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« To determine the kinetics of replication of the Omicron
variant in K18-nACE2 mice

* To determine whether primary infection with a low dose
of Omicron virus protects from re-infection

* To determine whether primary infection with the Wuhan
and Delta viruses protect against challenge with Omicron

* To determine cross-neutralizing Ab responses following
primary infection with the Wuhan and Delta viruses



Mean percent change in body weight

Infection of K18-hACE2 mice with the Omicron variant

QP
- 4|
iy @N
EE—
Day 0 2 4 7
. . Day 14
Omicron Days post-infection
10*
TC|D50/50|.IL
105 # Mock Omicron: 104 TCID,/50uL
-® Omicron

< 10 NTs Lungs Brain

S

5 9

F o

S 7
5 § 6

E ° el |
-104 s 1 E

g 3 ..%.' ° n A
- g i = = ain j*_r
20 O ___________________ _feeeeeeeeees _ AAAAAAAAAA A A

. . D t
Days post-infection infaction. 2 a7 2 a7 2 47



Comparison with Ancestral and Delta strains
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Reinfection and cross-challenge with Omicron
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Homologous and heterologous serum neutralising
antibody titres after primary infection

Serum NtAb (GMT) against

Infecting
virus* Omicron Wuhan Delta
Omicron 11 7 8
Wuhan 12 506 184
Delta 11 76 2

Homologous titre indicated in red font

*Primary infection with low dose of virus: 102 TCID¢, n=5/group



Primary Omicron infection in K18-nACE2 mice was not
associated with weight loss or mortality, unlike Wuhan and
Delta viruses, which caused severe weight loss and
mortality.

Virus titres achieved in the nasal turbinates and lungs
following Omicron infection were 1000 to 10,000-fold lower
than following Wuhan and Delta virus infections.

Primary infection with Omicron was poorly immunogenic.
Additional serology Is pending

Mice infected with a low dose of Omicron, Wuhan or Delta
virus were fully protected from (re)challenge with Omicron.

Low dose primary infection with Wuhan and Delta viruses
Induced robust homologous Nt Ab titres with reciprocal
cross-reactive Nt Abs (Wuhan vs Delta) but no cross-
neutralising Abs detected against Omicron.




Conclusions

* Omicron infection in K18-hACEZ2 mice is highly
attenuated compared with Wuhan and Delta viruses

« Low dose (102) primary infection with Omicron does
not elicit a neutralising Ab response but mice are
protected from rechallenge with a higher dose of
Omicron (10%)

* Low dose (10%) primary infection with Wuhan and
Delta viruses elicits homologous Nt Abs but no
heterologous Nt Ab to Omicron. However, Wuhan and
Delta convalescent mice were fully protected from
challenge with Omicron.
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