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CO JE RSVe¢

RSV je tak rozsifeny, ze témér vSechny déti onemocni virem prfed dosazenim 2 let véku.
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PRIZNAKY m CASTECNA IMUNITA POPULACE VE VYSOKEM RIZIKU

Casto mirné, jako Kychani, kasel, * Imunita vyvolanda Kazdé dité mize vdzné onemocnét a
nachlazeni, ale bézné infekci neni plné byt hospitalizovdno, ale nékteré
mUze byt tézké vydechovdni, ochrannd faktory zvysuji rizika:
(nebo smrtelné) pro dotykdni se by v E
. ! ; * Opakované < 6 mésicU nebo predéasné narozené
kojence. kontaminovaného |
—RETES celozivotni Jaz o .
povrchu a poté odi, . Komorbidity (napf. zdkladni
) infekce i )
nosu nebo Ust onemocnéni srdce /plic)

Bydleni v ekonomicky

znevyhodnénych oblastech 4 O\

(NCIRD), Division of Viral Diseases



https://www.cdc.gov/ncird/index.html
https://www.cdc.gov/ncird/dvd.html

VIRUS RSV

JEDNOVLAKNOVY RNA VIRUS.

OBSTRUKCE DYCHACICH CEST MUZE
NASTAT V DUSLEDKU ODLOUCENEHO
EPITELU A ZANETLIVYCH BUNEK S
HLENEM A FIBRINEM, KTERE SE
DOSTANOU DO MALYCH DYCHACICH
CEST.

RSV FUZNIi PROTEIN F PROTEIN NA
POVRCHU VIRU FUZUJE S
HOSTITELSKYMI EPITELIALNIMI BUNKAMI
V PLICICH, COZ UMOZNUJE INFEKCI

PODOBNE JAKO SPIKE PROTEIN U SARS-
COV-2




RSV JE VYSOCE NAKAZLIVY VIRUS, KTERY CIRKULUJE S
OSTATNIMI RESPIRACNIMI VIRY

Pfenos

RSV se prendsi vdechovdnim nebo kontaktem
' s respiraénimi sekrety infikovanych osob.

RSV se mize Sifit v prostfedi domdcnosti.

RSV se Sifi snadno

0 Zakladni reprodukeni €islo (R,)
~
I o~ 3
Ry odhad = 2.82 (v dobé vrcholu)
Infikovana osoba Ry odhad = 3.02 (v poslednim tydnu)
4 g
Infikovani lidé jsou obvykle nakazZlivi po dobu 3-8 dng, [/ )

nicméné starsi dospéli mohou Sifit virus déle.



Data source:

TESTOVANI A SURVEILLANCE — AKTUALNI STAV

* PCR a antigenni testy mohou diagnostikovat
infekci RSV.

* Vétsina 0daju o RSV pochazi z oblasti s
vysokymi pfijmy, ackoli jsou k dispozici Udaje
ze vsech regionu WHO.
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Map production: Immunization, Vaccines and Biologicals (IVB), World Health Organization (WHO)
WHO literature review of RSV studies in LMICs

Disclaimer:

The boundaries and names shown and the designations used on this map do not imply the expression of any opinion whatsoever on the part of the World Health Organization

concerning the legal status of any country, territory, city or area nor of its  or the of its frontiers or boundaries. Dotted and dashed lines on maps represent approximate
border lines for which there may not yet be full agreement

World Health Organization, WHO, 2023. All rights reserved
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Mnoho mist netestuje RSV v klinické péci.

Je zapotiebi vice RSV testovdani a dohledu,
vcetné oblasti s nizkymi a stfednimi pFijmy.
WHO vyuziva globalniho systému sledovani
chiipky (GSIRS)
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ROCNI CELOSVETOVA ZATEZ RSV U DETI

HLAVNI PRICINA TEZKE
RESPIRACNI INFEKCE

33,000,000

epizod

< 6 mésicu
20%

o

6 mésicU do 5 let
80%

4
(< 5 LET VEKU)
HOSPITALIZACE

3.6 million

hospitalizaci

< 6 mésicu
39%

Reference: LiY, etal. Lancet 2022.

