TAVYFCARAW 100
NSIDYWGQGT LVTVSSASTK GPSVFPLAPC SRSTSESTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS SLGTKTYTCN 200
VDHKPSNTKV DKRVESKYGP PCPPCPAPEF LGGPSVFLFP PKPKDTLMIS 250
RTPEVTCVVV DVSQLDPEVQ FNWYVDGVEV HNAKTKPREE QINSTYRVVS 300
VLTVLHQDWL NGKEYKCKVS NKGLPSSIEK TISKAKGQPR EPQVYTLPPS 350
QEEMTKNQVS LTCLVKGEYP SDIAVEWESN GQPENNYKTT PPVLDSDGSE 40C
FLYSRLTVDK SRWQLEGNVI'S CSVMHEALHN IIYTQKSLSLS LGK 443

Light chain / Chaine légére / Cadena ligera (L', L")

DIOQMTQSPSS LSASVGDRVT ITCQASQDIR KNLNWYQQKE GKAPKLLISE 5C
ASTLETGVPS RFSGSGSGTD FTFTISSLQP EDIAKYYCQQ YYNLPETFGP 100
GTKVDIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  143-199  257-317  363-421
22"-96" 143"-199" 257"-317" 363"-421"
Intra-L (C23-C104) 23'-88"  134'-194"
23"-88"  134™-194"
Inter-H-L (CHI 10-CL 126 130-214" 130"-214™
Inter-H-H (h 8,h 1) 222-222" 225-225"

N-terminal glutaminy! cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién del
glutaminilo N-terminal

Q > pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 293, 293"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 443, 443"

immunoglobulin only-VH, anti-[Homo sapiens IL17A (interleukin
17A, IL-17A)], Homo sapiens monoclonal antibody only-VH;
only-VH chain Homo sapiens (H) (1-120) [VH (Homo sapiens
IGHV3-7*01 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT
[8.8.12] (26-33.51-58.97-108)) (1-120)], produced in the bacteria
Escherichia coli (E. coli), non-glycosylated

immunoglobuline VH-seulement, anti-[Homo sapiens IL17A
(interleukine 17A, IL-17A)], VH-seulement anticorps monoclonal
Homo sapiens;

chaine VH-seulement Homo sapiens (H) (1-120) [VH (Homo
sapiens IGHV3-7*01 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.12] (26-33.51-58.97-108)) (1-120)], produit dans la
bactérie Escherichia coli (E. coli), non-glycosylé

inmunoglobulina VH-solamente, anti-[Homo sapiens IL17A
(interleukina 17A, IL-17A)], VH-solamente anticuerpo monoclonal
Homo sapiens;

cadena VH-solamente Homo sapiens (H) (1-120) [VH (Homo
sapiens IGHV3-7*01 (91.8%) -(IGHD) -IGHJ4*01 (100%), CDR-
IMGT [8.8.12] (26-33.51-58.97-108)) (1-120)], producido en la
bacteria Escherichia coli (E. coli), no glicosilado
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velzatinib

velzatinib

velzatinib

vemzatatug

vemzatatug

Heavy chain / Chaine lourde / Cadena pesada : VH (H)

EVQLVESGGG LVQPGGSLRL SCAASGETEFS SYSMYWVRQA PGKGLEWVAE 50
IKQDGSVQYY VSDVKGRETI SRDNAKNSLY LQMNSLRAED TAVYYCAKGE 100
ILPLYFDYWG QGTLVTVSSA 120

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96

Total number of disulfide bridges: 1 (1 intra-)

No N-glycosylation sites / pas de sites de N-glycosylation / ningim posicién de N-glycosilacién

N-{[4-(1-methyl-1H-pyrazol-4-yl)phenyl]methyl}-6-{7-[3-(pyrrolidin-1-
yl)propoxylimidazo[1,2-a]pyridin-3-yl}pyrimidin-4-amine

N-{[4-(1-méthyl-1H-pyrazol-4-yl)phényl]méthyl}-6-{7-[3-(pyrrolidin-1-
yl)propoxylimidazo[1,2-a]pyridin-3-yl}pyrimidin-4-amine

N-{[4-(1-metil-1H-pirazol-4-il)fenil]metil}-6-{7-[3-(pirrolidin-1-
il)propoxilimidazo[1,2-a]piridin-3-il}pirimidin-4-amina

CZQH 32N BO
NH
4 N7 _——
N\N / k\ | N / O\/\/
/ N N
HsC |
N

immunoglobulin G1-kappa, anti-[Homo sapiens GPRC5D (G protein-
coupled receptor class C group 5 member D)], humanized monoclonal
antibody;

H-gamma1 heavy chain humanized (1-454) [VH (Homo sapiens
IGHV3-7*01 (86.0%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.10.15]
(26-33.51-60.99-113)) (1-124) -Homo sapiens IGHG1*01, G1m17,1
CH1 K120, CH3 D12, L14(CH1 K120 (221) (125-222), hinge 1-15 (223-
237), CH2 (238-347), CH3 D12 (363), L14 (365) (348-452), CHS (453-
454)) (125-454)], (227-214")-disulfide with L-kappa light chain
humanized (1'-214") [V-KAPPA (Homo sapiens IGKV1-16*01 (89.5%) -
IGKJ2*02 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153", V101 (191")) (108'-214")]; dimer (233-233":236-236")-bisdisulfide,
produced in a cell line from Chinese hamster ovary (CHO) cells,
derived from the cell line CHO-K1, glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens GPRC5D (membre D
du groupe 5 de la classe C des récepteurs couplés aux protéines G)],
anticorps monoclonal humanisé;

chaine lourde H-gamma1 humanisée (1-454) [VH (Homo sapiens
IGHV3-7%01 (86.0%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.10.15]
(26-33.51-60.99-113)) (1-124) -Homo sapiens IGHG1*01, G1m17,1
CH1 K120, CH3 D12, L14 (CH1 K120 (221) (125-222), charniére 1-15
(223-237), CH2 (238-347), CH3 D12 (363), L14 (365) (348-452), CHS
(453-454)) (125-454)], (227-214")-disulfure avec la chaine légére L-
kappa humanisée (1'-214') [V-KAPPA (Homo sapiens IGKV1-16*01
(89.5%) -IGKJ2*02 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97"))
(1'-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA



vemzatatug
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A45.1 (153"), V101 (191")) (108'-214")]; dimére (233-233":236-236")-
bisdisulfure, produit dans une lignée cellulaire des cellules ovariennes
de hamster chinois (CHO), dérivant de la lignée cellulaire CHO-K1,
glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens GPRC5D (miembro D
del grupo 5 de la clase C de los receptores acoplados a proteinas G)],
anticuerpo monoclonal humanizado;

cadena pesada H-gamma1 humanizada (1-454) [VH (Homo sapiens
IGHV3-7*01 (86.0%) -(IGHD) -IGHJ4*01 (100%), CDR-IMGT [8.10.15]
(26-33.51-60.99-113)) (1-124) -Homo sapiens IGHG1*01, G1m17,1
CH1 K120, CH3 D12, L14 (CH1 K120 (221) (125-222), bisagra 1-15
(223-237), CH2 (238-347), CH3 D12 (363), L14 (365) (348-452), CHS
(453-454)) (125-454)], (227-214")-disulfuro con la cadena ligera L-
kappa humanizada (1'-214') [V-KAPPA (Homo sapiens IGKV1-16*01
(89.5%) -IGKJ2*02 (100%), CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97"))
(1'-107') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA
A45.1 (153'), V101 (191")) (108'-214")]; dimero (233-233":236-236")-
bisdisulfuro, producido en una linea celular de las células ovaricas de
hamster chino (CHO), linea celular derivada de CHO-K1, forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H")

EVQLVESGGG LVQPGGSLRL SCAASGFTFS DYWMNWVRQA PGKGLEWVAE 50
IRLKSNNYAT HYAESVKGREF TISRDNAKNS LYLQMNSLRA EDTAVYYCAR 100
PLLWFRRYYA MDYWGQGTLV TVSSASTKGP SVEFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK KVEPKSCDKT HTCPPCPAFPE LLGGPSVFLE 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KENWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE KTISKAKGQP 350
REPQVYTLPP SRDELTKNQV SLTCLVKGEY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGSE FFLYSKLTVD KSRWQQGNVE SCSVMHEALH NHYTQKSLSL 450
SPGK 454

Light chain / Chaine légere / Cadena ligera (L', L")

DIQMTQSESS LSASVGDRVT ITCSASQGIS NYLNWYQOKP GKAPKLLIYY 50
TSSLHSGVPE RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YSKLPFTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-98 151-207 268-328  374-432
22"-98 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-88"  134'-194'
23M-88" 134M-194™
Inter-H-L (h 5-CL 126) 227-214" 227"-214"
Inter-H-H (h 11, h 14)  233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 304, 304"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2:454, 454"
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vemzatatug vedotin

vemzatatug védotine

immunoglobulin G1-kappa, anti-[Homo sapiens
GPRC5D (G protein-coupled receptor class C group 5
member D)], humanized monoclonal antibody;
conjugated on an average of four cysteinyl residues to
vedotin, comprising a cleavable linker and
monomethylauristatin E (MMAE);

H-gamma1 heavy chain humanized (1-454) [VH
(Homo sapiens IGHV3-7*01 (86.0%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.10.15] (26-33.51-
60.99-113)) (1-124) -Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (221)
(125-222), hinge 1-15 (223-237), CH2 (238-347), CH3
D12 (363), L14 (365) (348-452), CHS (453-454)) (125-
454)], (227-214")-disulfide with L-kappa light chain
humanized (1'-214") [V-KAPPA (Homo sapiens IGKV1-
16*01 (89.5%) -IGKJ2*02 (100%), CDR-IMGT [6.3.9]
(27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153"), V101 (191")) (108'-214")]; dimer (233-233":236-
236")-bisdisulfide, produced in a cell line from Chinese
hamster ovary (CHO) cells, derived from the cell line
CHO-K1, glycoform alfa; substituted at the sulfur
atoms of an average of four L-cysteinyl residues
among 227, 233, 236, 214', 227", 233", 236" and 214"
with (3RS)-1-(6-{[(2S)-1-{[(2S)-5-(carbamoylamino)-1-
{4-1({[(25)-1-{[(25)-1-[(3R,4S,55)-1-{(2S)-2-[(1R,2R)-
3-{[(1S,2R)-1-hydroxy-1-phenylpropan-2-ylJamino}-1-
methoxy-2-methyl-3-oxopropyl]pyrrolidin-1-yl}-3-
methoxy-5-methyl-1-oxoheptan-4-yl](methyl)amino}-3-
methyl-1-oxobutan-2-ylJamino}-3-methyl-1-oxobutan-2-
yll(methyl)carbamoyl}oxy)methyl]anilino}-1-oxopentan-
2-ylJamino}-3-methyl-1-oxobutan-2-ylJamino}-6-
oxohexyl)-2,5-dioxopyrrolidin-3-yl (vedotin) groups

immunoglobuline G1-kappa, anti-[Homo sapiens
GPRC5D (membre D du groupe 5 de la classe C des
récepteurs couplés aux protéines G)], anticorps
monoclonal humanisé, conjugué par quatre résidus
cystéinyle en moyenne a la védotine, comprenant un
linker clivable et monométhylauristatine E (MMAE);
chaine lourde H-gamma1 humanisée (1-454) [VH
(Homo sapiens IGHV3-7*01 (86.0%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.10.15] (26-33.51-
60.99-113)) (1-124) -Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (221)
(125-222), charniere 1-15 (223-237), CH2 (238-347),
CH3 D12 (363), L14 (365) (348-452), CHS (453-454))
(125-454)], (227-214")-disulfure avec la chaine légére
L-kappa humanisée (1'-214") [V-KAPPA (Homo
sapiens IGKV1-16*01 (89.5%) -IGKJ2*02 (100%),
CDR-IMGT [6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (153'), V101 (191")) (108'-214")]; dimere
(233-233":236-236")-bisdisulfure, produit dans une
lignée cellulaire des cellules ovariennes de hamster



vemzatatug vedotina
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chinois (CHO), dérivant de la lignée cellulaire CHO-K1,
glycoforme alfa; substituée sur les atomes de soufre
d'une moyenne de quatre résidus L-cystéinyle parmi
227, 233, 236, 214', 227", 233", 236" et 214™ avec des
groupes (3RS)-1-(6-{[(2S)-1-{[(2S)-5-
(carbamoylamino)-1-{4-[({[(2S)-1-{[(2S)-1-
{[(3R,4S,5S)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-hydroxy-
1-phénylpropan-2-yllamino}-1-méthoxy-2-méthyl-3-
oxopropyl]pyrrolidin-1-yl}-3-méthoxy-5-méthyl-1-
oxoheptan-4-yl](méthyl)amino}-3-méthyl-1-oxobutan-2-
yllamino}-3-méthyl-1-oxobutan-2-
yll(méthyl)carbamoyl}oxy)méthyl]anilino}-1-oxopentan-
2-ylJamino}-3-méthyl-1-oxobutan-32-ylJamino}-6-
oxohexyl)-2,5-dioxopyrrolidin-3-yle (védotine)

inmunoglobulina G1-kappa, anti-[Homo sapiens
GPRCS5D (miembro D del grupo 5 de la clase C de los
receptores acoplados a proteinas G)], anticuerpo
monoclonal humanizado, conjugado en una media de
cuatro residuos cisteinilo a la vedotina, que
comprende un enlace escindible y
monometilauristatina E (MMAE);

cadena pesada H-gamma1 humanizada (1-454) [VH
(Homo sapiens IGHV3-7*01 (86.0%) -(IGHD) -
IGHJ4*01 (100%), CDR-IMGT [8.10.15] (26-33.51-
60.99-113)) (1-124) -Homo sapiens IGHG1*01,
G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (221)
(125-222), bisagra 1-15 (223-237), CH2 (238-347),
CH3 D12 (363), L14 (365) (348-452), CHS (453-454))
(125-454)], (227-214")-disulfuro con la cadena ligera L-
kappa humanizada (1'-214') [V-KAPPA (Homo sapiens
IGKV1-16*01 (89.5%) -IGKJ2*02 (100%), CDR-IMGT
[6.3.9] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(153"), V101 (191")) (108'-214")]; dimero (233-
233":236-236")-bisdisulfuro, producido en una linea
celular de las células ovaricas de hamster chino
(CHO), linea celular derivada de CHO-K1, forma
glicosilada alfa; sustituida en los atomos de azufre de
un promedio de cuatro residuos de L-cisteinilo entre
227, 233, 236, 214', 227", 233", 236" y 214" con
grupos (3RS)-1-(6-{[(2S)-1-{[(2S)-5-(carbamoilamino)-
1-{4-[({[(2S)-1-{[(2S)-1-{[(3R.4S,55)-1-{(2S)-2-
[(1R,2R)-3-{[(1S,2R)-1-fenil-1-hidroxipropan-2-
illamino}-2-metil-1-metoxi-3-oxopropil]pirrolidin-1-il}-5-
metil-3-metoxi-1-oxoheptan-4-ilj(metil)amino}-3-metil-
1-oxobutan-2-ilJamino}-3-metil-1-oxobutan-2-
il(metil)carbamoil}oxi)metil]anilino}-1-oxopentan-2-
illamino}-3-metil-1-oxobutan-32-ilJamino}-6-oxohexil)-
2,5-dioxopirrolidin-3-ilo (vedotina)
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGCGG LVQPGGSLRL SCAASGETEFS DYWMNWVRCA PGKGLEWVAE 50
IRLKSNNYAT HYAESVKGREF TISRDNAKNS LYLOMNSLRA EDTAVYYCAR 100
PLLWFRRYYA MDYWGQGTLV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTEFPAV LQSSGLYSLE SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK KVEPKSCDKT HTCPPCPAPE LLGGPSVELEF 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KENWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQLW LNGKEYKCKV SNKALPAPIE KTISKAKGCP 350
REPQVYTLPP SRDELTKNGV SLTCLVKGEY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGS FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL 450
SPGK 454

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCSASQGIS NYLNWYQQKP GKAPKLLIYY 50
TSSLHSGVPE RESGSGSGTD FTLTISSLCP EDFATYYCQQ YSKLPFTFCGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-98 151-207 268-328  374-432
22"-98 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-88"  134'-194°
23"-88" 134™-194"
Inter-H-L (h 5-CL 126) 227-214" 227"-214"
Inter-H-H (h 11, h 14)  233-233" 236-236"
*Two or three of the four inter-chain disulfide bridges are not present, an average of 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des quatre ponts disulfures inter-chaines ne sont pas présents. 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Dos o tres de los cuatro puentes disulfuro inter-catenarios no estan presentes, una media de
4 cisteinil esta conjugada a conectores de principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 304, 304"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 454, 454"

Modified residues / Résidus moditiés / Restos modificados*

C(227.233,236,214', 227", 233", 236", 214")
*(vedotin:mAb ~ 4:1)

H2N~§

O O H
0o H,N" ~COH
and epimer at C*
CHS CHg et I'épimére en C*
CHs y el epimero al C*

NH CH3O H Oy QN Q H CHs

vizenpistat 4-(6,7-dimethoxyquinazolin-4-yl)-1,4-diazepane-1-sulfonamide
vizenpistat 4-(6,7-diméthoxyquinazolin-4-yl)-1,4-diazépane-1-sulfonamide
vizenpistat 4-(6,7-dimetoxiquinazolin-4-il)-1,4-diazepano-1-sulfonamida

C15H21 N504S
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immunoglobulin G1-kappa, anti-[Homo sapiens CD276
(B7H3, B7-H3, B7-related protein 2, B7TRP2, B7RP-2, B7
homolog 3, B7 homologue 3)], humanized monoclonal
antibody; conjugated to the the camptothecin derivative
exatecan via a linker;

H-gamma1 heavy chain humanized (1-447) [VH (Homo
sapiens IGHV3-7*01 (89.8%) -(IGHD) -IGHJ6*01
(92.9%), CDR-IMGT [8.8.10] (26-33.51-58.97-106)) (1-
117) -Homo sapiens IGHG1*03 (100%), G1m3, nG1m1
(CH1 R120 (214) (118-215), hinge 1-15 (216-230), CH2
(231-340), CH3 E12 (356), M14 (358) (341-445), CHS
(446-447)) (118-447)], (220-215")-disulfide with kappa
light chain humanized (1'-215') [V-KAPPA (Homo sapiens
IGKV1-39*01 (86.3%) -IGKJ5*01 (100%), CDR-IMGT
[6.3.10] (27-32.50-52.89-98)) (1'-108') -Homo sapiens
IGKC*01 (100%), Km3 A45.1 (154), V101 (192) (109'-
215")]; dimer (226-226":229-229")-bisdisulfide, produced
in Chinese hamster ovary (CHO) cells, cell line CHO-S;
substituted at N* of the L-asparaginyl residues 297 and
297" with two 2-acetamido-2,6-dideoxy-6-
[(5aRS,6SR,6aSR)-6-{13-
[(1'S,1°S,9S,12S,24S,27S,35'S,35°S)-1°,35°%-diethyl-
1%,355-difluoro-1°,35°%-dihydroxy-14,9,27,35%tetramethyl-
110,113 3,8,11,14,22,25,28,33,35"°,35"3-dodecaoxo-12,24-
di(propan-2-yl)-
12113‘19’110,113,115’352,353,359‘351013513‘3515_
dodecahydro-1'H,1'2H,35'H,35"2H-4,15,21,32-tetraoxa-
2,7,10,13,18,23,26,29,34-nonaaza-1,35(1)-
bis(benzo[de]pyrano[3',4".6,7]indolizino[1,2-b]quinolina)-
6,30(1,4)-dibenzenapentatriacontaphane-18-
sulfonamido]-3,5,5,13-tetraoxo-2,9,12-trioxa-5A8-thia-4,6-
diazatridecan-1-yl}-5,5a,6,6a,7,8-
hexahydrocyclopropal[5,6]cycloocta[1,2-d][1,2,3]triazol-
1(4H)-yl]-B-D-galactopyranosyl-(1—4)-[6-deoxy-a-L-
galactopyranosyl-(1—6) and unsubstituted 1:9]-2-
acetamido-2-deoxy-f-D-glucopyranosyl (tavatecan)
groups

immunoglobuline G1-kappa, anti-[Homo sapiens CD276
(B7H3, B7-H3, protéine 2 liée a B7, BTRP2, B7TRP-2, B7
homolog 3, B7 homologue 3)], anticorps monoclonal
humanisé; conjugué au exatécan (un dérivé du
camptothecine) via un linker;

chaine lourde H-gamma1 humanisée (1-447) [VH (Homo
sapiens IGHV3-7*01 (89.8%) -(IGHD) -IGHJ6*01
(92.9%), CDR-IMGT [8.8.10] (26-33.51-58.97-106)) (1-
117) -Homo sapiens IGHG1*03 (100%), G1m3, nG1m1
(CH1 R120 (214) (118-215), charniere 1-15 (216-230),
CH2 (231-340), CH3 E12 (356), M14 (358) (341-445),
CHS (446-447)) (118-447)], (220-215')-disulfure avec la
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chaine légéere kappa humanisée (1'-215") [V-KAPPA
(Homo sapiens IGKV1-39*01 (86.3%) -IGKJ5*01 (100%),
CDR-IMGT [6.3.10] (27-32.50-52.89-98)) (1'-108') -Homo
sapiens IGKC*01 (100%), Km3 A45.1 (154), V101 (192)
(109'-215")]; dimére (226-226":229-229")-bisdisulfure,
produit dans des cellules ovariennes de hamster chinois
(CHO), lignée cellulaire CHO-S; substitué en N* des
résidus L-asparaginyle 297 et 297" avec deux groupes 2-
acétamido-2,6-didésoxy-6-[(5aRS,6SR,6aSR)-6-{13-
[(1'S,1°S,9S,12S,24S,275S,35'S,35°S)-1°,35°-diéthyl-
1%,355-difluoro-1°,35°%-dihydroxy-14,9,27,354tétraméthyl-
110,1%3,3,8,11,14,22,25,28,33,35"°,35"%-dodécaoxo-12,24-
di(propan-2-yl)-

