Individuals using assistive technology may not be able to fully
access the information contained in this file. For assistance,
please call 800-835-4709 or 240-402-8010, extension 1. CBER
Consumer Affairs Branch or send an e-mail to: ocod@fda.hhs.gov
and include 508 Accommodation and the title of the document in

the subject line of your e-mail.
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Agenda

= SARS-CoV-2 Surveillance Data
= XBB.1.5 Clinical Trial Data: Study 2019nCoV-313 Part 1
= Nonclinical Data Supporting JN.1 Vaccine Update
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Novavax Vaccine Platform
Recombinant protein particle plus Matrix-M™ adjuvant

Recombinant protein particle

= Native 3-dimensional conformation

= Truncated S. frugiperda glycans

» Particulate structure facilitates antigen
presentation and processing

p—
Matrix-M adjuvant
= Induces robust neutralizing antibodies gL
* |nduces polyfunctional CD4+ Th1 Jl
» Supports Fc-mediated immune responses y
Novavax vaccine

platform
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SARS-CoV-2 Surveillance Data
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Prevalence of JN.1 Subvariants - US (2 1%)
CDC Nowcast: May 25, 2024

WHO Label Lineage # (95% PI)

Omicron KP.2 28.5% 23.0 — 34.7%
KP.3 12.7% 7.8 — 19.6%
JN.1.7 9.2% 7.3-11.6%
KP.1.1 9.2% 6.5 — 12.8%
JN.1 8.4% 6.8 — 10.3%
JN.1.16.1 5.4% 3.3 —8.8%
JN.1.16 4.2% 2.6 —6.8%
JN.1.13.1 4.0% 2.8=5.7%
JN.1.11.1 3.9% 2.6 -5.9%
KS.1 3.5% 2.0-6.1%
JN.1.8.1 2.7% 2.0 - 3.6%
KQ.1 2.2% 1.2 - 4.0%
KW.1.1 1.7% 0.7 -4.2%
JN.1.18 1.7% 1.1 -2.5%
JN.1.32 1.0% 0.7 =1.5%

novavax® Source: hitps:/covid.cdc.govicovid-data-tracker#variant-proporions



Circulation of JN.1 Subvariants -

CDC Nowcast: May 25, 2024

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

JN.1 subvariants S E S

= JN.1.16
JN.1 + F456L (FL) . IN.1.11.1

= JN.1.18
JN.1 + R346T (RT) = JN.1.13.1

= KQ.1

, = KP:2

JN.1 + R346T + F456L (FLIiRT) . KP1.1
JN.1 + R346T + F456L + T5721 (FLIRTTI) « KZ.1.1.1

JN.1 + F456L + Q493E (FLUQE) « KP3
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Vaccine Has Previously Been Updated When Difference
Between Vaccine Strain and Dominant Variant > 4 AU

Prototype
NVX-CoV2373

BA.5
NVX-CoV2601
(2022-2023)

XBB.1.5

AU =5.16 / MNovavax COVID-19

(2023-2024)

.....
*a
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AU =4.59
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Antigenic Cartography Presented by
World Health Organization April 26, 2024
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Novavax Data Support a
JN.1 Vaccine Update for 2024-2025 Season

= In a previously vaccinated/infected population, minimal differences were
observed in neutralizing antibody responses for JN.1 lineage subvariants after
receipt of Novavax XBB.1.5 vaccine

= JN.1 vaccine generates broad neutralizing responses for JN.1-lineage
subvariants in non-clinical models

= JN.1 vaccine also induces a polyfunctional, Th1-biased T-cell response that
recognizes conserved T-cell epitopes across variants
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Data from XBB.1.5 Clinical Trial:
Study 2019nCoV-313 Part 1
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XBB.1.5 Clinical Study Design

Type of Trial
=  Open label, single arm

Population

=  Adults = 18 years of age, male and non-pregnant female, previously vaccinated with = 3 doses of mMRNA
> 90 days prior to enroliment (n=330); 30 US sites

Intervention
= Single dose NVX-CoV2601 (5 ug XBB.1.5 Omicron antigen/ 50ug Matrix-M Adjuvant) on Day 0

