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Vlruses Of Cu rrent IntereSt chikungunya virus

Ross River virus

Mayaro virus

o’nyong-nyong virus

Eastern equine encephalitis virus
Barmah Forest virus
Flaviviruses:

Zika virus

Dengue virus 1-4

Tick born encephalitsis virus
Kyasanur Forest disease virus (AHFV variant)
Coronaviruses:

SARS-CoV-2

Barmah Forest virus

Our approach: basic studies of the molecular- and
infection biology and use of obtained results for:
1. Development of live attenuated vaccines

2. Development of RNA based biotechnologies
3. Development of approaches to break virus

Zika virus transmission cycle




Chikungunya virus (CHIKV) x

Old World (arthritogenic) alphavirus

 Distributed around the world, including the Americas

Ae. albopictus ‘; ¥

Both vectors ‘;@; -

« Symptoms in humans include rash, fever, joint pain Kriekmann et al., 2019
« High percentage of cases persist into chronic arthritis

« Mostly spread by Aedes aegypty or Ae. albopictus mosquitoes

CDC Wikipedia
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Valneva Initiates Rolling Submission of
FDA Biologics License Application for its

Single-Shot Chikungunya Vaccine
Candidate

August 18, 2022

Saint-Herblain (France), August 18, 2022 - Valneva SE (Nasdaq: VALN; Euronext Paris: VLA), a specialty vaccine
company, today announces that it has initiated rolling submission of the Biologics License Application (BLA) to
the U.S. Food and Drug Administration (FDA) seeking approval of the Company’s single-shot chikungunya
vaccine candidate in persons aged 18 years and above.

This BLA submission follows final pivotal Phase 3 data reported in March 2022[1] and final lot-to-lot consistency
results reported in May 2022 A clinical study of VLA1553 in adolescents is ongoing in Brazil[3], which may
support future regulatory submissions in this group if VLA1553 is approved in adults.

Juan Carlos Jaramillo, MD, Chief Medical Officer of Valneva, commented, “This is an extremely important
milestone for our VLA1553 program and we are very proud to be the first company worldwide that has begun
submission of a BLA for a chikungunya vaccine candidate. Chikungunya is a major public health threat that
continues to grow, and no vaccine or specific treatments are currently available for this debilitating disease. We
will continue to work assiduously to bring VLA1553 to market as soon as possible.”

Valneva is currently targeting the end of 2022 for completion of the BLA submission. Once all portions of the
application have been submitted and if the filing is accepted, the FDA will determine priority review eligibility
and the action date which the FDA will target to complete its evaluation.

This rolling BLA submission is part of the accelerated approval pathway agreed upon with the FDA in 2020[4].
The program received FDA Fast Track and Breakthrough Therapy designations in 2018 and 2021, respectively.
VLAI553 was also granted PRIlority MEdicine (PRIME) designation by the European Medicines Agency (EMA) in
2020, and Valneva plans to make regulatory submissions for VLA1553 in Europe in the first half of 2023.

Careers

FDA approval in November 2023



The P4 Arg-to-His mutation has major impact on in
enotype of chikungunya virus
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Initial joint measurement (%)

Initial joint measurement (%)
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CHIKV-delFHL1 is attenuated and protects

mice against wt CHIKV challenge
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Trans-amplifying mRNA technology is superior
to modified mRNA technology

CAP CAP
et ot o _ -
C5' |2:c||2r nSP1 nSP2 nSP3 3'?1C'|Ellg An CS' I:gtc;gr Ubl nSP4 3'EL1JCTtII2 An
CAP
CSYR [ sp1* FLuc NLuc gmCherryl—YR—A_

Hours post transfection



Codon-altered variants of SARS-CoV-2 |

Hamsters Immunized

are attenuated in vivo and generate with 10° CDO-TN-1
protective immunity
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Y Zoonotic virus

Alphacoronavirus 1
Betacoronavirus 1

Influenza A virus

Japanese encephalitis virus
Mammalian orthoreovirus
Norwalk virus

Paslahepevirus balayani
Rocahepevirus ratti

Rotavirus A

Rotavirus C

Sapporo virus

Amdoparvovirus carnivorani
Copiparvovirus ungulate3
Epizootic hemorrhagic disease virus
Getah virus

Himalayan marmot bocaparvovirus 1
Marmot circovirus

Marmot Picornavirus
Morbillivirus canis
Orthopneumovirus muris
Pipistrellus bat coronavirus HKUS
Protoparvovirus carnivorani
Rabbit coronavirus HKU14 n
Rabbit hemorrhagic disease virus | ]
Rotavirus F

Rotavirus G

Guinea pig bocavirus 1

Guinea pig chapparvovirus
Guinea pig circovirus

Long-tailed chinchilla hepacivirus
Mink sapovirus 2 A

Rabbit adenovirus

Rabbit coronavirus 1

Raccoon dog sapovirus A

New
players are
emerging?
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Roe deer circovirus | A

Squirrel paramyxovirus 1
Squirrel paramyxovirus 2
Squirrel pegivirus
Weasel bocavirus 1

Central China
East China
North China

|| Northeast China
Northwest China

[] South China

I:I Southwest China

Zhao et al., Nature, August 2024. doi: 10.1038/s41586-024-07901-3.
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A Potentially high-risk novel virus
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