12113‘ 1 9’1 10, 1 13, 1 15’352,353,359‘351013513‘3515_
dodécahydro-1'H,1'2H,35'H,35"2H-4,15,21,32-tétraoxa-
2,7,10,13,18,23,26,29,34-nonaaza-1,35(1)-
bis(benzo[de]pyrano[3',4":6,7]indolizino[1,2-b]quinoléina)-
6,30(1,4)-dibenzénapentatriacontaphane-18-
sulfonamido]-3,5,5,13-tétraoxo-2,9,12-trioxa-5A8-thia-4,6-
diazatridécan-1-yl}-5,5a,6,6a,7,8-
hexahydrocyclopropal[5,6]cycloocta[1,2-d][1,2,3]triazol-
1(4H)-yl]-B-D-galactopyranosyl-(1—4)-[6-désoxy-a-L-
galactopyranosyl-(1—6) et non substitué 1:9]-2-
acétamido-2-désoxy-f-D-glucopyranosyle (tavatécan)

inmunoglobulina G1-kappa, anti-[Homo CD276 (B7H3,
B7-H3, proteina 2 de union con B7, B7TRP2, B7TRP-2, B7
homologo 3, B7 homélogo 3)], anticuerpo monoclonal
humanizado; conjugado con exatecan (un derivado de
camptotecina) a través de un enlace;

cadena pesada H-gamma1 humanizada (1-447) [VH
(Homo sapiens IGHV3-7*01 (89.8%) -(IGHD) -IGHJ6*01
(92.9%), CDR-IMGT [8.8.10] (26-33.51-58.97-106)) (1-
117) -Homo sapiens IGHG1*03 (100%), G1m3, nG1m1
(CH1 R120 (214) (118-215), bisagra 1-15 (216-230), CH2
(231-340), CH3 E12 (356), M14 (358) (341-445), CHS
(446-447)) (118-447)], (220-215")-disulfuro con la cadena
ligera kappa humanizada (1'-215") [V-KAPPA (Homo
sapiens IGKV1-39*01 (86.3%) -IGKJ5*01 (100%), CDR-
IMGT [6.3.10] (27-32.50-52.89-98)) (1'-108') -Homo
sapiens IGKC*01 (100%), Km3 A45.1 (154), V101 (192)
(109'-215")]; dimero (226-226":229-229")-bisdisulfuro,
producido en las células ovaricas de hamster chino
(CHO), linea celular CHO-S; substituido en N* de los
residuos L-asparaginilo 297 y 297" con dos grupos 2-
acetamido-2,6-didesoxi-6-[(5aRS,6SR,6aSR)-6-{13-
[(1'S,1°S,9S,12S,24S,275S,35'S,35°S)-1°,35%-dietil-1%,35°-
difluoro-1°,35°-dihidroxi-14,9,27,35%tetrametil-

110,113 3,8,11,14,22,25,28,33,35"°,35"3-dodecaoxo-12,24-
di(propan-2-il)-

12,18,1°,110,113 /115 352 353 35°,351°,35"% 35"5-dodecahidro-
1'H,1"?H,35"H,35"?H-4,15,21,32-tetraoxa-
2,7,10,13,18,23,26,29,34-nonaaza-1,35(1)-
bis(benzo[de]pirano[3',4":6,7]indolizino[1,2-b]quinoleina)-
6,30(1,4)-dibencenapentatriacontafano-18-sulfonamido]-
3,5,5,13-tetraoxo-2,9,12-trioxa-5A-tia-4,6-diazatridecan-
1-il}-5,5a,6,6a,7,8-hexahidrociclopropa[5,6]cicloocta[1,2-
d][1,2,3]triazol-1(4H)-il]-B-D-galactopiranosil-(1—4)-[6-
desoxi-a-L-galactopiranosil-(1—6) y no sustituido 1:9]-2-
acetamido-2-desoxi-B-D-glucopiranosilo (tavatecan)
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Heavy chain / Chaine lourde / Cadena pesada (H. H")

EVQLVESGGG LVKPGGSLRL SCAASGFTEFS SYGMSWVRQA PGKGLEWVAT 50
INSGGSNTYY PDSLKGRETI SRDNAKNSLY LOMNSLRAED TAVYYCARHD 10C
GGAMDYWGQG TTVTIVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYE 15C
PEPVTVSWNS GALTSGVHTE PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APELLGGPSV FLEPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 40C
DGSFFLYSKL TVDKSRWQQOG NVEFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera (L'. L")

DIQMTQSPSS LSASVGDRVT ITCRASESIY SYLAWYQQKP GKAPKLLVYN 50
TKTLPEGVPS RESGSGSGTL FTLTISSLQP EDFATYYCQH HYGTPPWTEG 10C
QGTRLEIKRT VAAPSVEIFP PSDEQLKSGT ASVVCLLNNE YPREAKVOWK 15C
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHG 200
GLSSPVTKSE NRGEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 144-200 261-321  367-425
22"-96" 144"-200" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-88"  [35'-195
23™-88™ 135"-195™
Inter-H-L (h 5-CL 126) 220-215" 220"-215™
Inter-H-H (h 11, h 14)  226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:297. 297"

Partially fucosylated special disaccharides conjugated to two exatecan molecules each /
Disaccharides spéciaux partiellement fucosylés, conjugués chacun a deux molécules
d'exatécan / Disacaridos especiales parcialmente fucosilados conjugados con dos moléculas
de exatecdn cada uno.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 447. 447"

Modified residues / Résidus modifiés / Restos modificados
N (297,297")
(tavatecarmAb ~ 1.9:1)

(o]
HN—{
Ox v
o Y
NH
R1 O
\ 1O
N—S7 0 O
/ \
R1 HN% )
o]
*and enantiomeric cyclopropane
* et cyclopropane énantiomérique R:Hor/ou/o
*y ciclopropano enantiomérico - -
y cicloprop: o (9:1) HO™ N oH
R1: o HaC, )L o OH
H CHy ©Q o7 NH
fi\//A\ ,Ji\ > NH §
(¢} N N
H

S, H
O H CHs

HsC

6-(cyclopropanecarboxamido)-4-[(2,5-dimethyl-4,5-dihydro-2H-
pyrazolo[4,3-c]quinolin-6-yl)amino]-N-(2Hz)methylpyridine-3-
carboxamide

6-(cyclopropanecarboxamido)-4-[(2,5-diméthyl-4,5-dihydro-2H-
pyrazolo[4,3-c]quinolin-6-yl)amino]-N-(2Hz)méthylpyridine-3-
carboxamide
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6-(ciclopropanecarboxamido)-4-[(2,5-dimetil-4,5-dihidro-2H-
pirazolo[4,3-c]quinolin-6-il)amino]-N-(?Hs)metilpiridina-3-
carboxamida

C23H222H3N702

o)

NH

recombinant non-replicating adeno-associated virus serotype 9
(rAAV9) vector encoding human methyl-CpG-binding protein 2
(MeCP2) under control of the cytomegalovirus (CMV)/chicken beta
actin (CBA) promoter, a shortened Woodchuck hepatitis virus
post-transcriptional regulatory element (WPRE3) and a simian
virus 40 (SV40) polyadenylation signal; flanked by AAV2 inverted
terminal repeats. The expression construct also contains a
synthetic intron, derived from the adenovirus genome, that
comprises a non-naturally occurring miRNA sequence 5' to the
transgene, and a 3' UTR sequence containing the complementary
miRNA binding sites for the non-natural miRNA resulting in
regulation of transgenic protein expression

vecteur recombinant non réplicatif du virus adéno-associé de
sérotype 9 (rAAV9) codant la protéine 2 de liaison au méthyle-
CpG (MeCP2) humaine, sous le contréle du promoteur
cytomégalovirus (CMV)/béta-actine de poulet (CBA), d'un élément
régulateur post-transcriptionnel raccourci du virus de I'hépatite de
la marmotte (WPRE3) et d'un signal de polyadénylation du virus
simien 40 (SV40); flanqué de répétitions terminales inversées
d'AAV2. La construction d'expression contient également un intron
synthétique, dérivé du génome de l'adénovirus, comprenant une
séquence de miARN non naturelle en 5' du transgéne, et une
séquence UTR en 3' contenant les sites de liaison
complémentaires du miARN non naturel, ce qui permet de réguler
I'expression de la protéine transgénique

vector de virus adenoasociado del serotipo 9, recombinante
(rAAV9), no replicativo, que codifica la proteina de unién a metil-
CpG 2 (MeCP2) humana bajo el control del promotor del
citomegalovirus (CMV)/promotor de beta actina de pollo (CBA), un
elemento regulador post-transcripcional del virus de la hepatitis de
la marmota recortado (WPRE3) y una sefial de poliadenilacion del
virus simio 40 (SV40); flanqueado por repeticiones terminales
invertidas de AAV2. El constructo de expresion también contiene
un intrén sintético, derivado del genoma del adenovirus, que
contiene una secuencia de ARNmi que no existe de forma natural
en 5' del transgén, y una secuencia 3' UTR que contiene los sitios
de union complementarios al ARNmi para el ARNmi no natural, lo
que resulta en la regulacion de la expresién de la proteina
transgénica
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autologous neoantigen-specific T lymphocytes prepared from
peripheral blood mononuclear cells (PBMCs), collected by
apheresis from patients with newly diagnosed glioblastoma with
OF-methylguanine-DNA methyltransferase (MGMT)-
unmethylated promoter. The apheresis occurs approximately two
weeks after immunotherapy with autologous attenuated cancer
cells given subcutaneously together with an immunologic
adjuvant. The cells are cultured initially in medium containing
recombinant murine anti-human CD3 antibody for activation and
then expanded in medium containing interleukin 7 and interleukin
15. The final cells consist of >70% CD3+ lymphocytes and
comprise a mixture of CD4+ and CD8+ T lymphocytes. The cells
upregulate expression of markers CD71 (transferrin receptor),
CD45RO0 (effector memory T lymphocytes) and CD25 (IL-2
receptor) upon activation and demonstrate increased secretion of
interferon gamma (IFN-y), interleukin 10 (IL-10), and tumor
necrosis factor alpha (TNF-a)

lymphocytes T autologues spécifiques du néoantigéne, préparés
a partir de cellules mononucléaires du sang périphérique
(CMSP), prélevés par aphérése chez des patients atteints d'un
glioblastome récemment diagnostiqué, avec un promoteur non
méthylé de la O°-méthylguanine-ADN méthyltransférase
(MGMT). L'aphérése a lieu environ deux semaines apres une
immunothérapie par cellules cancéreuses atténuées autologues
administrées par voie sous-cutanée avec un adjuvant
immunologique. Les cellules sont d'abord cultivées dans un
milieu contenant un anticorps murin recombiné, anti-CD3 humain
pour l'activation, puis multipliées dans un milieu contenant de
l'interleukine 7 et de l'interleukine 15. Les cellules finales sont
constituées de plus de 70% de lymphocytes CD3+ et d'un
mélange de lymphocytes T CD4+ et CD8+. Les cellules régulent
a la hausse I'expression des marqueurs CD71 (récepteur de la
transferrine), CD45R0O (lymphocytes T a mémoire effecteurs) et
CD25 (récepteur de I'lL-2), lors de I'activation et démontrent une
sécrétion accrue d'interféron gamma (IFN-y), d'interleukine 10
(IL-10) et de facteur de nécrose tumorale alpha (TNF-a)

linfocitos T autdlogos especificos de neoantigenos, preparados a
partir de células mononucleares de sangre periférica (PBMCs)
recogidas por leucoaféresis de pacientes con glioblastoma recién
diagnosticado con el promotor de la O8-metillguanina-ADN
metiltransfersa (MGMT) sin metilar. La aféresis ocurre
aproximadamente dos semanas después de la inmunoterapia
con células cancerosas atenuadas autdlogas administradas
subcutdneamente junto con un adyuvante inmunoldgico. Las
células se cultivan inicialmente in medio que contiene anticuerpo
murino anti-CD3 humano para activarlas y después se expanden
en medio que contiene interleuquina 7 e interleuquina 15. Las
células finales consisten en >70% de linfocitos CD3+ y constan
de una mezcla de linfocitos T CD4+ y CD8+. Las células
aumentan la expresion de los marcadores CD71 (receptor de
trasferrina), CD45RO0 (linfocitos T de memoria efectora) y CD25
(receptor de IL-2) tras la activacién y muestran aumento de
secrecion de interferon gamma (IFN-y), interleuquina 10 (IL-10) y
factor de necrosis tumoral alfa (TNF-a)
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rac-2-{[4"(4%)-trans-(1°R)-7°-chloro-2*-fluoro-12,1¢,2',92-tetraoxo-9'-(propan-2-
yI)-2',2%,9",92-tetrahydro-5-oxa-8-aza-9(6)-quinolina-2(2,5)-isoindola-7(2,4)-
pyrimidina-1(3),3,6(4,1)-tripiperidina-4(1,3)-cyclobutananonaphan-93-yljoxy}-
N-methylacetamide

rac-2-{[4"(4%)-trans-(1°R)-7°-chloro-2*-fluoro-12,18,2",92-tétraoxo-9'-(propan-2-
yl)-21,2%,9",92-tétrahydro-5-oxa-8-aza-9(6)-quinoléina-2(2,5)-isoindola-7(2,4)-
pyrimidina-1(3),3,6(4,1)-tripipéridina-4(1,3)-cyclobutananonaphan-93-yljoxy}-
N-méthylacétamide

rac-2-{[4'(4%)-trans-(1°R)-7°-cloro-2*-fluoro-12,16,2',92-tetraoxo-9'-(propan-2-
il)-21,23,9',92-tetrahidro-5-oxa-8-aza-9(6)-quinoleina-2(2,5)-isoindola-7(2,4)-
pirimidina-1(3),3,6(4,1)-tripiperidina-4(1,3)-ciclobutananonafan-93-ilJoxi}-N-
metilacetamida

C46Hs53CIFNgO;
0/\H/ \CH3
[e] N ] and enantiomer at C*

et énantiomére en C*

enantiémero en C*
H3CY N Cl j\/\N y
CHs N X
N

immunoglobulin G4-kappa, anti-[Homo sapiens LILRB1 (leukocyte
immunoglobulin-like receptor B1, ILT2, LIR-1, MIR7, CD85j)], monoclonal
antibody;

H-gamma4 heavy chain (1-446) [VH Musmus/Homsap (Mus musculus
IGHV3-6*01 (90.7%) -(IGHD) -IGHJ4*01 (94.1%)/Homo sapiens IGHV4-
59*01 (81.2%) -(IGHD) -IGHJ1*01 (90.9%), CDR-IMGT [9.7.12] (26-34.52-
58.97-108)) (1-119) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10, 6-G4v3 CH2 E1.2 (CH1 (120-217), hinge 1-12 S10>P (227)
(218-229), CH2 L1.2>E (234), L92 (308) (230-339), CH3 (340-444), CHS
(445-446)) (120-447)], (133-213'")-disulfide with L-kappa light chain (1'-213'")
[V-KAPPA (Homo sapiens IGKV1-39*01 (85.3%) -IGKJ2*01 (100%), CDR-
IMGT [6.3.8] (27'-32'.50'-52'.89'-96")) (1'-106") -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (152"), V101 (190")) (107'-
213')]; dimer (225-225":228-228")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, cell ine CHO-DG44, glycoform alfa

immunoglobuline G4-kappa, anti-[Homo sapiens LILRB1 (récepteur B1
immunoglobuline-like des leucocytes, ILT2,LIR-1, MIR7, CD85j)], anticorps
monoclonal;

chaine lourde H-gamma4 (1-446) [VH Musmus/Homsap (Mus musculus
IGHV3-6*01 (90.7%) -(IGHD) -IGHJ4*01 (94.1%)/Homo sapiens IGHV4-
59*01 (81.2%) -(IGHD) -IGHJ1*01 (90.9%), CDR-IMGT [9.7.12] (26-34.52-
58.97-108)) (1-119) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10, 6-G4v3 CH2 E1.2 (CH1 (120-217), charniére 1-12 S10>P
(227) (218-229), CH2 L1.2>E (234), L92 (308) (230-339), CH3 (340-444),
CHS (445-446)) (120-447)], (133-213')-disulfure avec la chaine légére L-
kappa (1'-213") [V-KAPPA (Homo sapiens IGKV1-39*01 (85.3%) -IGKJ2*01
(100%), CDR-IMGT [6.3.8] (27'-32'.50'-52'.89'-96'")) (1'-106') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (152'), V101 (190"))
(107'-213")]; dimére (225-225":228-228")-bisdisulfure, produit dans des
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cellules ovariennes de hamster chinois (CHO), lignée cellulaire CHO-
DG44, glycoforme alfa

inmunoglobulina G4-kappa, anti-[Homo sapiens LILRB1 (receptor B1como
la inmunoglobulina de los leucocitos, ILT2,LIR-1, MIR7, CD85j)], anticuerpo
monoclonal;

cadena pesada H-gamma4 (1-446) [VH Musmus/Homsap (Mus musculus
IGHV3-6*01 (90.7%) -(IGHD) -IGHJ4*01 (94.1%)/Homo sapiens IGHV4-
59*01 (81.2%) -(IGHD) -IGHJ1*01 (90.9%), CDR-IMGT [9.7.12] (26-34.52-
58.97-108)) (1-119) -Homo sapiens IGHG4*01, nG4m(a) CH2 L92, 12-
G4v5 h P10, 6-G4v3 CH2 E1.2 (CH1 (120-217), bisagra 1-12 S10>P (227)
(218-229), CH2 L1.2>E (234), L92 (308) (230-339), CH3 (340-444), CHS
(445-446)) (120-447)], (133-213")-disulfuro con la cadena ligera L-kappa
(1'-213") [V-KAPPA (Homo sapiens IGKV1-39*01 (85.3%) -IGKJ2*01
(100%), CDR-IMGT [6.3.8] (27'-32'.50'-52'.89'-96'")) (1'-106') -Homo sapiens
IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1 (152'), V101 (190"))
(107'-213")]; dimero (225-225":228-228")-bisdisulfuro, producido en las
células ovaricas de hamster chino (CHO), linea celular CHO-DG44, forma
glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada (H, H")

DVQLQGSGPG LVKPSETLSL TCSVTGYSIT SGYYWNWIRQ FPGKKLEWMG 50
YISYDGSNNY NPSLKNRITI SRDTSKNQFS LKLNSVTAAD TATYYCAHGY 100
SYYYAMDAWG QGTSVTVSSA STKGPSVFPL APCSRSTSES TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQOSSG LYSLSSVVTV PSSSLGTKTY 200
TCNVDHKPSN TKVDKRVESK YGPPCPPCPA PEFEGGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSQEDP EVQFNWYVDG VEVHNAKTKP REEQFNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKGLPSS IEKTISKAKG QPREPQVYTL 350
PPSQEEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSRLT VDKSRWQEGN VFSCSVMHEA LHNHYTQKSL SLSLGK 446

Light chain / Chaine légere / Cadena ligera (L', L™)

DIQMTQSPSS LSASVGDRVT ITCRTSQDIS NYLNWYQQOKP GKAVKLLISY 50
TSRLHSGVPS RFSGSGSGTD YTLTISSLQP EDFATYYCQQ GNTLPTFGQG 100
TKLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFY2 REAKVQWKVD 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKY YACEVTHQGL 200
SSPVTKSEFNR GEC 213

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  146-202  260-320  366-424
22"-96" 146"-202" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88' 133'-193"
23™-88™ 133"-193™
Inter-H-L (CH1 10-CL 126) 133-213"' 133"-213™
Inter-H-H (h 8, b 11} 225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 296, 296"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 446, 446"

immunoglobulin G1-kappa, anti-[Homo sapiens CDH17 (cadherin 17)],
humanized monoclonal antibody;

H-gamma1 heavy chain humanized (1-452) [VH (Homo sapiens IGHV1-
69*02 (81.6%) -(IGHD) -IGHJ4*01 (86.7%) L123>T (117), V124>L (118),
CDR-IMGT [8.8.15] (26-33.51-58.97-111)) (1-122) -Homo sapiens
IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12, L14 (CH1 K120 (219)
(123-220), hinge 1-15 (221-235), CH2 (236-345), CH3 D12 (361), L14
(363) (346-450), CHS (451-452)) (123-452)], (225-215')-disulfide with
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L-kappa light chain humanized (1'-215') [V-KAPPA
(Homo sapiens IGKV1D-13*01 (84.2%) -IGKJ2*02
(100%), CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-98'))
(1'-108') -Homo sapiens IGKC*01 (100%) Km3 A45.1,
V101 (C-KAPPA A45.1 (154'), V101 (192")) (109'-
215")]; dimer (231-231":234-234")-bisdisulfide,
produced in a cell line from Chinese hamster ovary
(CHO) cells, derived from the cell line CHO-K1,
glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens
CDH17 (cadhérine 17)], anticorps monoclonal
humanisé;

chaine lourde H-gamma1 humanisée (1-452) [VH
(Homo sapiens IGHV1-69*02 (81.6%) -(IGHD) -
IGHJ4*01 (86.7%) L123>T (117), V124>L (118),
CDR-IMGT [8.8.15] (26-33.51-58.97-111)) (1-122) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1
K120, CH3 D12, L14 (CH1 K120 (219) (123-220),
charniére 1-15 (221-235), CH2 (236-345), CH3 D12
(361), L14 (363) (346-450), CHS (451-452)) (123-
452)], (225-215")-disulfure avec la chaine légére L-
kappa humanisée (1'-215') [V-KAPPA (Homo sapiens
IGKV1D-13*01 (84.2%) -IGKJ2*02 (100%), CDR-
IMGT [7.3.9] (27'-33'.51'-53'.90'-98")) (1'-108') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (154"), V101 (192")) (109'-215")];
dimére (231-231":234-234")-bisdisulfure, produit dans
une lignée cellulaire des cellules ovariennes de
hamster chinois (CHO), dérivant de la lignée cellulaire
CHO-K1, glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens
CDH17 (cadherina 17)], anticuerpo monoclonal
humanizado;

cadena pesada H-gamma1 humanizada (1-452) [VH
(Homo sapiens IGHV1-69*02 (81.6%) -(IGHD) -
IGHJ4*01 (86.7%) L123>T (117), V124>L (118),
CDR-IMGT [8.8.15] (26-33.51-58.97-111)) (1-122) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1
K120, CH3 D12, L14 (CH1 K120 (219) (123-220),
bisagra 1-15 (221-235), CH2 (236-345), CH3 D12
(361), L14 (363) (346-450), CHS (451-452)) (123-
452)], (225-215")-disulfuro con la cadena ligera L-
kappa humanizada (1'-215') [V-KAPPA (Homo
sapiens IGKV1D-13*01 (84.2%) -IGKJ2*02 (100%),
CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-98")) (1'-108") -
Homo sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-
KAPPA A45.1 (154"), V101 (192")) (109'-215")];
dimero (231-231":234-234")-bisdisulfuro, producido
en una linea celular de las células ovaricas de
hamster chino (CHO), linea celular derivada de CHO-
K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H")