DULEZITA PRICINA DETSKE
UMRTNOSTI

CELKOVA DETSKA MORTALITA NARSV

<6 MESICcU

< 6 mésicu

46%




POCET HOSPITALIZACI NA RSV V CR 2017-2021

Tabulka 1a
Roky 12017 [2018 (2019 2020 2021
Pocet hospitalizaci
kohorta
600 311 878 213 1804
| 0514 5 2 22 7 76
1524 [ 1 3 0 2
2530 (N 0 1 0 2
3544 [N 0 4 1 3
4554 (N 1 14 0 1
| 55-64 [N 5 14 5 9
25 11 108 29 45
Tabulka 1b
[ 2017 2018 2019 2020 2021
Hospitalizace na 100.000
107 54,8 154,4 38,2 323,2
65+ 1,3 0,5 5,1 1,3 2,1 Q D))

Prymula a kol, 2023, v recenznim fizeni



PNEUMONIE JE CELOSVETOVE NEJCASTEJSI PRICINOU
DETSKE UMRTNOST!

KONTROLA RSV JE KRITICKA V BOJI PROTI
|:!|§!mgilla za 15% ; =
celkove mortality <5 let ZAPALU PLIC, PROTOZE :

(> 700,000 Umrti za rok)*

» JE NEJCASTEJSi PRICINOU DETSKE

C NN PNEUMONIE A BRONCHIOLITIDY
15%

 JE HLAVNI PRICINOU UMRTI NA ZAPAL PLIC V
PRVNICH 6 MESICICH ZIVOTA

« ZPUSOBUJE AZ 40 % ZAVAZNYCH PRIiPADU
PNEUMONIE PRED 1 ROKEM VEKU

e ZVYSUJE ZRANITELNOST VUCI PNEUMONII
ZPUSOBENE JINYMI VIRY A BAKTERIEMI

d N
N\ \
[ 01|
N 7/
7/
* Interim WHO-MCEE cause of death for children under-5 years (September 2019) updated using cause fractions from 2017 and applying them to UN-IGME estimates for 2018.2 Pneumonia Etiology Research for Child Health (PERCH)
Study Group. Lancet. 2019.



NEOBJEVENI SE SEZONY RSV 2020/21 BEHEM PANDEMIE COVID-19
— PROSPEKTIVNI, MULTICENTRICKA DATA O VYSKYTU INFEKCE
RESPIRACNIM SYNCYCIALNIM VIREM (RSV)

20 — Season
201718
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2019/20
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Patient numbers per calendar week
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Calendar week (CW)

Lange M, et al. Dtsch Arztebl Int 2021; 118: 561-2.
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Retrospektivni kohortovd studie zjistila, Ze nedonosenost, Broncho-pulmondini dyspldzie a vrozené onemocnéni srdce jsou nejvétsi
rizikové faktory ARl RSV hospitalizace v prvnim a druhém roce Zivota |

RIZIKO SE ZVYSUJE BEHEM PRVNIHO A DRUHEHO
ROKU ZIVOTA

388

Prvni rok zivota
100
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RSV Hospitalisations per 1000 Infants

10

BPD

<28 weeks 29 to <33 33to <36 Low-risk
weels weeks (reference)

Druhy rok zivota

73

30

<28 weeks 29 to <33 33to <36 Low-risk
weels weeks (reference)

)

ARI: ACUTE RESPIRATORY INFECTION; BPD: BRONCHOPULMONARY DYSPLASIA /DISORDER; CHD: CONGENITAL HEART DISEASE; RSV: respiratory syncytial virus
BOYCE TG ET AL. J PEDIATR. DEC 2000;137(6):865-70.



KE ZVYSENEMU RIZIKU NEMOCNOSTI A UMRTNOSTI U
TECHTO POPULACI PRISPIVA VICE MECHANISMU

i) Snizené matefsky pfenesené protilatky
Prematurita narusuje optimdlni prenos

Vzhledem k tomu, Ze matefsky IgG je prendsen na matefského I1gG

plod v poslednich mésicich téhotenstvi, maiji

Data provided by Professor Manzoni, adapted with author approval from Yeung CY, Hobbs
JR. Lancet. 1968;1(7553):1167-1170.

