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Kandidatni vakcina proti lymské borelioze - VLA15 (valneva/Pfizer)

e V soucasnosti neni dostupna zadna vakcina chranici proti lymské boreliéze u lidi.
* Jednou z nejpokrocilejsich ve vyvoiji je kandidatni vakcina VLA15 (Valneva/Pfizer).
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No Vaccine is Currently Available to Prevent Lyme Disease in Humans

ESPID2024: 6-valent, OspA-based Lyme disease vaccine phase-2 program update



Kandidatni vakcina proti lymské boreliéze - VLA15

* Proteinova subjednotkova vakcina zamérena na povrchovy protein OspA borelii

* Hexavaletni vakcina: OspA ST1-ST6 C-terminalni fragmenty spojené do pard, tvorici 3 fazni proteiny

* Lymerix —cela délka ST1
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Comstedt P, Hanner M, Schiler W, Meinke A, Lundberg U (2014) Design and Development of a Novel Vaccine for Protection against Lyme Borreliosis. PLoS ONE 9(11): e113294. doi:10.1371/journal.pone.0113294
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VLA15 pokryva >97 % sérotypu v Severni Americe i Evropé

* Serotypes 1-6 included in VLA15

ST7 snd

Europe
VLA1S covers

97.8% of
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snd

North America
VLA1S covers

99.5% of
genospecies

Included in VLA1S
. ST1 B. burgdorferi ss

Bl s72 B. afzeli
- ST4 B. bavariensis
B sT3, 5, 6 B. garinii

Not included in VLA1S
- ST7 B. spielmanii

snd, B. mayonii

Data on Asia not available
Data sources: US: Centers for Disease Control and Prevention.

EU: Data from German National Reference Center for Borrelia at the Bavarian Health and Food Safety Authority (Germany) and Baxter.

Snd: serotype not determined
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Mechanismus Uc

inku OspA vakcin

1. Klisté pfti sani prijima protilatky z krve
hostitele

2. Ve streve kliStéte se protilatky navazou
na OspA B. burgdorferi
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Nayak A, Schiiler W, Seidel S, Gomez |, Meinke A, Comstedt P, Lundberg U. 2020. Broadly protective multivalent OspA vaccine against Lyme borreliosis, developed based on surface shaping of the C-terminal fragment.

Infect Immun 88:00917-19. https://doi.org/10.1128/IA1.00917-19.




VLA15 faze 2 (viA15-221 studie)

Evaluate safety and immunogenicity to support final schedule selection

Age Groups A Schedules > Dose
5-11 years (N=150) Month 0-2-6 f VLA15 180 pg w/ Alum
12-17 years (N=150) 2 or Y @ or
18-65 years (N=300) Month 0-6 : Placebo
Primary Series Booster Doses Study End
o—2a ° ° L] L] L)
Month Month Month Month Month Month Month
0 6 18 30 42 48

* Posouzeni bezpecnosti a imunogenicity
* 3 vékové skupiny

* Veék ucastnikd: 5 — 65 let

e VLA15 vs. placebo

* Vakcinacni schéma: 0,6 / 0,2,6 mésic

* Bezpecna a dobre tolerovana

* 3. davka vakciny vyvolala vysoké hladiny protilatek

* 4. davka po roce vyvolala narust hladin protilatek

Prevzato z prednasky ESPID2024: 6-valent, OspA-based Lyme disease vaccine phase-2 program update

VLA15-221: A 4th Dose of VLA15 One Year after the 3-
Dose Primary Series Significantly Increases OspA-specific
ST1 IgG GMT Titers in All Age Groups
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VLA1S5 - k|iniCk\'l VVVO] VLA1S5 - aktualné v klinickém hodnoceni faze 3

Indikace predpoklad: Prevence Lymeské borrelidzy zplisobené Borrelia spp (OspA sérotypy 1, 2, 3,4, 5, 6) u osob starych 5 let a vice

I Valneva | | Co-development Valneva/Pfizer i
2017 2018 2019 2020 2021 2022 2023 2024 ‘ 2025 e
E;es‘::g;alation S&l < VLA15-101: generally safe and immunogenic
12 1g, 48 g, 90 g +/- Alum (0,1,2, 1 — Adjuvanted groups more immunogenic than non-adjuvanted, good boostability
Dose Finding e
Age 18-65 VLA15-201/202: Higher doses of VLA15 generally safe and
90 g, 135 g, 180 ug w/ Alum (0, 1, 2M) immunogenic = dose decision VLA15 180 ug
Alternative Schedule + Boost VLA15-202: Improved immunogenicity with alternative schedule; A
Age 18-65 M18 booster dose induced strong anamnestic response;

135 ug, 180 ug w/ Alum (0, 2, 6, 18M)

VLA15-221: First study that includes pediatric subjects, comparison ig\gsiﬁgose Regimen and Pediatric Safety & Immunogenicity
of M0-2-6 vs M0-6 schedule = Ph3 schedule decision M0-2-6 180 ug w/ Alum (O 2 6. 18 30 42Mvs 0. 6. 18 30. 42M vs p."aCEbO) —

Efficacy, Safety, Inmunogenicity, Lot Consistency

Age 5+ RN
180 ug w/ Alum (0, 2, 5-9, 18M vs placebo) w a

Pediatric Safety
Age 5-17 —
180 ug w/ Alum (0, 2, 6, 18M vs placebo)
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Horecka chikungunya - IXchiq (vaineva)

Prvni registrovana vakcina - 9. 11. 2023 v USA / 28. 6. 2024 v EU

Ziva oslabena vakcina

Indikace: osoby ve véku = 18 let

Ockovaci schéma: 1 davka

Mira sérologické odpoveédi (osoby = 18 let)

* 98,9 % ockovanych mélo titry Ab nad stanoveny prah v intervalu 28 dnu po aplikaci vakciny

Persistence Ab odpovédi (osoby 2> 18 let)

* 99,5 %, resp. 97,1 % ockovanych mélo titry Ab nad stanoveny prah v intervalu 12 a 24 mésicQ
po aplikaci vakciny

SPC Ixchiqg; Schneider et al. Lancet 2023.



VLA1553-321 - Pivotal Phase 3 Trial in Adolescents in Brazil

A Multicenter, Randomized, Controlled, Double-blinded Pivotal Study to Evaluate
Safety and Immunogenicity of a Live-Attenuated Chikungunya Virus Vaccine
Candidate (VLA1553) in Adolescents Aged 12 years to <18 years

VLA1553-321 Pivotal Study Met Primary Endpoint
Seroresponse (WPRNT;, 2150) induced in 98.8% of participants after a single vaccination
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= Seroresponse is defined as CHIKV neutralizing antibody titer 2150 by yPRNT;,

= VLA1553 induced seroresponse in 98.8% (247/250, 95%CI [96.5-99.8]) of baseline seronegative
participants at Day 29, vs. 4,8% (2/42, 95%CI [0.5, 14.5]) in Placebo arm.

e VLA1553 vyvolala robustni imunitni odpovéd’
* Protektivni hladiny Ab u 98,8 % ockovanych (D29)

 Podporuje mozné indikacni rozsireni pro adolescenty 12 — 17 let

Deékuji za pozornost

Pfeffer A. Chikungunya: Phase 3 safety and immunogenicity data of VLA1553, a single-dose, live-attenuated vaccine in adolescents in Brazil — a pitoval trial. ESPID 2024. 3.5.2024
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