QVQLVQSGEE VKKPGSSVKI SCKV3GYTET DHTIHWMRCA PGQGLEWIGY 50
IFPRDDIVVY AQKFQGRATL TADKSTSTAY MELSSLRSEL TAVYYCARPP 100
YYYSRNFYFD YWGQGTTLTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 20C
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLFPP 25C
KPKDTLMISR TPEVTCVVVD VSHEDPEVKE NWYVDGVEVH NAKTKPREEC 300
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 350
PQVYTLPPSR DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSKLTVDKS RWOQQGNVFSC SVMHEALHNH YTQKSLSLSP 4530
GK 452

Light chain / Chaine légére / Cadena ligera (L', L™}

DIOMTQSP3S LSASVGDRVT ITCRVSSIIS SSKLHWYQCK PGKAPKPLIY 50
GTSTLASGVP SREFSGSGSGT DYTLTISSLQ PEDFATYYCC QWSNYPETEG 100
QGTKLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNE YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 20C
GLSSPVTKSE NRGEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 149205  266-326  372-430
22"-96" 149"-205" 266"-326" 372"-430"
Intra-L (C23-C104) 23'-89" 135'-195"
23M-89" 135™-195™
Inter-H-L (h 5-CL 126) 225-215" 225"-215"
Inter-H-H (h 11, h 14y 231-231" 234-234"

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacion del
glutaminilo N-terminal

Q = pyroglutamyl (pE. 5-oxoprolyl) / pyroglutamyle (pE. 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1, 1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:302.302"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recotte de lisina C-terminal
H CHS K2: 452, 452

immunoglobulin G1-kappa, anti-[Homo sapiens CDH17 (cadherin
17)], humanized monoclonal antibody; conjugated on an average of
four cysteinyl residues to vedotin, comprising a cleavable linker and
monomethylauristatin E (MMAE);

H-gamma1 heavy chain humanized (1-452) [VH (Homo sapiens
IGHV1-69*02 (81.6%) -(IGHD) -IGHJ4*01 (86.7%) L123>T (117),
V124>L (118), CDR-IMGT [8.8.15] (26-33.51-58.97-111)) (1-122) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12,
L14 (CH1 K120 (219) (123-220), hinge 1-15 (221-235), CH2 (236-
345), CH3 D12 (361), L14 (363) (346-450), CHS (451-452)) (123-
452)], (225-215'")-disulfide with L-kappa light chain humanized (1'-
215") [V-KAPPA (Homo sapiens IGKV1D-13*01 (84.2%) -IGKJ2*02
(100%), CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-98'")) (1'-108') -Homo
sapiens IGKC*01 (100%) Km3 A45.1, V101 (C-KAPPA A45.1
(154'), V101 (192")) (109'-215")]; dimer (231-231":234-234")-
bisdisulfide, produced in a cell line from Chinese hamster ovary
(CHO) cells, derived from the cell line CHO-K1, glycoform alfa;
substituted at the sulfur atoms of an average of four L-cysteinyl
residues among 225, 231, 234, 215', 225", 231", 234" and 215"
with (3RS)-1-(6-{[(2S)-1-{[(2S)-5-(carbamoylamino)-1-{4-[({[(2S)-1-
{[(2S)-1-{[(3R,4S,58)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-hydroxy-1-
phenylpropan-2-ylJamino}-1-methoxy-2-methyl-3-
oxopropyl]pyrrolidin-1-yl}-3-methoxy-5-methyl-1-oxoheptan-4-
yll(methyl)amino}-3-methyl-1-oxobutan-2-ylJamino}-3-methyl-1-
oxobutan-2-yl](methyl)carbamoyl}oxy)methyl]anilino}-1-oxopentan-
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2-ylJamino}-3-methyl-1-oxobutan-2-ylJamino}-6-oxohexyl)-2,5-
dioxopyrrolidin-3-yl (vedotin) groups

immunoglobuline G1-kappa, anti-[Homo sapiens CDH17 (cadhérine
17)], anticorps monoclonal humanisé; conjugué par quatre résidus
cystéinyle en moyenne a la védotine, comprenant un linker clivable
et monométhylauristatine E (MMAE);

chaine lourde H-gamma1 humanisée (1-452) [VH (Homo sapiens
IGHV1-69*02 (81.6%) -(IGHD) -IGHJ4*01 (86.7%) L123>T (117),
V124>L (118), CDR-IMGT [8.8.15] (26-33.51-58.97-111)) (1-122) -
Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3 D12,
L14 (CH1 K120 (219) (123-220), charniere 1-15 (221-235), CH2
(236-345), CH3 D12 (361), L14 (363) (346-450), CHS (451-452))
(123-452)], (225-215")-disulfure avec la chaine légere L-kappa
humanisée (1'-215') [V-KAPPA (Homo sapiens IGKV1D-13*01
(84.2%) -IGKJ2*02 (100%), CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-
98')) (1'-108') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101
(C-KAPPA A45.1 (154'), V101 (192")) (109'-215")]; dimere (231-
231":234-234")-bisdisulfure, produit dans une lignée cellulaire des
cellules ovariennes de hamster chinois (CHO), dérivant de la lignée
cellulaire CHO-K1, glycoforme alfa; substituée sur les atomes de
soufre d'une moyenne de quatre résidus L-cystéinyle parmi 225,
231, 234, 215', 225", 231", 234" et 215" avec des groupes (3RS)-1-
(6-{[(2S)-1-{[(2S)-5-(carbamoylamino)-1-{4-[({[(2S)-1-{[(2S)-1-
{[(3R,4S,5S5)-1-{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-hydroxy-1-
phénylpropan-2-ylJamino}-1-méthoxy-2-méthyl-3-
oxopropyl]pyrrolidin-1-yl}-3-méthoxy-5-méthyl-1-oxoheptan-4-
yll(méthyl)amino}-3-méthyl-1-oxobutan-2-ylJamino}-3-méthyl-1-
oxobutan-2-yl](méthyl)carbamoyl}oxy)méthyl]anilino}-1-oxopentan-
2-yllamino}-3-méthyl-1-oxobutan-32-ylJamino}-6-oxohexyl)-2,5-
dioxopyrrolidin-3-yle (védotine)

inmunoglobulina G1-kappa, anti-[Homo sapiens CDH17 (cadherina
17)], anticuerpo monoclonal humanizado; conjugado en una media
de cuatro residuos cisteinilo a la vedotina, que comprende un
enlace escindible y monometilauristatina E (MMAE);

cadena pesada H-gamma1 humanizada (1-452) [VH (Homo
sapiens IGHV1-69*02 (81.6%) -(IGHD) -IGHJ4*01 (86.7%) L123>T
(117), V124>L (118), CDR-IMGT [8.8.15] (26-33.51-58.97-111)) (1-
122) -Homo sapiens IGHG1*01 (100%) G1m17,1 CH1 K120, CH3
D12, L14 (CH1 K120 (219) (123-220), bisagra 1-15 (221-235), CH2
(236-345), CH3 D12 (361), L14 (363) (346-450), CHS (451-452))
(123-452)], (225-215'")-disulfuro con la cadena ligera L-kappa
humanizada (1'-215") [V-KAPPA (Homo sapiens IGKV1D-13*01
(84.2%) -IGKJ2*02 (100%), CDR-IMGT [7.3.9] (27'-33'.51'-53'.90'-
98")) (1-108') -Homo sapiens IGKC*01 (100%) Km3 A45.1, V101
(C-KAPPA A45.1 (154"), V101 (192")) (109'-215")]; dimero (231-
231":234-234")-bisdisulfuro, producido en una linea celular de las
células ovaricas de hamster chino (CHO), linea celular derivada de
CHO-K1, forma glicosilada alfa; sustituida en los atomos de azufre
de un promedio de cuatro residuos de L-cisteinilo entre 225, 231,
234, 215", 225", 231", 234" y 215™con grupos (3RS)-1-(6-{[(2S)-1-
{[(2S)-5-(carbamoilamino)-1-{4-[({[(2S)-1-{[(2S)-1-{[(3R,4S,5S)-1-
{(2S)-2-[(1R,2R)-3-{[(1S,2R)-1-fenil-1-hidroxipropan-2-illamino}-2-
metil-1-metoxi-3-oxopropil]pirrolidin-1-il}-5-metil-3-metoxi-1-
oxoheptan-4-il](metil)amino}-3-metil-1-oxobutan-2-ilJamino}-3-metil-
1-oxobutan-2-il](metil)carbamoil}oxi)metil]anilino}-1-oxopentan-2-
illamino}-3-metil-1-oxobutan-32-ilJlamino}-6-oxohexil)-2,5-
dioxopirrolidin-3-ilo (vedotina)
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Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGSSVKI SCKVSGYTEFT DHTIHWMRCA PGQGLEWIGY 50
IFPRDDIVVY AQKFQGRATL TADKSTSTAY MELSSLRSED TAVYYCARPP 100
YYYSRNFYFD YWGQGTTLTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VIVPSSSLGT 20C
QTYICNVNHK PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLEPP 25C
KPKDTLMISR TPEVTCVVVD VSHEDPEVKE NWYVDGVEVH NAKTKPREEC 300
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 350
PQVYTLPPSR DELTKNQVSL TCLVKGEYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSKLTVDKE RWQQGNVFSC SVMHEALHNH YTQKSLSLSP 450
GK 452

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRVSSIIS SSKLHWYQCK PGKAPKPLIY 50
GTSTLASGVP SREFSGSGSGT DYTLTISSLQ PEDFATYYCQ QWSNYPFTEFG 100
QGTKLEIKRT VAAPSVEFIFF PSDEQLKSGT ASVVCLLNNE YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 20C
GLSSPVTKSE NRGEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  149-205  266-326  372-430

22"-96" 149"-205" 266"-326" 372"-430"
Intra-L (C23-C104) 23-89" 135-195"

23"-89" 135™-195"
Inter-H-L (h 5-CL 126)* 225-215" 225"-215"
Inter-H-H (h 11, h 14)* 231-231" 234-234"
*Two or three of the four inter-chain disulfide bridges are not present, an average of 4
cysteinyl being conjugated each via a thioether bond to a drug linker.
*Deux ou trois des quatre ponts disulfures inter-chaines ne sont pas présents. 4 cystéinyl
en moyenne étant chacun conjugué via une liaison thioéther a un linker-principe actif.
*Dos o tres de los cuatro puentes disulfuro inter-catenarios no estan presentes. una media
de 4 cisteinil estd conjugada a conectores de principio activo.

N-terminal glutaminyl cyclization / Cyclisation du glutaminyle N-terminal / Ciclacién
del glutaminilo N-terminal

Q > pyroglutamyl (pE, 5-oxoprolyl) / pyroglutamyle (pE, 5-oxoprolyle) / piroglutamilo
(pE. 5-oxoprolilo)

HVHQI: 1.1"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 302, 302"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 452, 452"

Modified residues / Résidus moditiés / Restos modificados*

C (225,231, 234,215, 225", 231", 234", 215")
*(vedotin:mAb ~ 4:1)

NH )ﬁ*CH;, s
HaC NN
O O. H |.H
2

&) H,N™ ~CO,H
and epimer at C*
CHs et I'épimére en C*
H3C Hs y el epimerc al C*
NH CHso H © < ~Hs

4-{6-(3,5-dimethyl-1,2-oxazol-4-yl)-1-[1,1-di(pyridin-2-yl)ethyl]-1H-
pyrrolo[3,2-b]pyridin-3-yl}benzoic acid

acide 4-{6-(3,5-diméthyl-1,2-oxazol-4-yl)-1-[1,1-di(pyridin-2-
yl)éthyl]-1H-pyrrolo[3,2-b]pyridin-3-yl}benzoique
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acido 4-{6-(3,5-dimetil-1,2-oxazol-4-il)-1-[1,1-di(piridin-2-il)etil]-1H-
pirrolo[3,2-b]piridin-3-il}benzoico

C31H2sN503

allogeneic mesenchymal stromal cells (MSC) prepared from
subcutaneous adipose tissue of healthy donors, collected by
liposuction. The adipose tissue is enzymatically digested, and the
released cells are placed in culture media containing a low
percentage of fetal bovine serum (FBS) and recombinant basic
fibroblast growth factor (bFGF), under hypoxic conditions (<10%
0,).The isolated cells are frozen to generate a master cell bank
(MCB) at an early passage, and then resuscitated and culture
expanded under the same conditions. The cells express
mesenchymal stromal cell marker cluster of differentiation 73
(CD73), CD90, and CD105 (all 295%) and do not express CD14,
CD19, CD34, and CD45 (<2%). The cells demonstrate tri-lineage
differentiation capability (adipocyte, osteoblast and chondrocyte
differentiation). The in vitro activated cells express cytokines
including vascular endothelial growth factor (VEGF) and
transforming growth factor beta (TGF-R) when exposed to
hypoxia and upregulate soluble TNF receptor type 1 (sSTNFR1)
and indoleamine 2,3-dioxygenase (IDO) enzyme expression in
response to pro-inflammatory cytokines

cellules stromales mésenchymateuses (CSM) allogéniques
préparées a partir de tissu adipeux sous-cutané de donneurs
sains, prélevé par liposuccion. Le tissu adipeux est digéré
enzymatiquement, puis les cellules libérées sont placées dans un
milieu de culture contenant un faible pourcentage de sérum foetal
bovin (SFB) et du facteur de croissance des fibroblastes basique
recombiné (FCFb), en conditions hypoxiques (<10% d'O,). Les
cellules isolées sont congelées pour générer une banque de
cellules méres (BCM) a un passage précoce, puis réanimées et
cultivées dans les mémes conditions. Les cellules expriment les
marqueurs de différenciation des cellules stromales
mésenchymateuses CD73, CD90 et CD105 (tous 295%) et
n'expriment pas CD14, CD19, CD34 et CD45 (<2%). Les cellules
démontrent une capacité de différenciation tri-lignée
(différenciations adipocytaire, ostéoblastique et chondrocytaire).
Les cellules activées in vitro expriment des cytokines, notamment
le facteur de croissance endothélial vasculaire (FCEV) et le
facteur de croissance transformant béta (FCT-R), lorsqu'elles
sont exposées a I'hypoxie et régulent & la hausse I'expression du
récepteur soluble du TNF de type 1 (STNFR1) et de I'enzyme
indoléamine 2,3-dioxygénase (IDO) en réponse aux cytokines
pro-inflammatoires
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células estromales mesenquimales (MSC) alogénicas preparadas a partir de
tejido adiposo subcutaneo de donantes sanos recogido por liposuccion. El
tejido adiposo se digiere enzimaticamente y las células liberadas se ponen
en medio de cultivo que contiene un bajo porcentaje de suero bovino fetal
(FBS) y factor de crecimiento de fibroblastos basico (bFGF) recombinante,
bajo condiciones hipdxicas (<10% O,). Las células aisladas se congelan
para generar un banco de células maestro (BCM) en un pase temprano, y
luego se resucitan y se expanden en cultivo en las mismas condiciones. Las
células expresan los marcadores de células mesenquimales estromales
grupo de diferenciacion 73 (CD73), CD90 y CD105 (todos 295%), y no
expresan CD14, CD19, CD34 y CD45 (<2%). Las células muestran
capacidad de diferenciacion a tres linajes (adipocitos, osteoblastos y
condrocitos). Las células activadas in vitro expresan citoquinas, incluyendo
factor de crecimiento del endotelio vascular (VEGF) y factor de crecimiento
transformador beta (TGF-B) cuando se exponen a hipoxia y sobre regulan la
expresion del receptor soluble de TNF tipo 1 (sSTNFR1) y de la enzima
indoleamina 2,3-dioxigenasa (IDO) en respuesta a citoquinas pro-
inflamatorias

human gamma 1 heavy chain anti-(human B-lymphocyte antigen CD20, B-
lymphocyte surface antigen B1, Bp35, leukocyte surface antigen Leu-16,
membrane-spanning 4-domains subfamily A member 1, CD20 (MS4A1))
(1-451) [VH (Homo sapiens IGHV3-9*01 -(IGHD) -IGHJ6*01, CDR-Kabat
[6.17.13] (31-35.50-66.99-111)) (1-122) -Homo sapiens IGHG1*03 (CH1
(123-220), hinge (221-235), CH2 (236-345), CH3 (346-450), CH3 K452>del
(451))] fused at the C-terminus via peptide linker “STGS**to a
humanized variable domain of heavy chain anti-(human natural cytotoxicity
triggering receptor 1, lymphocyte antigen 94 homolog, NK cell-activating
receptor, natural killer cell p46-related protein, NK-p46, NKp46, hNKp46,
CD335 (NCR1, Ly94)) (456-575) [VH (Homo sapiens IGHV1-69*06 -(IGHD)
-IGHJ4*01, CDR-Kabat [5.17.11] (486-490.505-521.554-564))] fused via
peptide linker S*VEGGSGGSGGSGGSGGVD®® to humanized variable
domain of light chain anti-(human natural cytotoxicity triggering receptor 1,
lymphocyte antigen 94 homolog, NK cell-activating receptor, natural killer
cell p46-related protein, NK-p46, NKp46, hNKp46, CD335 (NCR1, Ly94))
(594-700) [V-KAPPA (Homo sapiens IGKV1-33*01 -IGKJ1*01, CDR-Kabat
[11.7.9] (617-627.643-649.682-690))] fused at the C-terminus via peptide
linker *'GSSSSGSSSSGS’'2 to human interleukin-2 (IL-2, IL2, Uniprot:
P60568) fragment variant (4-133, 713-842 in the current sequence,
R38>A™T F42>KT51 C125>A8%4), (225-214":231-220":234-223")-trisdisulfide
with human VL-CL-G1(h-CH2-CH3) anti-(human B-lymphocyte antigen
CD20, B-lymphocyte surface antigen B1, Bp35, leukocyte surface antigen
Leu-16, membrane-spanning 4-domains subfamily A member 1, CD20
(MS4AT1)) (1'-441") [V-KAPPA (Homo sapiens IGKV3-11*01 -IGKJ5*01,
CDR-Kabat [11.7.9] (24'-34'.50'-56".89'-97")) (1'-107') -Homo sapiens
IGKC*01 (108'-214") -G1(h-CH2-CH3) (215'-441') [Homo sapiens
IGHG1*03 (hinge EPKSC 214'-215">del (215'-224'), CH2 (225'-334'), CH3
(335'-439'"), CHS (440'-441"))]], heterodimer; produced in Chinese hamster
ovary (CHO) cells, cell line CHO-M, glycoform alfa

chaine lourde gamma 1 humaine anti-(antigéne des lymphocytes B
humains CD20, antigéne de surface B1 des lymphocytes B, Bp35, antigéne
de surface des leucocytes Leu-16, membre 1 de la sous-famille A des
protéines a 4 domaines transmembranaires, CD20 (MS4A1)) (1-451) [VH
(Homo sapiens IGHV3-9*01 -(IGHD) -IGHJ6*01, CDR-Kabat [5.17.13] (31-
35.50-66.99-111)) (1-122) -Homo sapiens IGHG1*03 (CH1 (123-220),
charniére (221-235), CH2 (236-345), CH3 (346-450), CH3 K452>del (451))]
fusionné a I'extrémité C-terminale via un coupleur peptidique *2STGS**® &
un domaine variable humanisé de la chaine lourde anti-(récepteur 1
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humain déclenchant la cytotoxicité naturelle, homologue de I'antigéne
lymphocytaire 94, récepteur d'activation des cellules NK, protéine
apparentée a p46 des cellules tueuses naturelles, NK-p46, NKp46,
hNKp46, CD335 (NCR1, Ly94)) (456-575) [VH (Homo sapiens IGHV1-
69*06 -(IGHD) -IGHJ4*01, CDR-Kabat [5.17.11] (486-490.505-521.554-
564))] fusionné via un coupleur peptidique
SVEGGSGGSGGSGGSGGVD®®® au domaine variable humanisé de la
chaine légere anti-(récepteur 1 humain déclenchant la cytotoxicité
naturelle, homologue de I'antigéne lymphocytaire 94, récepteur d'activation
des cellules NK, naturel protéine liée a la cellule tueuse p46, NK-p46,
NKp46, hNKp46, CD335 (NCR1, Ly94)) (594-700) [V-KAPPA (Homo
sapiens IGKV1-33*01 -IGKJ1*01, CDR-Kabat [11.7.9] (617-627.643-
649.682-690))] fusionné a l'extrémité C-terminale via le coupleur peptidique
01GSSSSGSSSSGS™2 au variant du fragment d'interleukine-2 humaine
(IL-2, IL2, Uniprot: P60568) (4-133, 713-842 dans la séquence actuelle,
R38>A™T F42>K™51 C1255A834) | (225-214":231-220":234-223")-trisdisulfure
avec VL-CL-G1(h-CH2-CH3) anti-(antigene des lymphocyte B humains
CD20, antigéne de surface B1 des lymphocytes B, Bp35, antigéne de
surface des leucocytes Leu-16, membre 1 de la sous-famille A des
protéines a 4 domaines transmembranaires, CD20 (MS4A1)) (1'-441") [V-
KAPPA (Homo sapiens IGKV3-11*01 -IGKJ5*01, CDR-Kabat [11.7.9] (24'-
34'.50'-56'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (108'-214") -G1(h-
CH2-CH3) (215'-441") [Homo sapiens IGHG1*03 (charniere EPKSC 214'-
215'>del (215'-224"), CH2 (225'-334"), CH3 (335'-439'), CHS (440'-441"))]],
hétérodimére; produit dans des cellules d'ovaire de hamster chinois (CHO),
lignée cellulaire CHO-M, glycoforme alfa

cadena pesada gamma 1 humana anti-(antigeno de linfocito B humano
CD20, antigeno de superficie B1 de linfocito B, Bp35, antigeno de
superficie leucocitario Leu-16, miembro 1 de la subfamilia A de proteinas
con 4 dominios transmembranales, CD20 (MS4A1)) (1-451) [VH (Homo
sapiens IGHV3-9*01 -(IGHD) -IGHJ6*01, CDR-Kabat [5.17.13] (31-35.50-
66.99-111)) (1-122) -Homo sapiens IGHG1*03 (CH1 (123-220), bisagra
(221-235), CH2 (236-345), CH3 (346-450), CH3 K452>del (451))]
fusionado en el extremo C mediante enlace peptidico *>STGS** a un
dominio variable humanizado de la cadena pesada anti-(receptor 1
humano desencadenante de citotoxicidad natural, homdlogo del antigeno
94 del linfocito, receptor activador de células NK, proteina relacionada con
p46 de células asesinas naturales, NK-p46, NKp46, hNKp46, CD335
(NCR1, Ly94)) (456-575) [VH (Homo sapiens IGHV1-69*06 -(IGHD) -
IGHJ4*01, CDR-Kabat [5.17.11] (486-490.505-521.554-564))] fusionado a
través del enlace peptidico ("*VEGGSGGSGGSGGSGGVD®®?) a dominio
variable humanizado de cadena ligera anti-(receptor 1 humano
desencadenante de citotoxicidad natural, homdlogo del antigeno 94 del
linfocito, receptor activador de células NK, proteina relacionada con p46 de
células asesinas naturales, NK-p46, NKp46, hNKp46, CD335 (NCR1,
Ly94)) receptor, proteina relacionada con p46 de células asesinas
naturales, NK-p46, NKp46, hNKp46, CD335 (NCR1, Ly94)) (594-700) [V-
KAPPA (Homo sapiens IGKV1-33*01 -IGKJ1*01, CDR-Kabat [11.7.9] (617-
627.643-649.682-690))] fusionado en el extremo C a través del enlace
peptidico "*'GSSSSGSSSSGS’™ a la variante del fragmento de
interleukina-2 humana (IL-2, IL2, Uniprot: P60568) (4-133, 713-842 en la
secuencia actual, R®>A™7, F42>K™5! C125>A8%4) (225-214":231-220"234-
223")-trisdisulfuro con VL-CL-G1(h-CH2-CH3) humano anti-(antigeno de
linfocito B humano CD20, antigeno de superficie B1 de linfocito B, Bp35,
antigeno de superficie de leucocitos Leu-16, miembro 1 de la subfamilia A
de proteinas con 4 dominios transmembranales, CD20 (MS4A1)) (1'-441")
[V-KAPPA (Homo sapiens IGKV3-11*01 -IGKJ5*01, CDR-Kabat [11.7.9]
(24'-34'.50'-56'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (108'-214') -
G1(h-CH2-CH3) (215'-441') [Homo sapiens IGHG1*03 (bisagra EPKSC
214'-215'>del (215'-224"), CH2 (225'-334'), CH3 (335'-439'), CHS (440'-
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441")]], heterodimero; producido en células de ovario de hamster chino
(CHO), linea celular CHO-M, glicoforma alfa