. e RN : i 1200 - 1100
predcasné narozené déti nizsi hladiny. !
i = 1000 -
, E 53%
0
i S 800 -
B
-
Snizeny ptenos kysliku A e
A
Ventilaéni problémy zpUsobené infekci RSY mohou @ ¢ 400 - 320
R
zhorsit stavaijici zhorSenou difuzni a perfuzni 8 200 | 200
schopnost souvisejici s BPD / pfedéasnym porodem a |
CHD, v tomto poradi. 0
: <28 wGA 28-31 wGA 32-35 wGA Term

BPD: bronchopulmonary dysplasia/disorder; CHD: congenital heart disease; IgG: immunoglobulin G; RSV: respiratory syncytial virus; wGA: weeks gestational age. |
1. Yeung CY et al. Lancet. 1968;1(7553):1167-1170. 2. Piedimonte G et al. Pediatr Rev. 2014;35(12):519-530. 3. Cabalka AK. Pediatr Infect Dis J. 2004;23(1 suppl):S41-S45.
4. Borckink | et al. Acta Paediatr. 2014;103(1):81-85. 5. Chang DV et al. Am J Respir Crit Care Med. 2016;193(7):767-771.



CELKOVA STREDNI DELKA HOSPITALIZACE U HOSPITALIZOVANYCH
DETSKYCH PACIENTU S INFEKCi RESPIRACNIM SYNCYCIALNIM VIREM
(N=312). STRATIFIKOVANA PODLE VEKU
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Hartmann K et al. J Infect Dis. 2022 Aug 1; 226(3): 386-395.
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NOVA NADEJE NA PREVENCI RSV— RENESANCE VYVOJE PRODUKTU

RSV Vaccine and mAb Snapshot

RSV objeven

Formalinem inaktivovand, détskd kandidétni vakcina proti RSV,
prokazatelné zpisobuje zvysené respiracni onemocnéni u kojencd
dosud nelééenych RSV béhem prvni pfirozené infekce

Registrovana kratce pUsobici mAb

Palivizumab

Prdlom v chapani RSV, renesance vyvoje

Klicova technologie—RSV pre-fusion (F) protein
* Pre-fizni F protein jako bezpeény a slibny imunitni cil
* Neutralizaéni protilatky se zaméruji na pre-F protein
a zabranuji viru fizovat a infikovat hostitelské buriky
* Odstranuje riziko zhorSeni onemocnéni

Dlouhodobé pusobici protilatka

Nirsevimab (pre-F)

Registrovana vakcana pro starsi dospélé a matky
Recombinant pre-F vaccines approved in US and Europe

TARGET INDICATION: P =PEDIATRIC M =MATERNAL E =ELDERLY

MARKET
> PHASE 1 > PHASE 2 > PHASE 3 > APPROVED
| | |
Blue Lake CDdﬂEE"”‘-P Intravacc : Meissa @ sanofi, (@ : :
LID/NIAID/NIH I Vaccines LID/NIAID/NIH | |
LIVE- PIV5/RSV RSV RSV-AG | RSV RSV | |
ATTENUATED/ : : :
pontificia (P SIpPL, P
CHIMERIC Universidad " Jude I I I
Catolica de Chile Hospital | | |
BCG/RSV SeV/RSV | | |
| | |
| | |
| PE el | E E
; Daiich
Icosavax | Immuncvaccine, |\ WRRC | Bioarcne | sankyo | ! Glaxosmitnkine | Pfizer
PROTEIN-BASED  Rsv/hMPVVLP RSV SH Protein RSV F Protein | RSV G Protein Protein? | || RSV F Protein || RSV F Protein
* PARTICLE | | |
Y]
* SUBUNIT . : : Prizes
Virometix
I | | RSV F Protesn
VLP | | |
| | |
| | |
M P | | |
NUCLEIC Moderna sanofi : : Modernd : .
ACID e T i I [ RNA C
| | |
| | |
n : Janssen : Bavarian B :
RECOMBINANT I Pharmaceutical I Nordic, +* |
VECTORS | Adenovirus | MvA |
I | ’ |
| e |
P P | | | P
T b
IMMUNO- Gates MRl piorechnology | e : At Zeneca
PROPHYLAXIS Anti-FmAb  Anti-F mAb | | | Anti-F mAb | Nirsevimab | Palivizumab
| | | .
Indicates : o L ¢
UPDATED: June 2, 2023 Change https://www.path.org/resources/rsv-vaccine-and-mab-snapshot PAT H
B . . 10:iA0@//200