Outcome Measures
=  Safety data including reactogenicity for 7 days after vaccination
= |Immune response as measured at Day 28 by anti-Spike pseudovirus neutralization titer

novavax:
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Minimal Differences in Antibody Responses for JN.1

Subvariants in Previously Vaccinated/Infected Population

= 3 doses Moderna or Pfizer vaccines + single XBB.1.5 Novavax dose (N = 59)

600 GMFR =56 GMFR =65 GMFR =5.4 GMFR =73 GMFR =6.1 GMFR =52 GMFR =5.0
248 258 278
247 213 171
| !
100 -
Neutralizing
Titers
ID;; GMT
(95% Cl)
10 4
‘| .
D0 D28 Do D28 D0 D28 DO D28 D0 D28 DO D28 D0 D28
JN.1 JN.1.7 JN.1.11.1 JN.1.13.1 KQ.1 KP.2 KZ1.1.1
novavax: FL RT FLIRT FLIRTTI



Nonclinical Data Supporting
JN.1 Vaccine Update
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JN.1 Vaccine Induces Broad Neutralizing

Responses to All Subvariants Tested
NHPs primed/boosted with XBB.1.5 and additional JN.1 vaccine after 11 months

Antigenic
GMFR 40.3 20.0 30.2 31.7 18.9 22.3 14.7 16.0 3.9 13.2 Variant Unit [AU]
5,081 3423
10,0007 3027 2892 3481 3189 g5 R . Jiet -
1875 'l JN.1.7 0.75
JN.1.16 0.79
x 1,000
Pseudovirus 138 JN.1.11.1 0.57
Meutralization
pVN50 JN.1.13.1 0.55
(GMT, 95% CI)
1001 KQ.1 0.67
-- LOD KP.2 1.04
KP1.1 1.44
J Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Prre Bu;st LA.2 0.79
JN JNLT JM116 JNTA11JN131 K KP.2 KP.14 LA2 KP3
KP.3 1.47
FL RT FLIRT FLUQE

nmruvu.x 'GMFR compared to pre-boost (Day 357) titer
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JN.1 Vaccine Induces Broad Neutralizing
Responses to All Subvariants Tested

Mice primed with XBB.1.5 and received additional JN.1 vaccine after 2 months

GMFR 48.1 35.9 37.3 34.9 241 27.6 18.8 59.2 471 Antigenic
Variant Unit (AU)
0,000 T 2357 JN.1
10,000 1 2,839 1,713 - . "
] 2118 2,204 213 1,317
1,496 JN.1.7 0.42
JN.1.11.4 0.37
Pseudovirus 1.0 JN.1.13.1 0.41
Meutralization KQ.1 0.92
pVN50
(GMT, 95% CI) KP.2 0.73
1 50 KP.1.1 1.11
i |-LOD
LA2 -0.06
KP3 0.27

10 -

Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost Pre Boost
JN.1 JNA7 JM11 JN131 KQA KP.2 KP.1.1 LA2 KP.3

FL RT FLIRT FLUQE

NOVAVAX" "GMFR compared to pre-boost (Day 77) titer
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Conserved T-Cell Epitopes Recognized After
JN.1 Vaccine Boost in XBB.1.5 Primed Mice

Multifunctional CD4+ T cells Th1 Responses

104

i A =8 oy

10° e .

Triple_Th1+ Cells

(per 10°CD4* T Cells) 10?2
(GM with 95% ClI)
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1““ T T T T T
XBB.1.5 JN.1 JN1.11.1 JN.1.131 KP.2

Variant rS Stimulation
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Novavax Data Support JN.1 Vaccine Update
for 2024-2025 Season

= JN.1 vaccine generates broad neutralizing responses for JN.1-lineage subvariants when
administered to XBB.1.5-primed animals
= |ncluding variants with F456L mutation, R346T mutation, and for FLIRT, FLIRTTI
and FLUQE variants

= JN.1 vaccine induces a conserved polyfunctional, Th1-biased T-cell response against
JN.1-lineage subvariants

= Data support JN.1-lineage vaccine aligned with WHO and EMA recommendations
= If recommendation precludes use of a JN.1 vaccine, protein-based vaccine will not be

available for Fall campaign

» |nitial shipments of JN.1 vaccine on track to be in US warehouses in August
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