Sequence / Séquence / Secuencia

Heavy chain / Chaine lourde / Cadena pesada: 1gG1-VH-VL-IL2

EVQLVESGGG LVQPDRSLRL SCAASGFTEH DYAMHWVRQA PGKGLEWVST 50
ISWNSGTIGY ADSVKGRETI SRDNAKNSLY LOMNSLRAED TALYYCAKDI 100
QYGNYYYGMD VWGQGTTVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKRV EPKSCDKTHT CPPCPAPELL GGPSVELFPP 250
KPKDTLMISR TPEVTCVVVD VSHEDPEVKE NWYVDGVEVH NAKTKPREEQ 30C
YNSTYRVVSYV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 35C
POVYTLPPSR EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 40C
PVLDSDGSFF LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP 45C
GSTGSQVQOLYV QSGAEVKKPG SSVKVSCKAS GYTFSDYVIN WVRQAPGQGL 50C
EWMGEIYPGS GTNYYNEKFK AKATITADKS TSTAYMELSS LRSEDTAVYY 55C
CARRGRYGLY AMDYWGQGTT VTVSSVEGGS GGSGGSGGSG GVDDIQMTQS 600
PSSLSASVGD RVTITCRASQ DISNYLNWYQ QKPGKAPKLL IYYTSRLHSG 650
VPSRFSGSGS GTDFTFTISS LQPEDIATYF CQQGNTRPWT FGGGTKVEIK 70C
GSSSSGSSSS GSSSSTKKTQ LQLEHLLLDL QMILNGINNY KNPKLTAMLT 75C
KKFYMPKKAT ELKHLQCLEE ELKPLEEVLN LAQSKNFHLR PRDLISNINV 80C
IVLELKGSET TFMCEYADET ATIVEFLNRW ITFAQSIIST LT 842

Light chain / Chaine légére / Cadena ligera: VL-CL-GI1 (h-CH2-CH3)

EIVLTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD 50
ASNRATGIPA REFSGSGSGTL FTLTISSLEF EDFAVYYCQG RSNWPITEFGG 100
GTRLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGECDKTHTC PPCPAPELLG GPSVEFLFPPK PKDTLMISRT 250
PEVTCVVVDV SHEDPEVKEN WYVDGVEVHN AKTKPREEQY NSTYRVVSVL 30C
TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP QVYTLPPSRE 35C
EMTKNQVSLT CLVKGFYPSD IAVEWESNGY PENNYKTTPE VLDSDGSEFFL 40C
YSKLTVDKSR WQQGNVESCS VMHEALHNHY TQKSLSLSPG K 441

Mutation / Mutation / Mutacion
heavy chain: 'APT?>del, R*¥>A"7, 42>K™!, C175>A%4

Peptide linker / Peptide liant / Péptido de union
4525716553, STOVEGGESGGSGESGGSGEVD Y, T 6555565555657

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra heavy chain, anti-CD20-y1 Fc: 22-96, 149-205, 266-326. 372-430,
anti-NCR1 VH: 477-551, 616-681; 1L2: 767-814
Intra light chain: 23'-88'. 134'-194', 255'-315", 361'-419
Inter heavy - light chain: 225-214'. 231-220". 234-223"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
N302.N291"

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
L CHS K2: K441

zenagamtide glucagon-like peptide 1(7-37) [human GLP-1(7-37)] (1-31), (A®>2-MeAla?,
G*>E'8, K¥>R20, K3*>R%, G¥>K3')-variant, fused via a G, peptide linker
(32-35) to an artificial 33-peptide (36-68, amylin receptor agonist), 68-
amide, substituted at N° of the lysine residue 31 with a (22S)-22,40-
dicarboxy-10,19,24-trioxo-3,6,12,15-tetraoxa-9,18,23-triazatetracontan-1-
oyl group

zénagamtide peptide similaire au glucagon de type 1(7-37) [GLP-1(7-37) humain] (1-
31), variant (A%>2-MeAla?, G?>E'6, K®>R2, K34>R?8, G¥>K3"), fusionné
via un coupleur peptidique G4 (32-35) a un 33-peptide artificiel (36-68,
agoniste du récepteur de I'amyline), 68-amide, substitué en N° du résidu
lysine 31 par un groupe (22S)-22,40-dicarboxy-10,19,24-trioxo-3,6,12,15-
tétraoxa-9,18,23-triazatétracontan-1-oyle
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zenagamtida

zervimesine

zervimésine

zervimesina

péptido similar al glucagén tipo 1(7-37) [GLP-1(7-37) humano] (1-31),
variante (A%>2-MeAla?, G2>E", K®>R2, K3>R%, G%>K3"), fusionado a
través de un conector peptidico G4 (32-35) a un 33-péptido artificial (36-
68, agonista del receptor de amilina), 68-amida, sustituido en N del

residuo de lisina 31 con un grupo (22S)-22,40-dicarboxi-10,19,24-trioxo-
3,6,12,15-tetraoxa-9,18,23-triazatetracontan-1-oilo

C343 H550 N94 0116
Sequence / Séquence / Secuencia:

HXEGTFTSDV SSYLEEQAAR EFIAWLVRGR KGGGGEASEL STAALGRLSA 50
ELHELATLPR TETGSGSP 68

Peptide linker / Peptide liant / Péptido de unién
32 GGGG 3%

Mutation / Mutation / Mutacion:
AP>X? = 2-MeAla (Aib), G?2>E!®, K2>R?%, K3*>R?®, P> KL
Post-translational modifications / Modifications post-traductionnelles / Modificaciones posiraduccionales

N-glycosylation sites / Sites de N-glycosylation

/ Posiciones de N-glicosilacién
none / aucun

/ ninguna
C-terminal amide / Amide C-terminal / Amida C-terminal

P8>Pro-NH,

N-Acylation site / Site de N-acylation / Posicién de N-acilacién

K. NE{N-(HOOC-[CHzl15-CO-)-L-y-Glu-[-NH-(CHp-CHa-O)-CHp-CO-Jo}-L-Lys

o
HsC_ CHs R/k] COH

HaN~ COpH HN H N "H NH:

1l pos
NB-R-L-Lys L-Pro-NH,

XZ
2-methyl-Ala, Aib
aminoisobutyric acid

o
. \
R /\[\"/\O/\/O\/\”M \H/NE%H
o o

2-tert-butoxy-4-{3-[5-(methanesulfonyl)-1,3-dihydro-2H-isoindol-2-yl]-3-
methylbutyl}phenol

2-tert-butoxy-4-{3-[5-(méthanesulfonyl)-1,3-dihydro-2H-isoindol-2-yl]-3-
méthylbutyl}phénol

2-terc-butoxi-4-{3-[5-(metanosulfonil)-1,3-dihidro-2H-isoindol-2-il]-3-
metilbutil}fenol

CaHiNO,S
o
> e
HsC \ 3% CH,

° CH
HsC CHj 3
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zolucatetide (C?4S)-10,14-anhydro-0'"%4 N"""-carbonyl-C?!,C?4-[(2Z)-hex-2-ene-1,6-
diyl][1-acetyl-L-prolyl-L-a-aspartyl-4-methyl-L-leucyl-(6E)-2-amino-10-
hydroxydec-6-enoyl-L-a-aspartyl-3-carboxy-L-phenylalanyl-2-
methylalanyl-L-alanyl-L-phenylalanyl-L-lysyl-(3S)-3-aminopyrrolidine-3-
carbonyl-3-(thiophen-3-yl)-L-alanyl-3-(1-benzothiophen-3-yl)-L-alanyl-L-a-
glutamyl-L-alaninamide]

zolucatétide (C?4S)-10,14-anhydro-0"%4 N'"-carbonyl-C2',C?4-[(2Z)-hex-2-éne-1,6-
diyl][1-acétyl-L-prolyl-L-a-aspartyl-4-méthyl-L-leucyl-(6E)-2-amino-10-
hydroxydéc-6-énoyl-L-a-aspartyl-3-carboxy-L-phénylalanyl-2-
méthylalanyl-L-alanyl-L-phénylalanyl-L-lysyl-(3S)-3-aminopyrrolidine-3-
carbonyl-3-(thiophén-3-yl)-L-alanyl-3-(1-benzothiophén-3-yl)-L-alanyl-L-a-
glutamyl-L-alaninamide]

zolucatetida (C?4S)-10,14-anhidro-0"4 N"-"'-carbonil-C2',C?4-[(2Z)-hex-2-eno-1,6-
diil][1-acetil-L-prolil-L-a-aspartil-4-metil-L-leucil-(6 E)-2-amino-10-
hidroxidec-6-enoil-L-a-aspartil-3-carboxi-L-fenilalanil-2-metilalanil-L-
alanil-L-fenilalanil-L-lisil-(3S)-3-aminopirrolidina-3-carbonil-3-(tiofen-3-il)-
L-alanil-3-(1-benzotiofen-3-il)-L-alanil-L-a-glutamil-L-alaninamida]

C102H134N1802582
S
Y
i H (CHy);—0—CO—N / 5
Hzc_ﬁ—ﬁ_(CHz)g /SCHZ):;—C—(H;— 2)s ~\ P
Q2 3l 3
Pro—Asp—Ltlau—H CO—Asp—Phe—Ala—Ala—Phe—Lys—H CO—Ala—Ala—Glu—Ala—NH;
HsC 4CH3 ° 2CH3
CO,H
zovegalisib N-[(3R)-3-(2-chloro-5-fluorophenyl)-6-(5-cyano[1,2,4]triazolo[1,5-
a]pyridin-6-yl)-1-oxo0-2,3-dihydro-1H-isoindol-4-yl]-3-fluoro-5-
(trifluoromethyl)benzamide
zovégalisib N-[(3R)-3-(2-chloro-5-fluorophényl)-6-(5-cyano[1,2,4]triazolo[1,5-
a]pyridin-6-yl)-1-oxo0-2,3-dihydro-1H-isoindol-4-yl]-3-fluoro-5-
(trifluorométhyl)benzamide
zovegalisib N-[(3R)-6-(5-ciano[1,2,4]triazolo[1,5-a]piridin-6-il)-3-(2-cloro-5-

fluorofenil)-1-oxo-2,3-dihidro-1H-isoindol-4-il]-3-fluoro-5-
(trifluorometil)benzamida

C20H14CIF5N6O

F
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zugocabtagene geleucel

zugocabtagene géleucel

allogeneic T lymphocytes obtained from peripheral blood
mononuclear cells by leukapheresis of healthy donors,
electroporated with CRISPR/Cas9 (clustered regularly
interspaced short palindromic repeats/CRISPR-
associated protein 9)-guide RNA (gRNA) nucleoprotein
complexes to knock out the T cell receptor alpha chain
constant (TRAC), the beta 2 microglobulin (B2M) locus,
the transforming growth factor beta receptor 2 (TGFBR2)
locus and the Regnase-1 (ZC3H12A) locus. The cells are
also transduced with a recombinant adeno-associated
virus serotype 6 vector (rAAV6) to introduce an anti-CD19
chimeric antigen receptor (CAR) expression cassette at
the TRAC locus by homology-directed repair.

The integrated sequence comprises a 5' TRAC homology
arm, the CAR expression cassette and a 3' TRAC
homology arm. The CAR expression cassette comprises
an elongation factor alpha (EF-1a) promoter, a
granulocyte-macrophage colony-stimulating factor
receptor subunit alpha (CSF2RA) signal peptide, the anti-
CD19 single chain variable fragment (scFv; FMC63),
CD8a transmembrane domain, CD28 co-stimulatory
domain, CD3( signalling domain and is followed by a
synthetic polyadenylation sequence.

The leukapheresis material is enriched for CD4/CD8 T
lymphocytes by positive immunoselection and activated
in media containing CD3 and CD28 agonists prior to
transduction with the vector and further cell expansion.
Finally, the lymphocytes are cultured in media containing
human AB serum, interleukin 2 (IL-2) and IL-7 for two
days prior to removal of the residual TCRaB+
lymphocytes by magnetic depletion. The suspension
consists primarily of T lymphocytes (CD5+ 295%) which
are >30% CAR+ (<0.15% TCR+ T lymphocytes), have
on-target editing of ZC3H12A (280%) and TGFBR2
(=80%) and are cytotoxic to CD19-expressing cells

lymphocytes T allogéniques obtenus a partir de cellules
mononucléaires du sang périphérique par leucaphérése
de donneurs sains, électroporés avec des complexes
nucléoprotéiques CRISPR/Cas9 (courtes répétitions
palindromiques groupées et régulierement
espacées/protéine 9 associée a CRISPR)- ARN-guide
(ARNg), pour inactiver la chaine constante alpha du
récepteur des cellules T (TRAC), le locus de la béta 2
microglobuline (B2M), le locus du récepteur béta 2 du
facteur de croissance transformant (TGFBR?2) et le locus
de la Régnase-1 (ZC3H12A). Les cellules sont également
transduites avec un vecteur recombinant du virus adéno-
associé de sérotype 6 (rAAV6) pour introduire une
cassette d'expression du récepteur antigénique
chimérique (RAC) anti-CD19 au locus TRAC par
réparation dirigée par homologie.

La séquence intégrée comprend un bras d'homologie
TRAC en 5', la cassette d'expression RAC et un bras
d'homologie TRAC en 3'. La cassette d'expression RAC
comprend un promoteur du facteur d'élongation alpha
(EF-1a), un peptide signal de la sous-unité alpha du
récepteur du facteur de stimulation des colonies de
granulocytes et de macrophages (CSF2RA), un fragment
variable a chaine unique anti-CD19 (scFv; FMC63), un
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domaine transmembranaire CD8a, un domaine de
costimulation CD28, un domaine de signalisation CD3( et
est suivie d'une ségquence de polyadénylation
synthétique.

Le matériel de leucaphérése est enrichi en lymphocytes T
CD4/CD8 par immunosélection positive et activé dans un
milieu contenant des agonistes CD3 et CD28, avant la
transduction avec le vecteur et I'expansion cellulaire
ultérieure. Enfin, les lymphocytes sont cultivés dans un
milieu contenant du sérum humain AB, de l'interleukine 2
(IL-2) et de I'lL-7, pendant deux jours, avant I'élimination
des lymphocytes TCRaf+ résiduels par déplétion
magnétique. La suspension est principalement composée
de lymphocytes T (CD5+ 295%), dont >30% sont RAC+
(< 0.15% de lymphocytes T TCR+), présentent une
édition ciblée de la ZC3H12A (280%) et du TGFBR2
(=80%) et sont cytotoxiques pour les cellules exprimant
CD19

linfocitos T alogénicos obtenidos de células
mononucleares de sangre periférica por leucoaféresis de
donantes sanos, electroporados con complejos de
nucleoproteina CRISPR/Cas9 (repeticiones
palindrémicas agrupadas y espaciadas
regularmente/proteina asociada a CRISPR 9)-ARN guia
(ARNg) para eliminar la cadena constante alfa del
receptor de linfocitos T (TRAC), el locus de la beta-2-
microglobulina (B2M), el locus del receptor 2 del factor de
crecimiento transformador beta (TGFBR2) y el locus de
Regnasa-1 (ZC3H12A). Las células se transducen
también con un vector de virus adenoasociado de
serotipo 6, recombinantes (rAAV6) para introducir un
casete de expresion de un receptor de antigenos
quimérico (CAR) anti-CD19 en el locus TRAC mediante
reparacion dirigida por homologia.

La secuencia integrada consta de un brazo de homologia
TRAC en 5/, el casete de expresion del CAR y un brazo
de homologia TRAC en 3'. El casete de expresion consta
de un promotor del factor de elongacion alfa (EF-1a), un
péptido sefial de la subunidad alfa del receptor del factor
estimulador de colonias de granulocitos-macréfagos
(CSF2RA), un fragmento variable de cadena sencilla
anti-CD19 (scFv; FMC63), dominio transmembrana de
CD8a, domino coestimulador de CD28, dominio de
sefalizacion de CD3(, y esta seguido por una secuencia
de poliadenilacion sintética.

El material de leucoaféresis se enriquece para linfocitos
T CD4/CD8 mediante inmunoseleccion positiva y se
activa en medio que contiene agonistas de CD3 y CD28
antes de la transduccion con el vector y expansion
celular adicional. Finalmente, los linfocitos se cultivan en
medio que contiene suero AB humano, interleuquina 2
(IL-2) e IL-7 durante dos dias ante de quitar los linfocitos
TCRap+ residuales mediante deplecién magnética. La
suspension consiste primariamente en linfocitos T CD5+
(295%) que son con 230% CAR+ (<0.15% linfocitos T
TCR+), tienen edicion en la diana de ZC3H12A(=80%) y
TGFBR2 (=280%) y son citotoxicas frente a células que
expresan CD19
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zumilokibart

zumilokibart

zumilokibart

immunoglobulin G1-kappa, anti-[Homo sapiens IL13
(interleukin-13)], humanized monoclonal antibody;
H-gamma1 heavy chain humanized (1-448) [VH (Homo
sapiens IGHV4-4*08 (77.1%) -(IGHD) -IGHJ5*01 (84.6%)
L123>T (113), CDR-IMGT [8.7.12] (26-33.51-57.96-107))
(1-118) -Homo sapiens IGHG1*01, G1m17,1 CH1 K120,
CH3 D12, L14, 6-G1-v14 CH2 A1.3, A1.2, 9-G1v21 CH2
Y15.1, T16, E18 (CH1 K120 (215) (119-216), hinge 1-15
(217-231), CH2 L1.3>A (235), L1.2>A (236), M15.1>Y
(253), S16>T (255), T18>E (257) (232-341), CH3 D12
(357), L14 (359) (342-446), CHS (447-448)) (119-448)],
(221-218")-disulfide with L-kappa light chain humanized (1'-
218') [V-KAPPA (Homo sapiens IGKV1-9*03 (83.7%) -
IGKJ4*01 (100%), CDR-IMGT [10.3.9] (27'-36'.54'-56".93'-
101") (1'-111") -Homo sapiens IGKC*01 (100%) Km3
A45.1, V101 (C-KAPPA A45.1 (157'), V101 (195") (112'-
218")]; dimer (227-227":230-230")-bisdisulfide, produced in
Chinese hamster ovary (CHO) cells, cell line CHO-K1,
glycoform alfa

immunoglobuline G1-kappa, anti-[Homo sapiens IL13
(interleukine-13)]; anticorps monoclonal humanisé;
chaine lourde H-gamma1 humanisée (1-448) [VH (Homo
sapiens IGHV4-4*08 (77.1%) -(IGHD) -IGHJ5*01 (84.6%)
L123>T (113), CDR-IMGT [8.7.12] (26-33.51-57.96-107))
(1-118) -Homo sapiens IGHG1*01, G1m17,1 CH1 K120,
CH3 D12, L14, 6-G1-v14 CH2 A1.3, A1.2, 9-G1v21 CH2
Y15.1, T16, E18 (CH1 K120 (215) (119-216), charniere 1-
15 (217-231), CH2 L1.3>A (235), L1.2>A (236), M15.1>Y
(253), S16>T (255), T18>E (257) (232-341), CH3 D12
(357), L14 (359) (342-446), CHS (447-448)) (119-448)],
(221-218")-disulfure avec la chaine légére L-kappa
humanisée (1'-218") [V-KAPPA (Homo sapiens IGKV1-
9*03 (83.7%) -IGKJ4*01 (100%), CDR-IMGT [10.3.9] (27'-
36'.54'-56'.93'-101")) (1'-111') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (157'), V101
(195") (112'-218")]; dimere (227-227":230-230")-
bisdisulfure, produit dans des cellules ovariennes de
hamster chinois (CHO), lignée cellulaire CHO-K1,
glycoforme alfa

inmunoglobulina G1-kappa, anti-[Homo sapiens IL13
(interleukina-13)]; anticuerpo monoclonal humanizado;
cadena pesada H-gamma1 humanizada (1-448) [VH
(Homo sapiens IGHV4-4*08 (77.1%) -(IGHD) -IGHJ5*01
(84.6%) L123>T (113), CDR-IMGT [8.7.12] (26-33.51-
57.96-107)) (1-118) -Homo sapiens IGHG1*01, G1m17,1
CH1 K120, CH3 D12, L14, 6-G1-v14 CH2 A1.3, A1.2, 9-
G1v21 CH2 Y15.1, T16, E18 (CH1 K120 (215) (119-216),
bisagra 1-15 (217-231), CH2 L1.3>A (235), L1.2>A (236),
M15.1>Y (253), S16>T (255), T18>E (257) (232-341), CH3
D12 (357), L14 (359) (342-446), CHS (447-448)) (119-
448)], (221-218")-disulfuro con la cadena ligera L-kappa
humanizada (1'-218') [V-KAPPA (Homo sapiens IGKV1-
9*03 (83.7%) -IGKJ4*01 (100%), CDR-IMGT [10.3.9] (27'-
36'.54'-56'.93'-101")) (1'-111') -Homo sapiens IGKC*01
(100%) Km3 A45.1, V101 (C-KAPPA A45.1 (157'), V101
(195") (112'-218")]; dimero (227-227":230-230")-
bisdisulfuro, producido en las células ovaricas de hamster
chino (CHO), linea celular CHO-K1, forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada (H, H"}