WWW.path.org/resoq‘rcéé/rsv-véccine-and'—mab-snapshot/

OA
GSK

RSV F Protein

OCA M
Pfizer

RSV F Protein

Dospéli 60+
licencovanav EU a US

P ' P
Astra Zeneca,
Merck Sanofi
Anti-F mAb Nirsevimab

Vakcina Dospéli 6o+
+ matky
licencovanav EU a US

Diothotohe Dlouhodohs :ébj.\

pusobici mAb mAb lice '
ve fazi 2b/3 EU a US

Podle WHO, a PATH upraveno




Vyvoj protildtkovych prepardtu proti RSV

Mejias et al. 2021

. - . . Development Target
Viral targets Antibody characteristics In vitro/in vivo potency Phase Populations Comments
-41% reduction in RSV-
-Six-fold higher neutralizing activity hospitalizations in premature in CLD?
RespiGam High titers of IgG with compared with regular IVIG' -10- Discontinued S -Monthly dosing during RSV season
(RSV-IGIV) Polyclonal RSV neutralizing activity | fold more potent than regular IVIG (1997) High risk mfans (~5 doses) -Fluid overload, long
atreducing RSV titers in cotton rats lasting IV infusions - Interference with
live vaccines
High risk infants
Palivizumah’ L. : : ~50-100-fold more potent than RSV- (premature <29 -55% reduction in RSV-
(MED1-493) ‘mﬂﬁzgl H“ma“‘zfgsngbsmlf e | 1VIG? - 599% RSV neutralization in Marpkchfzg (1“;98) WkGA,CLD <32 |  hospitalizations’ -Monthly dosing
Medimmune J cotton rats wk;CHD<12 during RSV season (~3 doses)
months)*
Nirsevimab ->50-fold more potent than -
(MEDI$897) | Anigenicsic0 | ﬁﬁj;’;’ﬁ:l’ffg&_ palivizuma i vito' >0fodthan | PhaseAbill | Premaueand ull | - nVA LK ST
Medimmune/ (PreF) 7 davs$ palivizumab at reducing viral loads (ongoing) term infants q p od
Sanofi Pasteur ays In cotton rats 0S¢ Tequlr
C Human mAb, (YTE ->50more potent than palivizumab in L :
Antigenic site [V . : : : Phase-1/lla Premature and full- | - Undergoing clinical evaluation -1
MK-1654 Merk technology) Half-life 70- vitro? - Upper airway protection vs : : .
(PreFéPostF) 85 days’ palivizumab in cotton rats (ongoing) ferm infants dose required
-Drug discontinued due to RSV
Suptavumab Antigenicsite V Humgn mAb, ;xtcndcd ~40-fold more potent than Discontinued : mutants (RSV B) resistant to themAb.,
(REGN-2222) PreF half-life Half-life 32-35 alivizumab 017 Premature infants fter Phase-TI1 studies ~1
Regeneron (PreF) days palivizuma (2017) after Phase-Ill studies -14

requied | 7




VYVOJ PROTILATKOVYCH PREPARATU PROTI RSV

Pre-F
Nirsevimab
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Mejias et al. Ann Allergy Asthma Immunol. Author manuscript; available in PMC 2021 July 01.
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Déti do 2 let s hemodynamicky

Déti narozené ve 35. tydnu Déti mladsi 2 let a vyzaduijici
i

téhotenstvi nebo méné a bronchopulmondlni dysplazie vyznamnou vrozenou srdecni

V4 o

mladsi nez 6 mésicl na poslednich 6 mésicy vadou

zacatku sezény RSV

Palivizumab byla prvni humanizovand viceddvkovd monoklondlni protilatka, kterd ukdzala 0&innost proti infekénim chorobdm!-2

RSV: RESPIRATORY SYNCYTIAL VIRUS. \

1. SYNAGIS® (PALIVIZUMAB). EU SUMMARY OF PRODUCT CHARACTERISTICS. UPDATED JULY 14, 2022. 2. RESPIRATORY SYNCYTIAL VIRUS INFECTION: DEVELOPING ANTIVIRAL DRUGS FOR
PROPHYLAXIS AND TREATMENT — GUIDANCE FOR INDUSTRY. OCTOBER 2017.



