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2019nCoV-315 Study Design

Type of Trial: Open-label, single arm

Population:

« Adults 218 years of age previously vaccinated with US-authorized/approved COVID-19 vaccine >
6 months prior to enroliment (n = 60); US sites

Intervention: Single dose NVX-CoV2705 (5ug JN.1 antigen/ 50ug M-Matrix Adjuvant) on Day O

Outcome measures:

« Safety data including reactogenicity for 7 days after vaccination
* Immune response as measured by anti-Spike pseudovirus neutralization titers

Objectives:
+ To describe antibody responses induced by NVX-CoV2705 against the JN.1 subvariant.
+ To describe antibody responses to other SARS-CoV-2 variants



2019nCoV-315 Study: Cross Reactivity to other SARS-CoV-2 strains o
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702-232: Immunogenicity of Primary Series of XEC, LF.7, and LP.8.1 rS Variants

in Mice

Primary Series
XECrS
LF.7rS Group SARS-CoV.2 rS Matrix-M
LP.8.1rS End of in-life (N=10) Day 0 and 14 dose dose
BALB/c o R
PR— ose1 ose 2
G l l 1 119 5 Mg
o > 2 LF.7 1ug 5 ug
Day -1 0 14 21
Immunization @ ® 3 LP.8.1 1H9 S Mg
Serum @ ® 4 (n=3) Placebo NA NA
Spleen ®
Timeline
Immunogenicity Analysis SECCEUS L EPE
. Total IgG titer (EC50) End of study: 11Feb2025

« Pseudovirus Neutralization pVNT,, titer
» T cell Responses: CD4 and CD8+T cells (spleen)



Nevuiralization Responses Post Primary Two Dose in Mice
XEC or LF.7or LP.8.1Vaccine Primary Two Dose
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702-235: Third Booster Study in Mice Primed with JN.1 and JN.1 *KP.3.1.1 Variants

01/07/2025 03/24/2025
Primary Series 2 Month Boost Day o0 and 14 Day 76
JN.ArS orJani rc;os & 1 ugrs * 5ug Matrix-M 1 ugrs + 5ug Matrix-M
BALB/c JN.1 +KP.3.1.1 rS LP.81rS 04/07/2025
N=3-10 LF.7 End of 1 10 JN.arS
.. , \ Dose1 Dose2 Dose 3 in-life o 10 INATS LP.8.4 1S
) l l l 1 . 3 10 LF.7
Day o 14 27 76 90 4 10 JN.arS
Immunization ® ® @ IN.1+KP.3.11rS
5 10 (1 pg rs of each) LP.8.1rS
Serum o [ o @ o
6 10 LF.
Spleen [ 7
. 7 3 Placebo Placebo
Analysis
* Anti-rS 1gG serum titer EC50 Spleens from 6 mice in groups 1-6 and 3 from group 7 will be collected for T-
* Pseudovirus neutralization pVN50 titer cells analysis post booster dose

* T cell analysis (post booster Dose)

Timeline

Start date: 07Jan2025
Booster: 24Mar2025

End of study: 07Apr2025




Pseudovirus Neutralization Titer
(pVN50, GMT 95% CI)

10

Nevutralization Responses Post Boost (2M) in JN.1 Primed Mice

JN.1or LP.8.1 Boost (2M)

Primary Two Dose : JN.1 Vaccine
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*Ecpc—%4 (202558108 =5)

Weighted and Nowcast Estimates in United States
for 2-Week Periods in 1/19/2025 — 5/10/2025

Hover over (or tap in mobile) any lineage of interest to see the amount of

)

uncertainty in that lineage's estimate.

% Vfiral Lineages Among Infections

Weighted Estimates: Variant proportions based on
reported genomic sequencing results
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Model-based
projected
estimates of
variant

Nowcast Estimates in United States

for 4/27/2025 — 5/10/2025

usa

WHO label Linsage # Y Total 95%PI

Omicron LP.8.1 0% 6475%
XFC 9% 4-19% B
XEC 6% 4-8% B
LF7.72 3% 0-16% B
LF7 2% 1-3% B
MC.10.1 2% 1-3% B
LB.1.3.1 2% 1-3% B
KP3.1.1 1% 1-2% B
XEC 4 1% 1-2% B
PA1 1% 0-3% B
LF7.7.1 1% 1-2% B
XEQ 0% 0-1% B
LF721 0% 0-1% B
KP3 0% 0-1% B
XEK 0% 0-1% B
MC.1 0% NA L]
IN116 0% NA B
MC.19 0% NA B
IN1 0% NA B
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KP.3RH 101 14.45%

FB 18 2.58%
KP.3.1.1 15 2.15%
MC.1 1 1.57%
MC.39 7 1.00%
MC.10.2.1 7 1.00%
MC.10.1 7 1.00%
Others 36 5.15%
KECHRE 463 66.24%

XEC 170 24.32%
XEC.4 123 17.60%
XEC.2 65 9.30%
XEC.8 28 4.01%
XEC.4.1 23 3.29%
XEC.20.1 8 1.14%
Qthers 46 6.58%
F0iE 135 19.31%

LP.B.1 12 1.72%
LP.8.1.1 12 1.72%
HEK 8 1.14%
XEK.1 7 1.00%
QOthers 13 1.86%
Unassigned 83 11.87%
En 699 100.00%
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Phylogenetic tree

Original Strain

»
o

B.1.1.529

Omicron

BA.2

A\ 4

v

4

JN.1 linage

gﬁﬁon'

*XBB : emerged by recombinant of BJ.1 and BM.1.1.1 in spike receptor
binding domain (emerged in mid-June~early-Jul 2022)

*BA.2.86 : Has more than 30 amino acid mutations in spike protein compared

to BA.2 strain. (firstly detected on 18" Aug.)