EVQLQESGFG LVKPSETLSL TCTVSGFSLN AYSVNWIRQP PGKGLEWLGM 50
IWGDGKIVYN SALKSRLTIS KDSSKNQVEL KLSSVTAADT AVYYCAGDGY 100
YPYAMDNWCGQ GTTVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTIVP SSSLGTQTYI 20C
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPEAAGGPS VFLFPPKPKD 25C
TLYITREPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLL 400
SDGSFFLYSK LTVDKSRW@OQ GNVEFSCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légére / Cadena ligera (I.", L™}

DIQLTQSPSS LSASVGDRVT ITCRASKSVLD SYGNSEMHWY QOKPGKAPKL 50
LIYLASNLES GVPSRFSGSG SGTDFTLTIS SLQPEDFATY YCQONNEDFR 100
TFGGGTKVEI KRTVAAPSVE IFPPSDEQLK SGTASVVCLL NNFYPREAKV 150
QWKVDNALUS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 20C
THQGLSSPVT KSFNRGEC 218

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-95  145-201  262-322  368-426
22"-95" 145"-201" 262"-322" 368"-426"
Intra-L (C23-C104) 23'-92"  138'-198'
23"-92" 138™-198"
Inter-H-L (h 5-CL 126) 221-218 221"-218"
Inter-H-H (h 11. h 14y  227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 298, 298"

TFucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 448, 448"

# Electronic structure available on MedNet: https://extranet.who.int/soinn/
# Structure électronique disponible sur MedNet: https://extranet.who.int/soinn/
# Estructura electrénica disponible en MedNet: https://extranet.who.int/soinn/
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 41
Dénominations communes internationales recommandées (DCI Rec.): Liste 41
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 41

(WHO Drug Information, Vol. 13, No. 1, 1999)

p. 58 nacolomabum tafenatoxum #
nacolomab tafenatox insert the following sequence
nacolomab tafénatox insérer la séquence suivante
nacolomab tafenatox insertese la siguiente secuencia

Heavv chain / Chaine lourde / Cadena pesada

QVQLVQSGPE
IDTTTGEPTY
PYNWYFDVWG
YFPEPVTVTW
CNVAHPASST
KQIYYYNEKA
VDKYKGKKVD
INLWLDGKQN
GKVQRGLIVE
DIYLYTS

LKKPGETVKI
AEDFKGRIAF
AGTTVTVSSA
N3GSL3SGVH
KVDKKIVPRD
KTENKESHDQ
LYGAYYGYQC
TVPLETVKTN
HTSTEPSVNY

SCKASDYTEFT
SLETSASTAY
KTTPPSVYPL
TFPAVLQSDL
CGGPSEKSEE
FLQHTILFKG
AGGTPNKTAC
KKNVTVQELLD
DLFGAQGQYS

Light chain / Chaine légére / Cadena ligera

DIVMTQAAPS
LLIYRMSNLV
FTFGAGTKLE
VKWKIDGSER
ATHKTSTSPI

VPVTPGESVS
SGVPDRF3G3
LKRADAAPTV
QONGVLNSWTD
VKSFNRNEC

ISCRSSKSLL
G3GTAFTLRI
SIFPPSSEQL
QDSKDSTYSM

YYGMNWVEKQA
LOIKNLKNED
APGSARQTNE
YTL33SVTVE
INEKDLRKKS
FETDHSWYND
MYGGVTLHDN
LOARRYLQEK
NTLLRIYRDN

HSNGNTYLYW
SRVEAEDVGV
TSGGASVVCE
SSTLTLTKDE

Recommended International Nonproprietary Names (Rec. INN): List 48
Dénominations communes internationales recommandées (DCI Rec.): Liste 48
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 48

(WHO Drug Information, Vol. 16, No. 3, 2002)

p.263 anatumomabum mafenatoxum #
anatumomab mafenatox
anatumomab mafénatox
anatumomab mafenatox

Heavy chain / Chaine lourde / Cadena pesada
EVQLQOSGPD LVKPGASVKI
INPNNGVTLY NOKFKDKAIL
MITNYVMDYW GQVTSVTVSS
GYFPEPVTVT WNSGSLSSGV
TCNVAHPASS TKVDKKIVPR
LKQIYYYNEK AKTENKESHD
IVDKYKGKKV DLYGAYYGYC
PINLWLDGKG NTVPLETVKT
DGKVQRGLIV FHTSTEPSVN

IAIYLYTS

SCKASGYSET
TVDKSSTTAY
AKTTPPSVYP
HTFPAVLOSD
DSGGPSEKSE
QFLQHTILFK
CAGGTPNKTA
NKKNVTVQEL
YDLFGAQGQY

Light chain / Chaine légére / Cadena ligera
SIVMTQTPTS LLVSAGDRVT
TSSRYAGVPD RESGSGSGTD
GTKLEIKRAD AAPTVSIFPP
DGSERQNGVL NSWTDQDSKD
STSPIVKSEN RNES

ITCKASQSVS
FTLTISSVQA
SSEQLTSGGA
STYSMSSTLT

insert the following sequence
insérer la séquence suivante
insertese la siguiente secuencia

GYYMHWVKQS
MELRSLTSED
LAPGSAAQTN
LYTLSSSVTV
EINEKDLRKK
GFFTDHSWYN
CMYGGVTLHD
DLQARRYLQE
SNTLLRIYRD

NDVAWYQOQKP
EDLAVYFCQQ
SVVCFLNNFEY
LTKDEYERHN

PGKGLKWMGW
TATYFCARRG
MVTLGCLVKG
SSTWPSETVT
ELQGTALGNL
LLVDFDSKDI
NRLTEEKKVP
YNLYNSDVFC
KTINSENMHI

FLQRPGQSPQ
YYCLOHLEYFE
LNNFYPKDIN
YERHNSYTCE

HGKSLEWIGR
SAVYYCARST
SMVTLGCLVK
PSSTWPSETV
SELQGTALGN
DLLVDFDSKD
NNRLTEEKKV
KYNLYNSDVE
NKTINSENMH

GQSPKLLISY
DYNSPPTEFGG
PKDINVKWKI
SYTCEATHKT

21¢

50
100

20¢C
25¢C
30C

400
450
458

50
100
150
20¢C
214
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Recommended International Nonproprietary Names (Rec. INN): List 45
Dénominations communes internationales recommandées (DCI Rec.): Liste 45
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 45
(WHO Drug Information, Vol. 15, No. 1, 2001)

p.40 gemtuzumabum #
gemtuzumab insert the following sequence
gemtuzumab insérer la ségquence suivante
gemtuzumab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

EVQLVOSGRE VKKPGSSVKV SCKASGYTIT DSNIHWVRQA PGQSLEWIGY 50
IYPYNGGTDY NQKFKNRATL TVDNPTNTAY MELSSLRSED TAFYYCVNGN 100
PWLAYWGQGT LVTVSSASTK GPSVFPLAPC SRSTSESTAA LGCLVKDYFP 150
EPVITVSWNSG ALTSGVHTEP AVLQSSGLYS LSSVVTVPSS SLGTKTYTCN 20C
VDHKPSNTKV DKRVESKYGP PCPPCPAPEF LGGPSVFLEFP PKPKDTLMIS 25C
RTPEVTCVVV DVSQEDPEVQ FNWYVDGVEV HNAKTKPREE QFNSTYRVVS 300
VLTVLHODWL NGKEYKCKVS NKGLPSSIEK TISKAKGQPR EPQVYTLPPS 350
QEEMTKNQVS LTCLVKGFYP SDIAVEWESN GQPENNYKTT PPVLDSDGSE 400
FLYSRLTVDK SRWQEGNVFEFS CSVMHEALHN HYTQKSLSLS LGK 443

Light chain / Chaine légére / Cadena ligera

DIQLTQSPST LSASVGDRVT ITCRASESLD NYGIRFLTWE QQKPGKAPKL 50
LMYAASNQGS GVPSREFSGSG SGTEETLTIS SLQPDDFATY YCQQTKEVPW 100
SFGQGTKVEYV KRTVAAPSVF IFPPSDEQLK SGTASVVCLL NNFYPREAKV 150
QWKVDNALQS GNSQESVTEC DSKDSTYSLS STLTLSKADY EKHKVYACEV 20C
THQGLSSPVT KSFNRGEC 218

Recommended International Nonproprietary Names (Rec. INN): List 49
Dénominations communes internationales recommandées (DCI Rec.): Liste 49
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 49
(WHO Drug Information, Vol. 17, No. 2, 2003)

p.117 apolizumabum #
apolizumab insert the following sequence
apolizumab insérer la ségquence suivante
apolizumab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

QVQLOESGPG LVKPSETLSL TCTVSGFSLT NYGVHWVRQS PGKGLEWIGV 50
KWSGGSTEYN AAFISRLTIS KDTSKNQVSL KLNSLTAADT AVYYCARNDR 10C
YAMDYWGQGT LVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYEP 15C
EPVTVSWNSG ALTSGVHTFE AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVE LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSRDELTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQGN VEFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASENIY SYLAWYQQOKP GKAPKLLVSN 50
AKTLAEGVPS RFSGSGSGKQ FTLTISSLOP EDFATYYCQH HYGNSYPFGQ 10C
GTKLEIKRTV AAPSVFIFPE SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 15C
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

p.123 fontolizumabum #
fontolizumab insert the following sequence
fontolizumab insérer la séquence suivante
fontolizumab insertese la siguiente secuencia
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Heavy chain / Chalne lourde / Cadena pesada

QVQLVQSGAE LKKPGSSVKV
IDPSDGEVHY NQDFKDKATL
LPWFADWGQG TLVTVSSAST
PEPVTVSWNS GALTSGVHTE
NVNHKPSNTK VDKKVEPKSC
LMISRTPEVT CVVVDVSHED
RVVSVLTVLH QDWLNGKEYK
LPPSRDELTK NQVSLTCLVK
DGSFFLYSKL TVDKSRWQQG

SCKASGYIET
TVDKSTNTAY
KGPSVFPLAP
PAVLOSSGLY
DKTHTCEPCP
PEVKFNWYVD
CKVSNKALPA
GFYPSDIAVE
NVEFSCSVMHE

Light chain / Chalne I[égere / Cadena ligera

DIQMTQSPST LSASVGDRVT ITCKASENVD
ASNRYTGVPS RESGSGSGTL FTLTISSLQP
GTKVEVERTV AAPSVFIFPP SDEQLK3GTA
DNALQSGNSQ ESVTEQDSKL STYSLSSTLT

LSSPVTESFN RGEC

p.130 pascolizumabum #
pascolizumab
pascolizumab
pascolizumab

insert the following sequence
insérer la séquence suivante
insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

QVTLRESGPA
AHIYWDDDKR
ETVEYWYFDV
KDYFPEPVTV
TYICNVNHKP
PKDTLMISRT
NSTYRVVSVL
QVYTLPPSRE
VLDSDGSFFL
K

LVKPTQTLTL
YNPSLKSRLT
WGRGTPVTVE
SWNSGALTSG
SNTKVDKRVE
PEVTCVVVDV
TVLHQDWLNG
EMTKNQVSLT
YSKLTVDKSR

TCTFSGFSLS
ISKDTSRNQV
SASTKGPSVFE
VHTFPAVLQS
PKSCDKTHTC
SHEDPEVKEN
KEYKCKVSNK
CLVKGFYPSC
WOQGNVESCE

Light chain / Chaine légére / Cadena ligera

DIVLTQSPSS
LIYAASNLES
TFGQGTKVEI
QWKVDNALQS
THOGLSSPVT

p.135 teneliximabum #

L3ASVGDRVT
GIPSRFSGSG
KRTVAAPSVE
GNSQESVTEG
KSFNRCGEC

ITCKASQSVD
SGTDETETIS
IFPPSDEQLK
DSKDSTYSLS

teneliximab insert the following sequence
ténéliximab insérer la séquence suivante
teneliximab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

QIQLVQSGFE
INTHSGVPKY
NGNYDLAYFA
VEDYFPEPVT
QTYICNVNHK
KPKDTLMISR
YNSTYRVVSV
PQVYTLPPSR
PVLDSDGSEF
GK

LKKPGETVRI
VEDFKGRFAF
YWGQGTLVTV
VSWNSGALTS
PSNTKVDKKV
TPEVTCVVVD
LTVLHQDWLN
DELTKNQVSL
LYSKLTVDKS

SCKASGYAFT
SLETSANTAY
SAASTKGPSV
GVHTEFPAVLG
EPKSCDKTHT
VSHEDPEVKE
GKEYKCKVSN
TCLVKGEYPS
RWQOGNVESC

Light chain / Chaine légére / Cadena ligera

DIVLTQSPAT
ASHSISGIPS
GTKLEIKRTV
DNALQSGNSQ
LSSPVTKSEN

LSVTPGDRVS LSCRASQSIS
RESGSGSGSD FTLSINSVEP
AAPSVFIFPP SDEQLKSGTA
ESVTEQDSKD STYSLSSTLT

RGEC

SSWINWVKQA
MELSSLRSED
SSKSTSGGTA
SLSSVVTVPS
APELLGGPSV
GVEVHNAKTK
PIEKTISKAK
WESNGQPENN
ALHNHYTQKS

TYVSWYQQOKP
DDFATYYCGQ
SVVCLLKNFY
LSKADYEKHK

TSGMGVSWIR
VLTMTNMDPV
PLAPSSKSTS
SGLYSLSSVV
PPCPAPELLG
WYVDGVEVHN
ALPAPIEKTI
IAVEWESNGQ
VMHEALHNHY

YDGDSYMNWY
SLQPEDIATY
SGTASVVCLL
STLTLSKADY

Recommended International Nonproprietary Names (Rec. INN): List 50
Dénominations communes internationales recommandées (DCI Rec.): Liste 50
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 50
(WHO Drug Information, Vol. 17, No. 4, 2003)

TTGMQWVQEM
LOISNLKNED
FPLAPSSKST
SSGLYSLSSV
CPPCPAPELL
NWYVDGVEVH
KALPAPIEKT
DIAVEWESNG
SVMHEALHNH

DYLHWYQQKS
EDVGIYYCCH
SVVCLLNNEY
LSKADYEKHK

PGQGLEWIGR 50
TAVYYCARGE 100
ALGCLVKDYF 150
SSLGTQTYIC 200
FLFPPKPKDT 250
PREEQYNSTY 300
GQPREPQVYT 350
YKTTPPVLDS 400
LSLSPGE 447

GKAPKLLIYG 50
SYNYPFTFGQ 100
PREAKVQOWKYV 150
VYACEVTHQG 200

214

QPPGKGLEWL
DTATYYCARR
GGTAALGCLV
TVPSSSLGTC
GPSVFLFPPK
AKTKPREEQY
SKAKGQPREP
PENNYKTTPP
TQKSLSLSPG

QQKPGKAPKL
YCQQSNEDPE
NNEYPREAKV
EKHKVYACEV

50
100
150
200
250
300
350
400
450
451

50
100
150
200
218

PGKGLKWIGW
TATYFCVRSG
SGGTAALGCL
VTVPSSSLGT
GGPSVELEPP
NAKTKPREEQ
ISKAKGQPRE
QPENNYKTTP
YTQKSLSLSP

HESPRLLIKY
GHSFPWTEGG
PREAKVQWKV
VYACEVTHQG

50
100
150
200
250
300
350
400
450
452

50
100
150
200
214
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p.280 matuzumabum #
matuzumab insert the following sequence
matuzumab insérer la ségquence suivante
matuzumab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT SHWMHWVRQA PGQGLEWIGE 50
FNPSNGRTNY NEKFKSKATM TVDTSTNTAY MELSSLRSED TAVYYCASRL 100
YDYDGRYEFDY WGQGTLVTVS SASTKGPSVE PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTC 20C
TYICNVNHKP SNTKVDKKVE PKSCDKTHTC PPCPAPELLG GPSVFLEFPPK 25C
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 30C
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 35C
QVYTLPPSRL ELTKNQVSLT CLVKGEFYPSC IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCSASSSVT YMYWYQQKPG KAPKLLIYDT 50
SNLASGVPSR FSGSGSGTDY TEFTISSLQPE DIATYYCQQOW SSIIFTEGQG 100
TKVEIKRIVA APSVFIFPPS DEQLKSGTAS VVCLLNNEYE REAKVOWKVLC 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 20C
SSPVTKSFNR GEC 212

Recommended International Nonproprietary Names (Rec. INN): List 51
Dénominations communes internationales recommandées (DCI Rec.): Liste 51
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 51
(WHO Drug Information, Vol. 18, No. 1, 2004)

p.97 galiximabum #
galiximab insert the following sequence
galiximab insérer la séquence suivante
galiximab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

QVQLQOESGPG LVKPSETLSL TCAVSGGSIS GGYGWGWIRC PPGKGLEWIG 50
SFYSSSGNTY YNPSLKSQVT ISTDTSKNQF SLKLNSMTAZ DTAVYYCVRD 100
RLFSVVGMVY NNWFDVWGPG VLVTVSSAST KGPSVFPLAP SSKSTSGGTA 150
ALGCLVKDYF PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS 200
SSLGTQTYIC NVNHKPSNTK VDKKAEPKSC DKTHTCPPCP APELLGGPSV 250
FLFPPKPKDT LMISRTPEVT CVVVDVSHEL PEVKEFNWYVD GVEVHNAKTK 300
PREEQYNSTY RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK 350
GQPREPQVYT LPPSRDELTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN 400
YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG NVEFSCSVMHE ALHNHYTQKS 450
LSLSPGK 457

Light chain / Chaine légére / Cadena ligera

ESALTQPPSV SGAPGQKVTI SCTGSTSNIG GYDLHWYQQL PGTAPKLLIY 50
DINKRPSGIS DRFSGSKSGT AASLAITGLQ TEDEADYYCC SYDSSLNAQV 100
FGGGTRLTVL GQPKAAPTVT LFPPSSEELC ANKATLVCLI SDFYPGAVTV 150
AWKADSSPVK AGVETTTPSK QSNNKYAASS YLSLTPEQWK SHRSYSCQVT 200

HEGSTVEKTV APTECS 216
p.102 pritumumabum #
pritumumab insert the following sequence
pritumumab insérer la ségquence suivante
pritumumab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGLE LVQPGGSLRL SCAASGFTFS NYAMSWVRQA PGKGLEWVSA 50
ITPSGGSTNY ADSVKGRFTI SRDNSQONTLY LOMNSLRVEC TAVYICGRVE 100
YRSTWYPLYW GQOGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCF PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTF EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHODWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPC 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QOQGNVEFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine 1égére / Cadena ligera

DIOMTQSPSS LSASVGDRVT ITCRASQDIS NYLAWEQQKE GKAPKSLIYA 50
ASSLHSKVPT QFSGSGSGTL FTLTISSLQP EDFATYYCLC YSTYPITFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKLD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214
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Recommended International Nonproprietary Names (Rec. INN): List 52
Dénominations communes internationales recommandées (DCI Rec.): Liste 52
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 52
(WHO Drug Information, Vol. 18, No. 3, 2004)

p.246 adecatumumabum #
adecatumumab insert the following sequence
adécatumumab insérer la ségquence suivante
adecatumumab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada
SCAASGETFS SYGMIWVRQA PGKGLEWVAV 50
SRDNSKNTLY LOMNSLRAED TAVYYCAKDM 100
YYGMDVWGQG TTVTVSSAST KGPSVFPLAP SSKSTSGGTA 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS 20C
NVNHKPSNTK VDKKVEPKSC DKTHTCPPCF APELLGGPSV 25C
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK 350
LPPSRDELTK NQVSLTCLVK GEYPSDIAVE WESNGQPENN 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS 450

EVQLLESGGG
ISYDGSNKYY
GWGSGWRPYY
ALGCLVKDYF
SSLGTQTYIC
FLFPPKPKDT
PREEQYNSTY
GQPREPQVYT
YKTTPPVLDS
LSLSPGK

VVQPGRSLRL
ADSVKGRFTI

Light chain / Chaine légére / Cadena ligera
ITCRTSQSIS SYLNWYQOKE GQPPKLLIYW 50
FTLTISSLQF EDSATYYCQQ SYDIPYTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFEY PREAKVQWKYV 150
STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C

ELOMTQSESS
ASTRESGVPD

DNALQSGNSQ
LSSPVTKSEN

L3ABVGDRVT
RFSGSGSGTL

ESVTEQDSKD
RGEC

Recommended International Nonproprietary Names (Rec. INN): List 54
Dénominations communes internationales recommandées (DCI Rec.): Liste 54
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 54
(WHO Drug Information, Vol. 19, No. 3, 2005)

p.257 inotuzumabum ozogamicinum #
inotuzumab ozogamicin insert the following sequence
inotuzumab ozogamicine insérer la séquence suivante
inotuzumab ozogamicina insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

