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The rabies experience

Post-exposure prophylaxis 100% effective
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*Rabies vaccine administration: sujet 28 7 7 | Tate j 1 inoculation sérum 17
Days 0, 3,7, 14 and 28 | + vaccin
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Sujet 27 1 1 [ Meninges 6 inoculations sérum | on
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The rabies experience: CR57/CR4098 cocktall

Escape from CR57 CR4098 covers all escapes from CR57

Rabies virus SRIG CR57 Rabies virus SRIG CRS7 Breadth of neutraliza
; Bat origi ~ &
terrestrial mammals (Bat origin) Lyssavirus (source/strain) SRIG CR57 CRa038 CrRaogs cRa1aa
Aretic fox, AR + + Bat, Desmodus rofundus, Brazil + +
Coyole, TX + + Bat, Desmodus rofundus , THNAX + + Cvs-11 + + + + +
Cow/dog Sri Lanka + -_ Bal, Eplesicus fuscus, PA + + Raccoon, SE, US + + + + +
Dog/Coyiote, T + + Bat, Epfefﬂcus fus?us—Myngs spp., CO + - Gray fox, TX + + + + +
Dog. Argentina + + Bal, Lasionycleris noctivagans, WA + +
Dog. China + + Bat, Lasiuus borealls, TN + + Gray fox, AZ + + + + +
Dog, China (RV34Z) + + Bal, Lasiuws cinereus , AZ + + Arctic fox, AK + + + + +
Dog, Gabon + + Bat, igsiums cinereus , NY + + Coyote, TX + + + + +
Dog, Phillipines + + Bal, Myotis spp, WA + +
Dog, Phillipines (231) + + Bal, Pipisirelius hespenss , CA + + Skunk, north central + + + + +
Dog, Sonora + + Bat, Pipistrelius subflavus, AL + + Skunk, south central + = + + +
Dog, Thailand + + Bal, Tadarida brasiiensis, AL + +
Dog, Tunesia + + Skunk, CA + + + It +
Gray fox, AZ + + Mongoose, NY/Puerto Rico + + 4 + +
Greary fox, TX + + =
: i 3 R Dog, Argentina + + ar + +
Mongoose MY/PR - - A second antibody is required & AE
- B B Dog, Sonora + + + + +
R SEUS + +
aceoon to obtain full neutralization
Raccoon Dog, Russia + + ) Dog, Gabon + + + + +
Skunk, GA * * of all viruses Dog, Thailand + + + + +
Skunk north central + +
Skunk south central + — Bat, Lasiurus borealis, TN + + = + =
Wolf siberia + + Bat, Eptesicus, fuscus-Myotisispp., CO + = + ar +
Bat, Myotis spp., WA + + + +
Bat, Lasiurus cinereus, A7 + + - + -
Bat, Lasiurus cinereus, NY + + = + =
. . .
* No interference with vaccine Sl O ] T R
Bat, Tadarida brasiliensis, AL + + + + +
Bat, Lasionycteris noctivagans, WA + + + + +
« Overla serum half-life in humans - -
V r I n r I I n n Bat, Eptesicus fuscus, PA + +
Bat, Pipistrellus hesperus, CA + + - - -
Bat, Desmodus rotundus, TN/MX + + + + +
Bat, Desmodus rotundus, Brazil + + + + +

* Neutralizi
+, neutral

; -, no neutralizati

ivity was determined in a standard RFFIT. SRIG, standard rabiesimmunoglobulin, lot R3;
; SEUS, southeastern United States; MX, Mexico.



The SARS experience: CR3014/CR3022 cocktall
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The SARS experience: CR3014/CR3022 cocktall

Distinct, non-overlapping coverage; synergy versus antagonism
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The SARS experience: the end of SARS was not
the end of CR3022...

WHO declares SARS epidemic under control . Oniy e hosphatiend care
g 200 | —+—new onset cases = new hospitalized cases May 29, 2003, but from
BM/ 2003 ;327 doi: https://doi.org/10.1136/sbmj.0307223a (Published 01 July 2003) H .
Cite this as: BM/ 2003;327:0307223a §
£
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CR3022 turned out to be cross-reactive with SARS-CoV-2: one of the first mAbs
used for SARS-CoV-2 diagnostics and engineering
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The influenza experience: discovery of the broadest
monoclonal antibody to date

Highly Conserved Protective Binding HIN1 PSS
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Cyrille Dreyfus,l* Nick S. Laursen,*?* Ted Kwaks,® David Zuijdgeest,3 Reza Khalyalt,1
Damian C. Ekiert,’t Jeong Hyun Lee, Zoltan Metlagel,*+ Miriam V. Bujny,>

= 15 mg/kg

100
== 5 mg/kg
751

Survival (%)

Mandy Jongeneelen,® Remko van der Vlugt,> Mohammed Lamrani,? Hans ]. W. M. Korse,? 504 —_— 1.7 mgikg

Eric Geelen,® Ozcan Sahin,? Martijn Sieuwerts,? Just P. ]. Brakenhoff,? Ronald Vogels,?

Olive T. W. Li,* Leo L. M. Poon,* Malik Peiris,* Wouter Koudstaal,> Andrew B. Ward," 254 = 0.6 mg/kg

lan A. Wilson,*§ Jaap Goudsmit,>§ Robert H. E. Friesen? == 0.2 mg/kg
0+ === Vehicle

Group 1

SClence 2012 me H11 H13

r T T 1
0 7 14 21
Time (days)

H1
H5 . .
o B Victoria |V
1004 — 15 mglkg
= 5 mgl/kg
Flu B s 75 L‘E — 17 mons
.o’ E === 0.6 mg/kg
Other 2 501
Orthomyxoviridae s
viruses 7 254
| 0.2 mg/kg
0 === Vehicle
H1b5 " . . )
0 7 14 21
Time (days)




The Influenza experience: discovery of the
broadest monoclonal antibody to date

Binding all influenza A and B viruses, and providing neutralizing and non-
neutralizing protection

Binding affinity (K;):

Neutralization potency

neutralization

(I1Cp):

0.001 1

0.1 1
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IAV Group 1 IAV Group 2 IBV



Solving the breadth-potency trade-off through
administration route

Infect mice intranasally with 100 Intranasal  Intravenous
influenza H3N2 -
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Active immunization with quadrivalent seasonal influenza
vaccine does not protect mice against A(H5N1) infection
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Seasonal quadrivalent influenza vaccine contains
antigens from four viruses: H1, H3, B/Victoria,

B/Yamagata
Mice H1N1 H3N2 B/Washington B/Phuket
(A/Victoria) | (A/Cambodia) | (Victoria lineage) | (Yamagata lineage)
Vaccinated 196 320 28 40
Unimmunized <5 <5 <5 <5

Geometric mean Hl titers in pooled sera one day before challenge (27 days after

immunization). Lower limit of detection =5
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Even if H5N1 vaccine is stockpiled, time to roll-out and
eliciting maximum titers is too long

Immediately effective intranasal bnAb of same efficacy would avert 35% more infections
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Intranasal administration of CR9114 fully protects mice
against A(H5N1) infection at low dosages

scientific reports
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Regardless of pre-existing immunity
conferred by the quadrivalent influenza
seasonal vaccine.
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Towards proof-of-concept in humans

World'’s first publication on intranasal PK of monoclonal influenza antibody

Intranasal Serum
Dose administered Concentration detected Concentration detected

[ mAb1

mAb 2

mAb 3

CR6261 | \

mAb 4
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