S:K1086R S:R346T S:31del S:H445R, $:Q493E, S:F186L,5:R190S
- —>| KP.1 > KP.1.1 » KP.1.1.3 » LP.8.1
2024/25 vaccine strain
S:H146Q,
Pirola S:L455S S:vV1104L S:FA56L S:R346T S:31del S:K1086R, S:R346T, S:31del, S:A435S
BA.2.86 —»| BA.2.86.1 > IN.1 JN.1.11 » JN.1.11.1 KP.2 KP.2.3 » MC.21.1
$:Q493E S:31del S:T572I
» S: 183H » [
> IN.4 Q » KP.3 > KP.3.1 > KP.3.1.1 MC.1
s:aa75v P JN.1.9 —» IN.1.9.2
BA.4 S:T547K
—»| KP.3.3 »| KP.3.3.1
» LB.1 [ LB.1.3.1
BA. > S:R346T, S:H445P N
5 BQ.1 » BQ.1.1 S:FAS6L, KP.3.3.3
2023/24 vaccine strain 5:31del
XBB XBB.1.5 SiA10875 S:FaseL " XK
—» JN.1.13 » JN.1.13.1 » KS.1 » KS.1.1 »{ XEC S:A275, 5:12121
S:FAS6L S:R346T SiT22N
S:F595
» XBB.1.9.1 » FL1.5.1 > IN.1.16 > JN.1.16.1 = LF7 S:T22N, $:531P, S:K182R, S:R190S, S:K444R
S:R346T
» IJN.1.49 —» JN.1.49.1 » MB.1 —» MB.1.1 » MB.1.1.1 MV.1
S:F456V S:T22N e
S:S31F S:K182N
Eris
»| XBB.1.9.2 » EG.5 »| EG.5.1 » EG.5.1.1 » HK.3
S:F486P S:F456L S:Q52H S:L455F
EG.5.1.6 > HV.1
S:F157L S:L452R
—» EG.5.1.3 » JG.3




‘ Amino acid Differences in SARS-CoV-2 Spike protein in JN.1 linage

Receptor Binding Domain (331-524)

mn-nmm----m-mmmm-m-

BA.2.86 BA.2.86 Q L K
IN.1 BA.2.86.1.1 T A S F K Q R L R A K H S K Q T K Vv
KP.2 BA.2.86.1.1.11.1.2 T A S F K Q F R L T A K H S L K Q T K L
KP.3 BA.2.86.1.1.11.1.3 T A S F K Q F R L R A K H S L K E T K L
KP.2.3 BA.2.86.1.1.11.1.2.3 T A DEL F K Q F R L T A K H S L K Q T K L
LB.1 BA.2.86.1.1.9.2.1 T A DEL F K H F R L T A K H S L K Q T K Vv
KP.3.1.1 BA.2.86.1.1.11.1.3.1.1 T A DEL F K Q F R L R A K H S L K E T K L
MC.1 BA.2.86.1.1.11.1.3.1.1.1 T A DEL F K Q F R L R A K H S L K E | K L
MV.1 BA.2.86.1.1.49.1.1.1.1 N A F F N Q F R L T A K H S \" T Q T K Vv
LF.7 BA.2.86.1.1.16.1.7 N A P F R Q F S L T A R H S L K Q T K vV
XEC Recombinant of KS.1.1 and KP.3.3 N A S S K Q F R L R A K H S L K E T K L
LP.8.1 BA.2.86.1.1.11.1.1.1.3.8.1 T A DEL F K Q L S L T A K R S L K E T R L
XEK Recombinant of XEC and KP.2.3 N S S S K Q F R I R A K H S L K E T K L
MC.21.1 BA.2.86.1.1.11.1.3.1.1.21.1 T A DEL F K Q F R L T S K H S L K Q T R L

v LP.8.1 has 9 mutations (S31del, F186L, R190S, R346T, H445R, F456L, Q493E, K1086R, V1104L) in spike protein compared to JN.1 strain.



702-235: Nevutralization Responses Post Boost (2M) in JN.1 Primed Mice
JN.1 or LP.8.10or LF.7 Boost (2M)
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Pseudovirus Neutralization Titer
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702-235: Nevutralization Responses Post Boost (2M) in JN.1+KP.3.1.1 rS Primed Mice
JN.1 or LP.8.10or LF.7 Boost (2M)
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