QLVOSGAEVK
PGNNYATYRR
NYGAWFAYWG
YFPEPVTVSW
TCNVDHKPSN
MISRTPEVTC
VVSVLTVLHG
PPSQEEMTKN
GSFFLYSRLT

KPGASVKVSC
KFQGRVTMTA
QGTLVTVSSA
NSGALTSGVH
TKVDKRVESK
VVVDVSQEDP
DWLNGKEYKC
QVSLTCLVKG
VDKSRWQEGN

KASGYRFTNY WIHWVRQAPG
DTSTSTVYME LSSLRSEDTA
STKGPSVFPL APCSRSTSES
TEFPAVLQSSG LYSLSSVVTV
YGPPCPPCPA PEFLGGPSVE
EVQFNWYVDG VEVHNAKTKP
KVSNKGLPSS IEKTISKAKG
FYPSDIAVEW ESNGQPENNY
VFSCSVMHEA LHNHYTQKSL

Light chain / Chalne légére / Cadena ligera

DVQVTQSPSS
LLIYGISNRF
YTEGQGTKVE
VQWKVDNALG
VTHQGLSSPV

p.262 raxibacumabum #

LSASVGDRVT
SGVPDRFSGS

ITCRSSQSLA NSYGNTFLSW
GSGTDFTLTI SSLOPEDFAT

IKRTVAAPSV FIFFPSDEQL KSGTASVVCL

SGNSQESVTE
TKSFNRGEC

QDSKDSTYSL SSTLTLSKAL

raxibacumab insert the following sequence
raxibacumab insérer la séquence suivante
raxibacumab insertese la siguiente secuencia

457

214

QGLEWIGGIN
VYYCTREGYG
TAALGCLVKD
PSSSLGTKTY
LFPPKPKDTL
REEQFNSTYR
QPREPQVYTL
KTTPPVLDSD
SLSLGK

YLHKPGKAPQ
YYCLQGTHQP
LNNFYPREAK
YEKHKVYACE

5C
100
150
20¢C
25C
300
350
400
446

5C
100
150
20¢C
219
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Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGG LVQPGGSLRL SCAASGFTFS SYAMSWVRQA PGKGLEWVSA 50
ISGSGGSTYY ADSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCARQI 100
WGRFEYWGRG TTVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTEF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 20C
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT 25C
LMISRTPEVT CVVVDVSHED PEVKFNWYVC GVEVHNAKTK PREEQYNSTY 30C
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 35C
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera

QSVLTQPPSA SGTPGORVTI SCSGSSSNIG SNTVNWYQQL PGTAPKLLIY 50
SNNQRPSGVP DRFSGSKSGT SASLAISGLE SEDEADYYCA AWDDSLNGVV 100
FGGGTKLTVL GQPKAAPSVT LFPPSSEELQ ANKATLVCLI SDFYPGAVTV 150
AWKADSSPVK AGVETTTPSK QSNNKYAASS YLSLTPEQWK SHRSYSCQVT 20C

HEGSTVEKTV APTECS 216
p.266 tefibazumabum #
tefibazumab insert the following sequence
téfibazumab insérer la séquence suivante
tefibazumab insertese la siguiente secuencia

Heavy chain/ Chaine lourde / Cadena pesada

QVQLKESGPG LVKPSQTLSI TCTISGESLS RYSVHWVRQP PGKGLEWLGM 50
IWGGGNTDYN SALKSRLSIS KDNSKNQVFL KMNSLTAADT AVYYCARKGE 100
FYYGYDGEVY WGQGTLVIVS S 221

Light chain / Chaine légére / Cadena ligera

DIVMTQSPDS LAVSLGERVT MNCKSSQSVL YSSNQKNYLA WYQQKPGQSE 50
KLLIYWASTR ESGVPDRESG SGSGTDETLT ISSVQAEDLA VYYCHQYLSS 100
YTFGGGTKLE IK 112

Recommended International Nonproprietary Names (Rec. INN): List 55
Dénominations communes internationales recommandées (DCI Rec.): Liste 55
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 55
(WHO Drug Information, Vol. 20, No. 1, 2006)

p.39 bapineuzumabum #
bapineuzumab insert the following sequence
bapineuzumab insérer la séquence suivante
bapineuzumab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGG LVQPGGSLRL SCAASGFTFS NYGMSWVRQA PGKGLEWVAS 50
IRSGGGRTYY SDNVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCVRYD 100
HYSGSSDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DVVMTQSPLS LPVTPGEPAS 1SCKSSQSLL DSDGKTYLNW LLQKPGQSPQ 50
RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCWQGTHFP 100
RTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

p.45 mapatumumabum #
mapatumumab insert the following sequence
mapatumumab insérer la ségquence suivante
mapatumumab insertese la siguiente secuencia
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VEMPGASVKL
FNPISGTAGS AEKFRGRVAM
RGNTFDPWGQ GTLVTVSSAS
FPEPVTVEWN SGALTSGVHT
CNVNHKPSNT KVDKRVEPKS
TLMISRTPEV TCVVVDVSHE
YRVVSVLTVL HQDWLNGKEY
TLPPSREEMT KNQVSLTCLV
SDGSFFLYSK LTVDKSRWQO

SCRVSGDTET
TRDTSISTAY
TKGPSVFPLA
FPAVLQSSGL
CDKTHTCPPC
DPEVKFNWYV
KCKVSNEALP
KGFYPSDIAV
GNVFSCSVMH

Light chain / Chaine légere / Cadena ligera

QSALTQPASV SGSPGQSITIL
YEVSNRPSGV SSRFSGSKSG
FGGGTKVTVL GQPKAAPSVT
AWKADSSPVK AGVETTTPSK

HEGSTVEETV APTECS

p.47 pagibaximabum #

SCTGTSSDIG
QTASLTISGL
LFPPSSEELQ
QOSNNKYRASS

pagibaximab insert the following sequence
pagibaximab insérer la séquence suivante
pagibaximab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada
SCAASGEFTFN NYAMNWVRQA PGKGLEWVAR
TISRDDSQSM LYLOMNNLKT EDTAMYYCVR
VSSEFASTKG PSVFPLAPSS KSTSGGTAAL
LTSGVHTFPA VLQSSGLYSL SSVVTVPSSE
KKVEPKSCDK THTCPPCPAP ELLGGPSVFL
VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR
WLNGKEYKCK VSNKALPAPI LKTISKAKGQ
VSLTCLVKGE YPSDIAVEWE SNGQPENNYK
DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS

EVMLVESGGG
IRSKSNNYAT
RGASGIDYAM
GCLVKDYFPE
LGTQTYICNV
FPPKPKDTLM
LEEQYNSTYRV
PREPQVYTLP
TTPPVLDSDG
LSPGK

LVQPKGSLKL
FYADSVKDREF
DYWGQGTSLT
PVTVSWNSGA
NHKPSNTKVD
ISRTPEVTCV
VSVLTVLIIQD
PSRDELTKNQ
SFFLYSKLTV

Light chain / Chaine légére / Cadena ligera
MTCRASSSVN YMHWYQQKPG SSPKPWISAT
SLTISRVEAE DAATYYCQQOW SSNPPTEFGGG
DEQLKSGTAS VVCLLNNEYP REAKVQWKVD
TYSLSSTLTL SKADYEKHKV YACEVTIIQGL

DIVLSQSPAT
SNLASGVPAR
TMLEIKRTVA
NALQSGNSQE
SSPVTKSFNR

p.55 volociximabum #

LSASPGEKVT
FSGSGSGTSY
APSVFIFPPS
SVTEQDSKDS
GEC

volociximab insert the following sequence
volociximab insérer la séquence suivante
volociximab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

LVAPSQSLSI TCTISGESLT
SALKSRMTIR KDNSKSQVEL
LDYWGQGTSV TVSSASTKGP
VTVSWNSGAL TSGVHTEFPAV
HKPSNTKVDK RVESKYGPPC
PEVTCVVVDV SQEDPEVQEN
TVLHQDWLNG KEYKCKVSNK
EMTKNQVSLT CLVKGFYPSD
YSRLTVDKSR WQEGNVESCS

QVQLKESGFG
IWSDGSSTYN
YYGMTTTGDA
CLVKDYFPEP
GTKTYTCNVD
PKDTLMISRT
NSTYRVVSVL
QVYTLPPSCE
VLDSDGSFFL
K

Light chain / Chaine légére / Cadena ligera

MSASLGERVT MTCTASSSVS
ARFSGSGSGT SYSLTISSME
VAAPSVEFIFP PSDEQLKSGT
QESVTEQDSK DSTYSLSSTL

QIVLTQSPAL
STSNLASGVP
GGTKLEIKRT
VDNALQSGKNS
GLSSPVTKSE

NRGEC

AYFIHWVRQA PGQGLEWMGW 50
MELNRLTFDC TAVYYCARQH 100
PSSKSTSGGT AALGCLVEDY 150
YSLSSVVTIVP SSSLGTQTYI 20C
PAPELLGGPS VFLFPPKPKD 25C
DGVEVHNAKT KPREEQYNST 300
APIEKTISKA KGQPREPQVY 350
EWESNGQPEN NYKTTPPVLD 400
EALHNHYTQK SLSLSPGK 448

AYKYVSWYQQ HPGKAPKLVI 50
QADDEADYYC NSYQGYNTWV 100
ANKATLVCLI SDFYPGAVTV 150
YLSLTPEQWK SHRSYSCQVT 20C

216

50
100
150
200
250
30¢C
35¢C
40C
45C
45E

DYGVHWVRCP PGKGLEWLVV
IMNSLQTDDS AMYYCARHGT
SVFPLAPCSR STSESTAALG
LOSSGLYSLS SVVTIVPSSSL
PSCPAPEFLG GPSVFLFPPK
WYVDGVEVHN AKTKPREEQF
GLPSSIEKTI SKAKGQPREP
IAVEWESNGQ PENNYKTTPP
VMHEALHNHY TQKSLSLSLG

SNYLHWYQQK PGSAPNLWIY
AEDAATYYCH QYLRSPPTEG
ASVVCLLNNE YPREAKVQWK
TLSKADYEKH KVYACEVTHQ

Recommended International Nonproprietary Names (Rec. INN): List 57

Dénominations communes internationales recommandées (DCI Rec.): Liste 57
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 57
(WHO Drug Information, Vol. 21, No. 1, 2007)

50
100
150
200
250
300
350
400
450
451
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p.82 panitumumabum #
panitumumab insert the following sequence
panitumumab insérer la ségquence suivante
panitumumab insertese la siguiente secuencia

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPC
GHIYY3GNTN
RVTGAFDIWG
YFPEPVTV3W
TCNVDHKPSN
ISRTPEVTCV
VSVLTVVHQD
PSREEMTKNG
SFFLYSKLTV

LVKPSETLSL TCTVSGGSVS
YNPSLKSRLT ISIDTSKTQF
QGTMVTVSSA STKGPSVEPL
NSGALTSGVH TFPAVLQSSG
TKVDKTVERK CCVECPPCPA
VVDVSHEDPE VQFNWYVDGV
WLNGKEYKCK VSNKGLPAPI
VSLTCLVKGEF YPSDIAVEWE
DKSRWQQGNV FSCSVMHEAL

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS
ASNLETGVPS
GTKVEIKRTV
DNALQSGNSC
LSSPVTKSFN

LSASVGDRVT ITCQASQDIS
RFSGSGSGTD FTFTISSLOP
AAPSVFIFPF SDEQLKSGTA
ESVTEQDSKD STYSLSSTLT
RGEC

SGDYYWTWIR
SLKLSSVTAA
APCSRSTSES
LYSL33VVTV
PPVAGPSVFL
EVHNAKTKPR
EKTISKTKGY
SNGQPENNYK
HNHYTQKSLS

NYLNWYQOKF
EDIATYFCQH
SVVCLLNNFY
LSKADYEKHK

Recommended International Nonproprietary Names (Rec. INN): List 80
Dénominations communes internationales recommandées (DCI Rec.): Liste 80
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 80
(WHO Drug Information, Vol. 32, No. 3, 2018)

p.468 lifileucelum
lifileucel replace the description by the following one
lifileucel remplacer la description par la suivante
lifileucel sustitlyase la descripcién por la siguiente

QSPGKGLEWTL
DTAIYYCVRD
TAALGCLVKD
PSSNEGTQTY
FPPKPKDTLM
EEQFNSTFRV
PREPQVYTLP
TTPPMLDSDG
LSPGK

GKAPKLLIYD
FDHLPLAFGG
PREAKVQWKV
VYACEVTHQG

50
100
150
200
250
300
350
400
445

50
100
150
200
214

human culture expanded activated autologous tumour-

infiltrating lymphocytes (TIL) isolated from melanoma or
other advanced malignant solid tumours (such as
cervical carcinoma and non-small cell lung cancer). The
cells are mechanically isolated from the resected
metastatic tumour biopsies and culture-expanded using
a three-step protocol consisting of (1) a pre-rapid

expansion phase (Pre-REP); (2) the rapid expansion

phase (REP) where the cell suspension is cultured in the
presence of feeder cells (irradiated allogeneic
mononuclear cells from healthy donors), human
recombinant interleukin 2 (IL-2), human AB serum and
OKT3 anti-CD3 antibody (muromonab-CD3) for T
lymphocyte activation; and (3) expansion in media
containing IL-2 and human AB serum.
The final substance consists predominantly

of CD45*CD3"* T lymphocytes 294% (CD4" and
CD8" cells 275%) and low levels of impurities CD3"
CD16*CD56" (NK cells), CD3'CD20* (B lymphocytes),
and CD14* (monocytes) (together <6%). The T
lymphocytes secrete interferon gamma (IFN-y) as
measured in an allogeneic cell-based co-culture assay

lymphocytes humains infiltrant les tumeurs (TIL),
autologues, actives et cultivés, isolés a partir de
mélanomes ou d'autres tumeurs solides (telles que le
carcinome cervical ou le cancer du poumon non a petites
cellules) malignes avancées. Les cellules sont isolées
mécaniquement a partir de biopsies de tumeurs
métastatiques réséquées et expansées en culture a

I'aide
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d'un protocole en trois étapes comprenant (1) une phase
d'expansion pré-rapide (Pre-REP); (2) une phase
d'expansion rapide (REP), ou la suspension cellulaire est
cultivée en présence de cellules nourriciéres (cellules
mononucléaires allogéniques irradiées de donneurs
sains), d'interleukine 2 (IL-2) humaine recombinante, de
sérum AB humain et d'anticorps anti-CD3 OKT3
(muromonab-CD3) pour I'activation des lymphocytes T;
et (3) une expansion dans un milieu contenant de I'lL-2
et du sérum AB humain.

La substance finale se compose principalement de 294%
de lymphocytes T CD45*CD3" (=275% de cellules

CD4" et CD8") et de faibles niveaux d'impuretés CD3"
CD16"CD56" (cellules NK), CD3*CD20* (lymphocytes B)
et CD14* (monocytes) (ensemble <6%). Les
lymphocytes T sécrétent de l'interféron gamma (IFN-

y) mesuré dans un test basé sur une co-culture avec des
cellules allogéniques

linfocitos infiltrantes de tumor (TIL) humanos, autélogos,
activados y expandidos en cultivo, aislados de
melanoma u otros tumores sélidos (tal como carcinoma
cervical o cancer de pulmén de células no pequefias)
malignos avanzados. Las células se aislan
mecanicamente de biopsias de tumor metastasico
resecado y se expanden en cultivo usando un protocolo
en tres pasos consistente en (1) una fase de expansion
pre rapida (Pre-REP); (2) una fase de expansion rapida
(REP), donde la suspension celular se cultiva en
presencia de células alimentadoras (células
mononucleares alogénicas de donantes sanos
irradiadas), interleuquina 2 (IL-2) humana recombinante,
suero AB humano y el anticuerpo anti-CD3 OKT3
(muromonab-CD3) para la activaciéon de linfocitos T; y
(3) expansién en medio que contiene IL-2 y suero AB
humano.

La substancia final consiste predominantemente en
294% de linfocitos T CD45°CD3" (275% células CD4" y
CD8") y bajos niveles de impurezas CD3"

CD16*CD56" (células NK), CD3'CD20" (linfocitos B) y
CD14* (monocitos) (en conjunto <6%). Los linfocitos T
secretan interferén gamma (IFN-y) medido en un ensayo
basado en cocultivo con células alogénicas

Recommended International Nonproprietary Names (Rec. INN): List 88
Dénominations communes internationales recommandées (DCI Rec.): Liste 88
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 88
(WHO Drug Information, Vol. 36, No. 3, 2022)

p.780- linvoseltamabum #
782 linvoseltamab replace the structure by the following one
linvoseltamab remplacer la structure par la suivante

linvoseltamab sustityase la estructura por la siguiente
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Heavy chain / Chaine lourde / Cadena pesada (anti-TNFRSF17)

EVQLVESGGG LVQPGGSLRL SCAASGFTFS NFWMTWVRQA PGKGLEWVAN 50
MNQDGSEKYY VDSVKGRFTI SRDNAKSSLY LQMNSLRAED TAVYYCARDR 100
EYCISTSCYD DFDYWGQGTL VTVSSASTKG PSVFPLAPCS RSTSESTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 200
LGTKTYTCNV DHKPSNTKVD KRVESKYGPP CPPCPAPPVA GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SQEDPEVQFN WYVDGVEVHN AKTKPREEQF 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK GLPSSIEKTI SKAKGQPREP 350
QVYTLPPSQE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSRLTVDKSR WQEGNVFSCS VMHEALHNHY TQKSLSLSLG 450
K 451

Heavy chain / Chaine lourde / Cadena pesada (anti-CD3E)

EVQLVESGGG LVQPGRSLRL SCAASGFTFD DYSMHWVRQA PGKGLEWVSG 50
ISWNSGSKGY ADSVKGRFTI SRDNAKNSLY LQMNSLRAED TALYYCAKYG 100
SGYGKFYHYG LDVWGQGTTV TVSSASTKGP SVFPLAPCSR STSESTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTKTYTCNVD HKPSNTKVDK RVESKYGPPC PPCPAPPVAG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS QEDPEVQFNW YVDGVEVHNA KTKPREEQFN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKG LPSSIEKTIS KAKGQPREPQ 350
VYTLPPSQEE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SRLTVDKSRW QEGNVFSCSV MHEALHNRFT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQKP GKAPKLLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SYSTPPITFG 100
QGTRLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  152-208  265-325  371-429

22"-96" 151"-207" 264"-324" 370"-428"
(intra CDR3 111-112.1)  103-108 -t63*=168"
Intra-L (C23-C104) 23'-88'  135-195'

23"-88" 135"-195"

Inter-H-L (CHI 10-CL 126) 139-215" 138"-215"
Inter-H-H (h 8, h 11) 231-230" 234-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4: 301, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO bi: ios complejos ilad

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 451, 450"

Recommended International Nonproprietary Names (Rec. INN): List 89
Dénominations communes internationales recommandées (DCI Rec.): Liste 89
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(WHO Drug Information, Vol. 37, No. 1, 2023)

p.153-  nexiguranum

155 nexiguran replace the chemical name by the following one
néxiguran remplacer le nom chimique par le suivant
nexiguran sustitiyase el nombre quimico por el siguiente

all-P-ambo-2'-O-methyl-P-thioadenylyl-(3'—5')-2'-O-methyl-P-
thioadenylyl-(3'—5')-2'-O-methyl-P-thioadenylyl-(3'—5')-
guanylyl-(3'—5'")-guanylyl-(3'—=5'")-cytidylyl-(3'—5")-uridylyl-(3'
—5")-guanylyl-(3'—5")-cytidylyl-(3'—5")-uridylyl-(3'—5')-
guanylyl-(3'—5'")-adenylyl-(3'—5")-uridylyl-(3'—5')-guanylyl-(3'
—5')-adenylyl-(3'—5'")-cytidylyl-(3'—5')-adenylyl-(3'=5')-
cytidylyl-(3'—5")-cytidylyl-(3'—5'")-uridylyl-(3'—5')-guanylyl-(3'
—5")-uridylyl-(3'—5")-uridylyl-(3'—5")-uridylyl-(3'—5")-uridylyl-
(3'—5")-adenylyl-(3'—5")-guanylyl-(3'—5')-adenylyl-(3'—=5')-2'-
O-methylguanylyl-(3'—5')-2'-O-methylcytidylyl-(3'—~5')-2'-O-
methyluridylyl-(3'—5')-2'-O-methyladenylyl-(3'—5')-2'-O-
methylguanylyl-(3'—5')-2'-O-methyladenylyl-(3'—~5')-2"-O-
methyladenylyl-(3'—5')-2'-O-methyladenylyl-(3'—5')-2'-O-
methyluridylyl-(3'—5')-2'-O-methyladenylyl-(3'—5')-2'-O-
methylguanylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5')-adenylyl-
(3'—5'")-adenylyl-(3'—5')-guanylyl-(3'—5')-uridylyl-(3'—5")-
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uridylyl-(3'—5")-adenylyl-(3'—5'")-adenylyl-(3'—5')-adenylyl-(3'
—5')-adenylyl-(3'—5")-uridylyl-(3'—5')-adenylyl-(3'—5')-
adenylyl-(3'—=5'")-guanylyl-(3'—=5'")-guanylyl-(3'—=5')-cytidylyl-(3'
—5'")-uridylyl-(3'—5')-adenylyl-(3'—5')-guanylyl-(3'—~5')-
uridylyl-(3'—5")-cytidylyl-(3'—5')-cytidylyl-(3'—5')-guanylyl-(3'
—5"-uridylyl-(3'—5'")-uridylyl-(3'—5'")-adenylyl-(3'—5'")-uridylyl-
(3'—=5")-cytidylyl-(3'—5")-adenylyl-(3'—5')-2'-O-methyladenylyl-
(3'—5'")-2"-O-methylcytidylyl-(3'—=5")-2'-O-methyluridylyl-(3'—~
5')-2'-O-methyluridylyl-(3'—5')-2'-O-methylguanylyl-(3'—5')-2'-
O-methyladenylyl-(3'—5')-2'-O-methyladenylyl-(3'—5')-2'-O-
methyladenylyl-(3'—5')-2'-O-methyladenylyl-(3'—5')-2"-O-
methyladenylyl-(3'—5')-2'-O-methylguanylyl-(3'—5')-2'-O-
methyluridylyl-(3'—5')-2'-O-methylguanylyl-(3'—5')-2'-O-
methylguanylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5')-2'-O-
methyladenylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5')-2'-O-
methylcytidylyl-(3'—5')-2'-O-methylguanylyl-(3'—~5')-2'-O-
methyladenylyl-(3'—5')-2'-O-methylguanylyl-(3'—5')-2"-O-
methyluridylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5')-2'-O-
methylguanylyl-(3'—5')-2'-O-methylguanylyl-(3'—5')-2'-O-
methyluridylyl-(3'—5')-2'-O-methylguanylyl-(3'—5')-2'-O-
methylcytidylyl-(3'—5')-2'-O-methyl-P-thiouridylyl-(3'—5')-2'-O-
methyl-P-thiouridylyl-(3'—5')-2'-O-methyl-P-thiouridylyl-(3'—
5')-2'-O-methyluridine

tout-P-ambo-2'-O-méthyl-P-thioadénylyl-(3'—5')-2'-O-méthyl-
P-thioadénylyl-(3'—5')-2'-O-méthyl-P-thioadénylyl-(3'—5')-
guanylyl-(3'—5")-guanylyl-(3'—5")-cytidylyl-(3'—5")-uridylyl-(3'
—5')-guanylyl-(3'—5'")-cytidylyl-(3'—5")-uridylyl-(3'—>5')-
guanylyl-(3'—5'")-adénylyl-(3'—=5")-uridylyl-(3'—5')-guanylyl-(3'
—5')-adénylyl-(3'—=5'")-cytidylyl-(3'—5")-adénylyl-(3'—5')-
cytidylyl-(3'—5")-cytidylyl-(3'—5")-uridylyl-(3'—5')-guanylyl-(3'
—5")-uridylyl-(3'—5")-uridylyl-(3'—5'")-uridylyl-(3'—5")-uridylyl-
(3'—5'")-adénylyl-(3'—5')-guanylyl-(3'—5')-adénylyl-(3'—=5")-2'"-
O-méthylguanylyl-(3'—5')-2'-O-méthylcytidylyl-(3'—5')-2'-O-
méthyluridylyl-(3'—5')-2'-O-méthyladénylyl-(3'—5')-2'-O-
méthylguanylyl-(3'—5')-2'-O-méthyladénylyl-(3'—5')-2"-O-
méthyladénylyl-(3'—5")-2"-O-méthyladénylyl-(3'—5')-2'-O-
méthyluridylyl-(3'—5')-2'-O-méthyladénylyl-(3'—5')-2'-O-
méthylguanylyl-(3'—5')-2'-O-méthylcytidyl-(3'—5")-adénylyl-(3'
—5"-adénylyl-(3'—5")-guanylyl-(3'—5")-uridylyl-(3'—5')-
uridylyl-(3'—5')-adénylyl-(3'—5')-adénylyl-(3'—5')-adénylyl-(3'
—5')-adénylyl-(3'—=5'")-uridylyl-(3'—5')-adénylyl-(3'—~5')-
adénylyl-(3'—5")-guanylyl-(3'—5'")-guanylyl-(3'—5'")-cytidylyl-(3'
—5"-uridylyl-(3'—5')-adénylyl-(3'—5")-guanylyl-(3'—5')-
uridylyl-(3'—5'")-cytidylyl-(3'—5")-cytidylyl-(3'—5')-guanylyl-(3'
—5'")-uridylyl-(3'—5")-uridylyl-(3'—=5")-adénylyl-(3'—=5")-uridylyl-
(3'—5")-cytidylyl-(3'=5")-adénylyl-(3'—=5')-2'-O-méthyladénylyl-
(3'—5'")-2"-O-méthylcytidylyl-(3'—5')-2'-O-méthyluridylyl-(3'—~
5")-2'-O-méthyluridylyl-(3'—5')-2'-O-méthylguanylyl-(3'—5')-2'-
O-méthyladénylyl-(3'—5')-2'-O-méthyladénylyl-(3'—5')-2"-O-
méthyladénylyl-(3'—5")-2"-O-méthyladénylyl-(3'—5')-2'-O-
méthyladénylyl-(3'—5')-2"-O-méthylguanylyl-(3'—5')-2'-O-
méthyluridylyl-(3'—5')-2'-O-méthylguanylyl-(3'—5')-2'-O-
méthylguanylyl-(3'—5')-2'-O-méthylcytidylyl-(3'—5')-2'-O-
méthyladenylyl-(3'—5")-2"-O-méthylcytidylyl-(3'=5')-2'-O-
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méthylcytidylyl-(3'—5')-2"-O-méthylguanylyl-(3'—5')-2'-O-
méthyladénylyl-(3'—5')-2'-O-méthylguanylyl-(3'—5')-2"-O-
méthyluridylyl-(3'—5')-2'-O-méthylcytidylyl-(3'—5')-2'-O-
méthylguanylyl-(3'—5')-2"-O-méthylguanylyl-(3'—5')-2'-O-
méthyluridylyl-(3'—5')-2'-O-méthylguanylyl-(3'—5')-2'-O-
méthylcytidylyl-(3'—5')-2'-O-méthyl-P-thiouridylyl-(3'—5')-2'-O-
méthyl-P-thiouridylyl-(3'—5')-2'-O-méthyl-P-thiouridylyl-(3'—
5')-2'-O-méthyluridine

todo-P-ambo-2'-O-metil-P-tioadenilil-(3'—~5')-2'-O-metil-P-
tioadenilil-(3'—5')-2'-O-metil-P-tioadenilil-(3'—~5'")-guanilil-(3'~
5")-guanilil-(3'—=5'")-citidilil-(3'—5")-uridilil-(3'—5')-guanilil-(3'—
5")-citidilil-(3'—5")-uridilil-(3'~5'")-guanilil-(3'—~5')-adenilil-(3'—
5")-uridilil-(3'—5')-guanilil-(3'—5")-adenilil-(3'=5")-citidilil-(3'—
5"-adenilil-(3'=5'")-citidilil-(3'~5")-citidilil-(3'~5'")-uridilil-(3'—~
5")-guanilil-(3'—=5")-uridilil-(3'—=5")-uridilil-(3'~5')-uridilil-(3'~5'")-
uridilil-(3'—5'")-adenilil-(3'—5")-guanilil-(3'=5')-adenilil-(3'=5")-
2'-O-metilguanilil-(3'—5')-2'-O-metilcitidilil-(3'~5')-2'-O-
metiluridilil-(3'—5")-2'-O-metiladenilil-(3'—5')-2'-O-metilguanilil-
(3'—5")-2"-O-metiladenilil-(3'5")-2"-O-metiladenilil-(3'~5'")-2"-
O-metiladenilil-(3'—5')-2'-O-metiluridilil-(3'=5')-2'-O-
metiladenilil-(3'—5')-2'-O-metilguanilil-(3'—5')-2'-O-metilcitidil-
(3'—5")-adenilil-(3'>5")-adenilil-(3'=5'")-guanilil-(3'—5'")-uridilil-
(3'—=5")-uridilil-(3'—=5'")-adenilil-(3'—5')-adenilil-(3'=5")-adenilil-
(3'—5")-adenilil-(3'—=5")-uridilil-(3'—5')-adenilil-(3'5")-adenilil-
(3'—5")-guanilil-(3'=5")-guanilil-(3'—=5'")-citidilil-(3'—5")-uridilil-
(3'—5")-adenilil-(3'=5")-guanilil-(3'—=5'")-uridilil-(3'—5")-citidilil-
(3'—5")-citidilil-(3'=5'")-guanilil-(3'—5')-uridilil-(3'~5'")-uridilil-(3'
—5'")-adenilil-(3'—5")-uridilil-(3'—5'")-citidilil-(3'>5")-adenilil-(3'
—5')-2'-O-methiladenilil-(3'—=5')-2'-O-metilcitidilil-(3'~5')-2'-O-
metiluridilil-(3'—5')-2"-O-metiluridilil-(3'—5')-2'-O-metilguanilil-
(3'—5'")-2'-O-metiladenilil-(3'=5")-2"-O-metiladenilil-(3'~5'")-2'"-
O-metiladenilil-(3'—5')-2'-O-metiladenilil-(3'—5')-2'"-O-
metiladenilil-(3'—5')-2'-O-metilguanilil-(3'—5')-2"-O-metiluridilil-
(3'—>5")-2"-O-metilguanilil-(3'—5")-2'-O-metilguanilil-(3'~5')-2'"-
O-metilcitidil-(3'~5')-2'-O-metiladenilil-(3'~5')-2'"-O-
metilcitidilil-(3'—5')-2'-O-metilcitidil-(3'—5')-2'-O-metilguanilil-
(3'—5")-2"-O-metiladenilil-(3'=5")-2'-O-metilguanilil-(3'=5')-2'"-
O-metiluridilil-(3'—5")-2'-O-metilcitidil-(3'~5')-2'-O-
metilguanilil-(3'—5')-2'-O-metilguanilil-(3'~5")-2'-O-metiluridilil-
(3'—5'")-2'-O-metilguanilil-(3'—5")-2"-O-metilcitidil-(3'~5")-2"-O-
metil-P-tiouridilil-(3'—5')-2'-O-metil-P-tiouridilil-(3'~5")-2'-O-
metil-P-tiouridilil-(3'~5')-2'-O-metiluridina
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p.149-
151

silevimigum #

replace the description and structure by the following ones
remplacer la description et la structure par les suivantes
sustitiyase la descripcion y la estructura por las siguientes
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immunoglobulin (G1_L-kappa)_scFv-G1(h-CH2-CH3), anti-[rabies lyssavirus
(rabies virus, RABV) glycoprotein G epitope 1lI] and anti-[rabies lyssavirus
(rabies virus, RABV) glycoprotein G epitope 1] Homo sapiens monoclonal
antibody, bispecific;

gamma1 heavy chain Homo sapiens, anti-RABV glycoprotein G epitope Ill
(1-448) [VH (Homo sapiens IGHV3-30%18 (95.9%) -(IGHD) -IGHJ4*01
(92,9%), CDR-IMGT [8.8.11] (26-33.51-58.97-107)) (1-118) -Homo sapiens
IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12, M14, G1v32 CH3 W22
(knob), G1v74 CH3 C10 (CH1 (119-216), hinge 1-15 (217-231), CH2 (232-
341), CH3 E12 (357), M14 (359), T22>W (367), S10>C (355) (342-446),
CHS (447-448)) (119-448)], (221-214")-disulfide with kappa light chain Homo
sapiens, anti-RABV glycoprotein G epitope Il (1'-214") [V-KAPPA (Homo
sapiens IGKV1-39*01 (88.4%) -IGKJ1*01 (100%), CDR-IMGT [6.3.9] (27'-
32'.50'-52'.89'-97")) (1'-107') -Homo sapiens IGKC*01 (100%), Km3 A45.1
(153'), V101 (191') (108'-214")];

scFv-G1(h-CH2-CH3) heavy chain Homo sapiens, anti-RABV glycoprotein G
epitope | (1"-488") [VH (Homo sapiens IGHV1-69*01 (91.8%) -(IGHD) -
IGHJ5*02 (100%), CDR-IMGT [8.8.20] (26"-33".51"-58".97"-116")) (1"-127")
-15-mer tris(tetraglycyl-seryl) linker (128"-142") -VL (Homo sapiens IGLV2-
11*01 (93.9%) -IGLJ2*01 (100%), CDR-IMGT [9.3.12] (168"-176".194"-
196".233"-244")) (143"-256") -Homo sapiens IGHG1*03 h-CH2-CH3, nG1m1
CH3 E12, M14, G1v37 hinge S5, G1v33 CH3 S22, A24, V86 (hole), G1v75
CH3 C5 (hinge 1-15 C5>S (261") (257"-271"), CH2 (272"-381"), CH3 T22>S
(407"), L24>A (409"), Y86>V (448"), Y5>C (390") (382"-486"), CHS (487"-
488")) (257"-488")]; dimer (227-267":230-270")-bisdisulfide, produced in
Chinese hamster ovary (CHO) cells, cell line CHO-S, glycoform alfa

immunoglobuline (G1_L-kappa)_scFv-G1(h-CH2-CH3), anti-[épitope Il de la
glycoprotéine G du lyssavirus de la rage (virus de la rage, RABV)] et anti-
[épitope | de la glycoprotéine G du lyssavirus de la rage (virus de la rage,
RABYV)], anticorps monoclonal Homo sapiens, bispécifique;

chaine lourde gamma1 Homo sapiens, anti-épitope Il de la glycoprotéine G
du RABYV (1-448) [VH (Homo sapiens IGHV3-30%18 (95.9%) -(IGHD) -
IGHJ4*01 (92,9%), CDR-IMGT [8.8.11] (26-33.51-58.97-107)) (1-118)-Homo
sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12, M14,G1v32 CH3
W22 (knob) G1v74 CH3 C10 (CH1 (119-216), charniére 1-15 (217-231),
CH2 (232-341), CH3 E12 (357), M14 (359), T22>W (367), S10>C (355)
(342-446), CHS (447-448)) (119-448)], (221-214")-disulfure avec la chaine
légere kappa Homo sapiens, anti-épitope Il de la glycoprotéine G du RABV
(1'-214") [V-KAPPA (Homo sapiens IGKV3-15*01 (100%) -IGKJ1*01 (100%),
CDR-IMGT [6.3.10] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%), Km3 A45.1 (153'), V101 (191") (108'-214")];

chaine lourde scFv-G1(h-CH2-CH3) Homo sapiens, anti-épitope | de la
glycoprotéine G du RABV (1"-488") [VH (Homo sapiens IGHV1-69*01
(91.8%) -(IGHD) -IGHJ5*02 (100%), CDR-IMGT [8.8.20] (26"-33".51"-
58".97"-116")) (1"-127")-15-mer tris(tétraglycyl-séryl) linker (128"-142") -VL
(Homo sapiens IGLV2-11*01 (93.9%) -IGLJ2*01 (100%), CDR-IMGT [9.3.12]
(168"-176".194"-196".233"-244")) (143"-256")-Homo sapiens IGHG1*03 h-
CH2-CH3, nG1m1 CH3 E12, M14, G1v37 charniere S5, G1v33 CH3 S22,
A24, V86 (hole) G1v75 CH3 C5 (charniére 1-15 C5>S (261") (257"-271"),
CH2 (272"-381"), CH3 T22>S (407"), L24>A (409"), Y86>V (448"), Y5>C
(390") (382"-486"), CHS (4877-488")) (257"-488")]; dimere (227-267":230-
270")-bisdisulfure, produit dans des cellules ovariennes de hamster chinois
(CHO), lignée cellulaire CHO-S, glycoforme alfa

inmunoglobulina (G1_L-kappa)_scFv-G1(h-CH2-CH3), anti-[epitopo Il de la
glicoproteina G del lyssavirus de la rabia (virus de la rabia, RABV)] y anti-
[epitopo | de la glicoproteina G del lyssavirus de la rabia (virus de la rabia,
RABV)], anticuerpo monoclonal Homo sapiens, biespecifico;

cadena pesada gamma1 Homo sapiens, anti-epitopo Ill de la glicoproteina
G del RABV (1-448) [VH (Homo sapiens IGHV3-30*18 (95.9%) -(IGHD) -
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IGHJ4*01 (92,9%), CDR-IMGT [8.8.11] (26-33.51-58.97-107)) (1-118)-Homo
sapiens IGHG1*03, G1m3, nG1m1 CH1 R120, CH3 E12, M14, G1v32 CH3
W22 (knob) G1v74 CH3 C10 (CH1 (119-216), bisagra 1-15 (217-231), CH2
(232-341), CH3 E12 (357), M14 (359), T22>W (367), S10>C (355) (342-
446), CHS (447-448)) (119-448)], (221-214")-disulfuro con la cadena ligera
kappa Homo sapiens, anti-epitopo Il de la glicoproteina G del RABV (1'-
214" [V-KAPPA (Homo sapiens IGKV3-15*01 (100%) -IGKJ1*01 (100%),
CDR-IMGT [6.3.10] (27'-32'.50'-52'.89'-97")) (1'-107') -Homo sapiens
IGKC*01 (100%), Km3 A45.1 (153'), V101 (191") (108'-214")];

cadena pesada scFv-G1(h-CH2-CH3) Homo sapiens, anti-epitopo | de la
glicoproteina G del RABV (1"-488") [VH (Homo sapiens IGHV1-69*01
(91.8%) -(IGHD) -IGHJ5*02 (100%), CDR-IMGT [8.8.20] (26"-33".51"-
58".97"-116")) (1"-127")-15-mer tris(tetraglicil-seril) enlace (128"-142") -VL
(Homo sapiens IGLV2-11*01 (93.9%) -IGLJ2*01 (100%), CDR-IMGT [9.3.12]
(168"-176".194"-196".233"-244")) (143"-256") -Homo sapiens IGHG1*03 h-
CH2-CH3, nG1m1 CH3 E12, M14, G1v37 bisagra S5, G1v33 CH3 S22, A24,
V86 (hole) G1v75 CH3 C5 (bisagra 1-15 C5>S (261") (257"-271"), CH2
(272"-381"), CH3 T22>S (407"), L24>A (409"), Y86>V (448"), Y5>C (390")
(382"-486"), CHS (487”-488")) (257"-488")]; dimero (227-267":230-270")-
bisdisulfuro, producido en las células ovaricas de hamster chino (CHO),
linea celular CHO-S, forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada: anti-RABYV glycoprotein G epitope 111 (H)
QVQLVESGGG VVQPGRSLRL SCAASGFTEFG SYGMHWVRQA PGKGLEWVAT 50
ISYDGSIKDY ADSVKGRETI SRDNSKNTLY LQMNSLRAEL TAVYYCAKGED 10C
RTGNLDYWGG GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 15C
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVE SSSLGTQTYI 200
CNVNHKPSNT KVDKRVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPEPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKFKWYV DGVEVHNAKT KPREEQYNST 300
YRVVBVLTVL IIQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREFQVY 350
TLPPCREEMT KNQVSLWCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400
SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPGK 448

[ight chain / Chaine légére / Cadena ligera: anti-RABV glycoprotein G epitope 11T (L)
DIQMTQSPSE LSASVGDRVT ITCRASQNIR NALNWYQQKE GKAPKLLIYE 50
ASTRQSGVPS RESGSGSGTL FTLTISSLQP EDFATYYCQC NSEFPPTEGQ 10C
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 15C
DNALQSGNSQ LESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEN RGEC 214

Heavy chain / Chaine lourde / Cadena pesada: anti-RABV glycoprotein G epitope I (H")
QVQLVQSGAE VKKPGSSVKV SCKASGGTYS GYTINWVRQA PGQGLEWMGG 50
IIPIFGTANY AQRFQGRLTI TADESTSTAY MELSSLR3DD TAVYFCAREN 10C
LDNSGTYYYF SGWEDPWGQG TLVTVSSGGG GSGGGGSGGG GSQSALTQPR 15C
SVSGSPGQSV TISCTGTSSC LGGYDFVSWY QQHPGKAPKL MIYDATKRPS 200
GVPDRFSGSK SGNTASLTIS GLQAEDEADY YCCSYAGDYT PGVVFGGGTK 250
LTVLASEPKS SDKTHTCPPC PAPELLGGPS VFLFPPKPKD TLMISRTPEV 300
TCVVVDVSHE DPEVKFKWYV DGVEVHNAKT KPREEQYNST YRVVSVLIVL 350
HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVC TLPPSREEMT 400
KNQVSLSCAV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLVSK 450
LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPGK 488

Post-translational modifications
Disulfide bridges location: / Position des ponts disulfure / Posiciones de los puentes disulfure
Intra-H (C23-C104)  22-96 145201 262-322  368-426

22"-96"  164"-232" 302"-362" 408"-466"

[ntra-L (C23-C104) 23-88" 134194
Inter-H-L (CHI 10-CL 126) 221214
Inter-H-H (h 8,h 11y 227-267" 230-270"

Inter-H-H (CH3 C10-C5)*  355-390"
*variants Glv74 (CH3 C10) and G1lv75 (CH3 C5) creating an additional inter-H-H disulfide bond.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién

H CH2 N84.4: 298, 338"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la [ysine C-terminale / Recorte de lisina C-terminal
H CHS K2: 448, 488"
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p.291- tabirafuspum alfa

292 tabirafusp alfa replace the description by the following one
tabirafusp alfa remplacer la description par la suivante
tabirafusp alfa sustitlyase la descripcién por la siguiente

human vascular endothelial growth factor receptor 1 (VEGFR-1)
fragment containing immunoglobulin-like extracellular domain 2
(103-206, 1-104 in the current sequence) fused to a human
vascular endothelial growth factor receptor 2 (VEGFR-2)
fragment containing immunoglobulin-like extracellular domain 3
(208-308, 105-205 in the current sequence) fused via peptide
linker 2°GGGGSGGGGS?'® to the gamma 1 heavy chain of anti-
[human interleukin 6 (IL-6)] (216-664) [VH (Homo sapiens
IGHV3-23*03 -(IGHD) -IGHJ3*02, CDR-Kabat [5.17.10] (246-
250.265-281.314-323)) (216-334) -Homo sapiens IGHG1*03v
(CH1 R®'>K (335-432), hinge (433-447), CH2 L*¥'>A, L¥2>A,
G**>A (448-557), CH3 L%>C (558-662), CHS (663-664)) (335-
664)], (437-213")-disulfide with kappa light chain anti-[human
interleukin 6 (IL-6)] (1'-213") [V-KAPPA (Homo sapiens IGKV1-
13*02 -IGKJ1*01, CDR-Kabat [10.7.9] (24'-33'.49'-55'.88'-96'))
(1-106') -Homo sapiens IGKC*01 (107'-213")]; dimer (443-
443":446-446")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-K1SV, glycoform alfa

fragment du récepteur 1 du facteur de croissance endothéliale
vasculaire (VEGFR-1) humain contenant le domaine
extracellulaire 2 de type immunoglobuline (103-206, 1-104 dans
la séquence en cours) fusionné au fragment du récepteur 2 du
facteur de croissance endothéliale vasculaire humain (VEGFR-2)
contenant le domaine extracellulaire 3 de type immunoglobuline
(208-308, 105-205 dans la séquence en cours) fusionné avec
l'aide du coupleur peptidique 2GGGGSGGGGS?' 3 la chaine
lourde gamma 1 de I'anti-[interleukine-6 humaine (IL-6)] (216-
334) [VH (Homo sapiens IGHV3-23*03 -(IGHD) -IGHJ3*02, CDR-
Kabat [5.17.10] (246-250.265-281.314-323)) (216-334) -Homo
sapiens IGHG1*03v (CH1 R*'>K (335-432), charniére (433-447),
CH2 L®¥'>A, L¥2>A, G**>A (448-557), CH3 L%>C (558-662),
CHS (663-664)) (335-664)], (437-213")-disulfure avec la chaine
légére kappa anti-[interleukine-6 humaine (IL-6)] (1'-213') [V-
KAPPA (Homo sapiens IGKV1-13*02 -IGKJ1*01, CDR-Kabat
[10.7.9] (24'-33'.49'-55'.88'-96")) (1'-106') -Homo sapiens
IGKC*01 (107'-213")]; dimere (443-443":446-446")-bis-disulfure,
produit dans des cellules ovariennes de hamster chinois (CHO),
lignee cellulaire CHO-K1SV, glycoforme alfa

fragmento del receptor 1 del factor de crecimiento endotelial
vascular humano (VEGFR-1) que contiene el dominio
extracelular 2 similar a la inmunoglobulina (103-206, 1-104 en la
secuencia actual) fusionado a un fragmento del receptor 2 del
factor de crecimiento endotelial vascular humano (VEGFR-2) que
contiene el dominio extracelular 3 similar a la inmunoglobulina
(208-308, 105-205 en la secuencia actual) fusionado a través de
enlace peptidico 2°GGGGSGGGGS?'"® a la cadena pesada
gamma 1 de anti-[interleukina 6 (IL-6) humana] (216-664) [VH
(Homo sapiens IGHV3-23*03 -(IGHD) -IGHJ3*02, CDR-Kabat
[6.17.10] (246-250.265-281.314-323)) (216-334) -Homo sapiens



p.293-
295
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IGHG1*03v (CH1 R*¥'>K (335-432), bisagra (433-447), CH2
L¥1>A, LY92>A, G¥4>A (448-557), CH3 L%>C (558-662), CHS
(663-664)) (335-664)], (437-213")-disulfuro con la cadena ligera
kappa anti-[interleukina 6 humana (IL-6)] (1'-213") [V-KAPPA
(Homo sapiens IGKV1-13*02 -IGKJ1*01, CDR-Kabat [10.7.9]
(24'-33'.49'-55'.88'-96")) (1'-106') -Homo sapiens IGKC*01 (107'-
213')]; dimero (443-443":446-446")-bisdisulfuro, producido en
células ovaricas de hamster Chino (CHO) K18V, glicoforma alfa

tabirafuspum alfa tedromerum

tabirafusp alfa tedromer replace the description by the following one
tabirafusp alfa tédromeére remplacer la description par la suivante
tabirafusp alfa tedrémero sustitiyase la descripcion por la siguiente

human vascular endothelial growth factor receptor 1 (VEGFR-1)
fragment containing immunoglobulin-like extracellular domain 2
(103-206, 1-104 in the current sequence) fused to a human
vascular endothelial growth factor receptor 2 (VEGFR-2)
fragment containing immunoglobulin-like extracellular domain 3
(208-308, 105-205 in the current sequence) fused via peptide
linker 2°GGGGSGGGGS?" to the gamma 1 heavy chain of anti-
[human interleukin 6 (IL-6)] (216-664) [VH (Homo sapiens
IGHV3-23*03 -(IGHD) -IGHJ3*02, CDR-Kabat [5.17.10] (246-
250.265-281.314-323)) (216-334) -Homo sapiens IGHG1*03v
(CH1 R*®'>K (335-432), hinge (433-447), CH2 L¥'>A, L4%2>A,
G**>A (448-557), CH3 L%°>C (558-662), CHS (663-664)) (335-
664)], (437-213")-disulfide with kappa light chain anti-[human
interleukin 6 (IL-6)] (1'-213') [V-KAPPA (Homo sapiens IGKV1-
13*02 -IGKJ1*01, CDR-Kabat [10.7.9] (24'-33'.49'-55'.88'-96"))
(1'-106') -Homo sapiens IGKC*01 (107'-213")]; dimer (443-
443":446-446")-bisdisulfide, produced in Chinese hamster ovary
(CHO) cells, cell line CHO-K1SV, glycoform alfa;

substituted at an average of one sulfur atom of cysteine residues
660 and 660" with (3RS)-1-[1,1,1-tris({3-[2-(2,2,2-tris{[(2-{a-
(bromo/ethoxy/hydro/hydroxy)poly[1-(10,10-dimethyl-6-oxido-6-
ox0-2,5,7-trioxa-10-aza-6A°>-phosphaundecan-10-ium-1-oyl)-1-
methylethane-1,2-diyl]-w-yl}-2-
methylpropanoyl)oxy]methyl}ethoxy)acetamido]propanamido}met
hyl)-16,32-dioxo-3,6,9,12,19,22,25,28-octaoxa-15,31-
diazatetratriacontan-34-yl]-2,5-dioxopyrrolidin-3-yl (tedromer)

fragment du récepteur 1 du facteur de croissance endothéliale
vasculaire (VEGFR-1) humain contenant le domaine
extracellulaire 2 de type immunoglobuline (103-206, 1-104 dans
la séquence en cours) fusionné au fragment du récepteur 2 du
facteur de croissance endothéliale vasculaire humain (VEGFR-2)
contenant le domaine extracellulaire 3 de type immunoglobuline
(208-308, 105-205 dans la séquence en cours) fusionné avec
l'aide du coupleur peptidique 2GGGGSGGGGS?' 3 la chaine
lourde gamma 1 de I'anti-[interleukine-6 humaine (IL-6)] (216-
334) [VH (Homo sapiens IGHV3-23*03 -(IGHD) -IGHJ3*02, CDR-
Kabat [5.17.10] (246-250.265-281.314-323)) (216-334) -Homo
sapiens IGHG1*03v (CH1 R*®¥'>K (335-432), charniére (433-447),
CH2 L®¥'>A, L¥2>A, G**>A (448-557), CH3 L%>C (558-662),
CHS (663-664)) (335-664)], (437-213")-disulfure avec la chaine
légére kappa anti-[interleukine-6 humaine (IL-6)] (1'-213') [V-
KAPPA (Homo sapiens IGKV1-13*02 -IGKJ1*01, CDR-Kabat
[10.7.9] (24'-33'.49'-55'.88'-96")) (1'-106') -Homo sapiens
IGKC*01 (107'-213")]; dimere (443-443":446-446")-bis-disulfure,
produit dans des cellules ovariennes de hamster chinois (CHO),
lignee cellulaire CHO-K1SV, glycoforme alfa;
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substitué a une moyenne d'un atome de souffre des résidus
cystéine 660 et 660" par (3RS)-1-[1,1,1-tris({3-[2-(2,2,2-tris{[(2-
{a-(bromo/éthoxy/hydro/hydroxy)poly[1-(10,10-diméthyl-6-oxido-
6-0x0-2,5,7-trioxa-10-aza-6A5-phosphaundécan-10-ium-1-oyl)-1-
méthyléthane-1,2-diyl]-w-yl}-2-
méthylpropanoyl)oxy]méthyl}éthoxy)acétamido]propanamido}mét
hyl)-16,32-diox0-3,6,9,12,19,22,25,28-octaoxa-15,31-
diazatétratriacontan-34-yl]-2,5-dioxopyrrolidin-3-yle (tédromére)

fragmento del receptor 1 del factor de crecimiento endotelial
vascular humano (VEGFR-1) que contiene el dominio
extracelular 2 similar a la inmunoglobulina (103-206, 1-104 en la
secuencia actual) fusionado a un fragmento del receptor 2 del
factor de crecimiento endotelial vascular humano (VEGFR-2) que
contiene el dominio extracelular 3 similar a la inmunoglobulina
(208-308, 105-205 en la secuencia actual) fusionado a través de
enlace peptidico 2°GGGGSGGGGS?'® a la cadena pesada
gamma 1 de anti-[interleukina 6 (IL-6) humana] (216-664) [VH
(Homo sapiens IGHV3-23*03 -(IGHD) -IGHJ3*02, CDR-Kabat
[6.17.10] (246-250.265-281.314-323)) (216-334) -Homo sapiens
IGHG1*03v (CH1 R*®¥'>K (335-432), bisagra (433-447), CH2
L*1>A, LY¥2>A, G¥4>A (448-557), CH3 L%°>C (558-662), CHS
(663-664)) (335-664)], (437-213")-disulfuro con la cadena ligera
kappa anti-[interleukina 6 humana (IL-6)] (1'-213") [V-KAPPA
(Homo sapiens IGKV1-13*02 -IGKJ1*01, CDR-Kabat [10.7.9]
(24'-33'.49'-55'.88'-96")) (1'-106') -Homo sapiens IGKC*01 (107'-
213")]; dimero (443-443":446-446")-bisdisulfuro, producido en
células ovaricas de hamster Chino (CHO) K1SV, glicoforma alfa;
sustituido en una media de un atomo de azufre de residuos de
cisteina 660 y 660" con (3RS)-1-[1,1,1-tris({3-[2-(2,2,2-tris{[(2-{0-
(bromo / etoxi / hidro / hidroxi)poli[1-(10,10-dimetil-6-oxido-6-oxo-
2,5,7-trioxa-10-aza-6A\°-fosfaundecan-10-ium-1-oil)-1-metiletano-
1,2-diil]-w-il}-2-
metilpropanoil)oxi]metil}etoxi)acetamido]propanamido}metil)-
16,32-diox0-3,6,9,12,19,22,25,28-octaoxa-15,31-
diazatetratriacontan-34-il]-2,5-dioxopirrolidin-3-il (tedrémero)

Recommended International Nonproprietary Names (Rec. INN): List 94
Dénominations communes internationales recommandées (DCI Rec.): Liste 94
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 94
(WHO Drug Information, Vol. 39, No. 3, 2025)

p.833-
835

balekafuspum alfa #
balekafusp alfa
balékafusp alfa
balekafusp alfa

second paragraph

replace the description by the following one
remplacer la description par la suivante
sustitiyase la descripcion por la siguiente

gamma 1 heavy chain (1-451) [VH (Homo sapiens IGHV5-
51*01 -(IGHD) -IGHJ3*01, CDR-Kabat [5.17.12] (31-35.50-
66.99-110)) (1-121) -Homo sapiens IGHG1*03 (CH1 (122-
219), hinge (220-234), CH2 N>%0'A (235-344), CH3 (345-
449), CHS (450-451)) (122-451)], (224-355")-disulfide with
partial kappa light chain fused to a circular permuted form of
human interleukin-2 (1'-355") [partial V-KAPPA (Homo
sapiens IGKV1-39*01, CDR-Kabat [8] (partial CDR-L1: Kabat
L.24-L.27D) (24'-31")) (1'-31")] fused via peptide linker
%2GGG3* to human interleukin-2 (IL-2, T-cell growth factor
(TCGF)) in a permuted form (C-terminal fragment 77-133
(35'-91" in the current sequence) fused to the N-terminal
fragment 2-76 (92'-166' in the current sequence)), variant



p.922-
923
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('5C>8%), fused via peptide linker *"GGGG"" to a partial
kappa light chain [V-KAPPA (Homo sapiens IGKV1-39*01 -
IGKJ4*01, CDR-Kabat [5.7.9] (partial CDR-L1: Kabat L.30-
L.34) (171'-175'.191'-197'.230'-238")) (171'-248') -Homo
sapiens IGKC*01 (249'-355")]; dimer (230-230":233-233")-
bisdisulfide, produced in Chinese hamster ovary (CHO) cells,
cell line CHO-K1, glycoform alfa

deuxiéme chaine lourde gamma 1 (1-451) [VH (Homo sapiens IGHV5-

paragraphe 51*01 -(IGHD) -IGHJ3*01, CDR-Kabat [5.17.12] (31-35.50-
66.99-110)) (1-121) -Homo sapiens IGHG1*03 (CH1 (122-
219), charniére (220-234), CH2 N>30'A (235-344), CH3 (345-
449), CHS (450-451)) (122-451)], (224-355")-disulfure avec la
chaine légere partielle, fusionnée avec une forme circulaire
permutée de l'interleukine-2 humaine (1'-355') [V-KAPPA
partielle (Homo sapiens IGKV1-39*01, CDR-Kabat [8] (CDR-
L1 partiel: Kabat L.24-L.27D) (24'-31")) (1'-31')] fusionnée a
I'aide d’un coupleur peptidique > GGG3# au fragment de
l'interleukine-2 humaine (IL-2, facteur de croissance des
lymphocytes T (FCLT)), dans sa forme permutée (fragment
C-terminal 77-133 (35'-91' dans la séquence en cours)
fusionné au fragment N-terminal 2-76 (92'-166' de la
séquence en cours)), variante ('?°C>S%%), fusionné a I'aide du
coupleur peptidique " GGGG' a la chaine légére kappa
partielle [V-KAPPA (Homo sapiens IGKV1-39*01 -IGKJ4*01,
CDR-Kabat [5.7.9] (CDR-L1 partiel: Kabat L.30-L.34) (171'-
175'.191'-197'.230'-238'") (171'-248') —~Homo sapiens IGKC*01
(249-355’)]; dimere (230-230":233-233")-bisdisulfure, produit
dans des cellules ovariennes de hamster chinois (CHO),
lignée cellulaire CHO-K1, glycoforme alfa

segundo parrafo cadena pesada gamma 1(1-451) [VH (Homo sapiens IGHV5-
51*01 -(IGHD) -IGHJ3*01, CDR-Kabat [5.17.12] (31-35.50-
66.99-110)) (1-121) -Homo sapiens IGHG1*03 (CH1 (122-
219), bisagra (220-234), CH2 N>%'A (235-344), CH3 (345-
449), CHS (450-451)) (122-451)], (224-355")-disulfuro con
una cadena ligera kappa parcial fusionada a una forma
permutada circular de interleukina-2 humana (1'-355') [parcial
V-KAPPA (Homo sapiens IGKV1-39*01, CDR-Kabat [8]
(parcial CDR-L1: Kabat L.24-L.27D) (24'-31")) (1'-31")]
fusionada a través de un enlace peptidico **GGG** a una
interleukina-2 humana (IL-2, factor de crecimiento de células
T (TCGF)) en una forma permutada (C-terminal fragmento
77-133 (35'-91' en la secuencia actual) fusionada al
fragmento N-terminal 2-76 (92'-166' en la secuencia actual)),
variante ('C>S%), fusionada a través de enlace peptidico
"GGGG"" a una cadena ligera kappa parcial [V-KAPPA
(Homo sapiens IGKV1-39*01 -IGKJ4*01, CDR-Kabat [5.7.9]
(parcial CDR-L1: Kabat L.30-L.34) (171'-175'.191'-197'.230'-
238')) (171'-248') -Homo sapiens IGKC*01 (249'-355")];
dimero (230-230":233-233")-bisdisulfuro, producido en
células ovaricas de hamster Chino (CHO) linea celular CHO-
K1, glicoforma alfa

iraltagenum autoleucelum #
liraltagene autoleucel  replace the description by the following one

Please note that the MedNet file has been updated
liraltagene autoleucel  remplacer la description par la suivante

Veuillez noter que le fichier MedNet a été mis a jour
liraltagén autoleucel sustitdyase la descripcion por la siguiente
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p.925-
926

Tenga en cuenta que se ha actualizado el archivo MedNet

second paragraph The leukapheresis material is enriched for the CD4+/CD8+

deuxiéme
paragraphe

lymphocyte fraction by immunoselection prior to activation
with anti-CD3 and interleukin 2 (IL-2). The cells are then
transduced with the retroviral vector and expanded in growth
media containing anti-CD3 and IL-2. The cell suspension
consists of T lymphocytes (290% CD3+; <0.5% CD14+,
<0.08% CD19+, <5% CD3-CD56+, <0.55% CD3-CD33+), with
210% of the T lymphocytes expressing the transgene. The
transduced T lymphocytes demonstrate cytotoxicity against
follicle-stimulating hormone receptor (FSHR)-expressing cells

Le matériel de leucaphérése est enrichi en fraction de
lymphocytes CD4+/CD8+ par immunosélection avant
I'activation avec de I'anti-CD3 et de l'interleukine 2 (IL-2). Les
cellules sont ensuite transduites avec le vecteur rétroviral et
expansées dans un milieu de croissance contenant de I'anti-
CD3 et de I'lL-2. La suspension cellulaire est constituée de
lymphocytes T (290% CD3+; <0,5% CD14+, <0,08% CD19+,
<5% CD3-CD56+, <0,55% CD3-CD33+), avec 210% des
lymphocytes T exprimant le transgéne. Les lymphocytes T
transduits démontrent une cytotoxicité contre les cellules
exprimant le récepteur de I'hormone folliculo-stimulante
(FSHR)

segundo parrafo El material de leucoaféresis se enriquece para la fraccion de

linfocitos CD4+/CD8+ mediante inmunoseleccién antes de
la activacion con anti-CD3 e interleuquina 2 (IL-2). Las células
después se transducen con el vector retroviral y se expanden
en medio que contiene anti-CD3 e IL-2. La suspensioén celular
consiste en linfocitos T (290% CD3+; <0.5% CD14+, <0.08%
CD19+, <5% CD3-CD56+, <0.55% CD3-CD33+), con 210%
de los linfocitos T que expresan el transgén. Los linfocitos T
transducidos muestran actividad citotoxica frente a células
que expresan el receptor de la hormona estimuladora del
foliculo (FSHR)

lunsotogenum parvecum #
lunsotogene parvec  replace the chemical name by the following one

Please note that the MedNet file has been updated

lunsotogéne parvec  remplacer le nom chimigue par le suivant

lunsotogén

Veuillez noter que le fichier MedNet a été mis a jour
parvec sustitlyase el nombre quimico por el siguiente
Tenga en cuenta que se ha actualizado el archivo MedNet

two recombinant, non-replicating adeno-associated virus serotype 1
(rAAV1) vectors containing the 5' and 3' portions, respectively, of the DNA
sequence coding for wild-type human otoferlin (OTOF) protein isoform
e. The 5' vector contains exons 1-18 and 20-21 of the OTOF gene based
on the consensus genome numbering, under expression control of the
hair cell-specific myosin 15 (Myo15) promoter, followed by a splice donor
and alkaline phosphatase homology region 3' to the transgene. The 3'
vector contains the alkaline phosphatase homology region and a splice
acceptor, followed by exons 22-46 and exon 48 of the OTOF gene, and is
terminated by a bovine somatotropin growth hormone polyadenylation
sequence. Both vectors are flanked by AAV2 inverted terminal repeats

deux vecteurs recombinants de virus adéno-associés de sérotype 1
(rAAV1), non réplicatifs, contenant respectivement les parties 5' et 3' de la
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séquence d'ADN codant pour l'isoforme e de la protéine otoferline
(OTOF) humaine sauvage. Le vecteur 5' contient les exons 1-18 et 20-21
du géne OTOF, selon la numérotation consensuelle du génome sous
le contrdle de I'expression du promoteur de la myosine 15 (Myo15)
spécifique des cellules ciliées, suivis d'un donneur d'épissage et d'une
région d'homologie de la phosphatase alcaline 3' du transgéne. Le vecteur
3' contient la région d'homologie de la phosphatase alcaline et un
accepteur d'épissage, suivi des exons 22-46 et 48 du géne OTOF et se
termine par une séquence de polyadénylation de I'hormone de croissance
somatotropine bovine. Les deux vecteurs sont flanqués des répétitions
terminales inversées de 'AAV2

dos vectores de virus adenoasociado del serotipo 1, recombinantes
(rAAV1), no replicativos, que contienen las porciones 5'y 3',
respectivamente, de la secuencia de ADN que codifica la isoforma e
de la proteina otoferlina (OTOF) humana de tipo silvestre. El vector &'
contiene los exones 1-18 y 20-21 del gen de OTOF segtin la
numeracidn consensuada del genoma bajo el control de expresién del
promotor de la miosina 15 (Myio15) especifica de células ciliadas,
seguido de un dador del procesamiento y una regién de homologia de la
fosfatasa alcalina 3' del transgén. El vector 3' contiene la region de
homologia de la fosfatasa alcalina y un aceptor de procesamiento,
seguido de los exones 22-46 y 48 del gen de OTOF y se termina por una
secuencia de poliadenilacion de la hormona de crecimiento somatotropina
bovina. Ambos vectores estan flanqueados por las repeticiones
terminales invertidas del AAV2

retogateinum #

retogatein
rétogatéine
retogateina

replace the structure by the following one
remplacer la structure par la suivante
sustitlyase la estructura por la siguiente

Sequence / Séquence / Secuencia

ASPGSGEFWSEF GSEDGSGDSE NPGTARAWCQ VAQKFTGGIG NKLCALLYGD 50
AEKPAESGGES QPPRAAARKA ACACDQKPCS CSKVDVNYAF LHATDLLPAC 100
DGERPTLAFL QDVMNILLQY VVKSFDRSTK VIDFHYPNEL LQEYNWELAD 150
QPONLEEILM HCQTTLKYAI KTGHPRYENQ LSTGLDMVGL AADWLTSTAN 200
TNMFTYEIAP VFVLLEYVTL KKMREIIGWP GGSGDGIFSP GGAISNMYAM 250
MIARFKMFPE VKEKGMAALF RLIAFTSEHS HFSLKKGAAA LGIGTDSVIL 30¢C
IKCDERGKMI PSDLERRILE AKQKGEVPFL VSATAGTTVY GAFDPLLAVA 35C
DICKKYKIWM HVDAAWGGGL LMSRKHKWKL SGVERANSVT WNPHKMMGVFE 40C
LOCSALLVRE EGLMQNCNQM HASYLFQQDK HYDLSYDTGLC KALQCGRHVD 45C
VFKLWLMWRA KGTTGFEAHV DKCLELAEYL YNIIKNREGY EMVEFDGKPQH 50C
TNVCEWYIPP SLRTLEDNEE RMSRLSKVAP VIKARMMEYG TTMVSYQPLG 55C
DKVNFFRMVI SNPAATHQDI DFLIEEIERL GQDL §§£

Post-translational modifications

Removal of N-terminal methiony]
M%del

Disulfide bridge location / Position du pont disulfure / Posicién del puente disulfure
162-303 (rarely 162-403 or 303-403)

N-Acetylation site / Site de N-acétylation / Posicion de N-acetilacion
Al = N-acetyl-L-alanyl

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
none / aucun / ninguna

K39 = M.(pyridoxal phosphate)-Lys
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Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios
generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for
Pharmaceutical Substances and General Principles for Guidance in Devising International
Nonproprietary Names for Pharmaceutical Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales
recommandées pour les substances pharmaceutiques et des Directives générales pour la formation
de dénominations communes internationales applicables aux substances pharmaceutiques seront
publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales
recomendadas para las sustancias farmacéuticas y de los Principios generales de orientacion para
formar denominaciones comunes internacionales para sustancias farmacéuticas aparece solamente
en las listas de DCI propuestas.