PALIVIZUMAB SE VAZE NA F PROTEIN A BLOKUJE VIROVOU
FUZI

PALIVIZUMAB SE VAZE NA F PROTEIN NA POVRCHU RSV A BLOKUJE KRITICKY KROK V PROCESU
MEMBRANOVE FUZE K INHIBICI REPLIKACE RSV':2

Palivizumab zastavuje fuzi RSV s hostitelskou
bunkou

F protein

G protein

Palivizumab @G

RSV virion

ADAPTED FROM GRIFFITHS C, ET AL. CLIN MICROBIOL REV. 2017;30(1):277-319.
RSV: RESPIRATORY SYNCYTIAL VIRUS.
1. SYNAGIS® (PALIVIZUMAB). EU SUMMARY OF PRODUCT CHARACTERISTICS. UPDATED JULY 14, 2022. 2. GRIFFITHS C, ET AL. CLIN MICROBIOL REV. 2017;30(1):277-319.




V 4 1 4

SNIZENi UMRTNOSTI U KOJENCU LECENYCH
PALIVIZUMABEM

Systematicky prehled literatury odhalil, Ze profylaxe palivizumabu sniZila u predéasné narozenych déti mortalitu ze vsech
pFicin ve srovndni s predéasné narozenymi détmi bez profylaxe (pomér pravdépodobnosti, 0,30; 95% Cl, 0,17 az 0,55;

P<0,001)

All preterm pP<0.001 . o .
Vysledky mortality ze vSech pfFi¢in vyznamné
<32 wGA P<0.001 ., uprednostiovaly profylaxi palivizumabem
(P<0,01) pro kombinovanou kohortu, kterd
32-35 wGA ' * : zahrnovala viechny predcasné narozené déti,
a pro specifickou podskupinu predéasné
e ' 2 narozenych déti <32 wGA. Vysledky
smérovaly k vyznamnosti ve prospéch
CHD —e—— - . .
profylaxe palivizumabem pro vSechny ostatni

0,01 0,1 g 1 X 10 100 podskupiny (32 az 35 wGA, smisené

Favors palivizumab Favors placebo

predcasné narozené, BPD a CHD).

Odds ratios (log scale)

18 i ))
BPD: BRONCHOPULMONARY DYSPLASIA/DISORDER; CHD: CONGENITAL HEART DISEASE; Cl: CONFIDENCE INTERVAL; RSV: respiratory syncytial virus; wGA: weeks gestational age.
CHECCHIA PA ET AL. PEDIATR CRIT CARE MED. 2011;12(5):580-588.



NOVE PRODUKTY PRO PREVENCI V RANEM VEKU

) Tehotenska vakcina

PFimd& imunizace novorozencl brzy po

narozeni poskytuje protildtky pro kritickou

ochranu v raném véku.

Oc¢kovdni v téhotenstvi mize pfimo posilit imunitu
téhotné ockované osoby a zvysit pfirozeny prenos
protilatek k ditéti pres placentu pro ochranu v raném
véku.

mAb jsou vyrdbéné protilatky proti RSV pre-F

proteinu, které neutralizuji virus.

Pre-F protein ve vakciné indukuje protilatky, které
neutralizuji virus.

PFi narozeni s jinou porodni ddvkou oékovdni

(napt. hepatitida B; BCG, OPV) nebo p¥i
prvni ndvstévé rozsireného programu

imunizace.

Ockovdni v pozdnim 2. nebo 3. trimestru téhotenstvi k
optimalizaci pfenosu protildtek na kojence. (V soucasné
dobé schvdlend gestacni okna, 24-32 az 36 tydnd.)

PRODUKTOVE X
CHARAKTERISTIKY

Poddvd se v jedné ddvce
Ochrana alespon 5-6 mésici po poddni
(déle trvajici nez palivizumab)

* Poddavd se v jedné ddvce
* Minimdlné 5-6 mésici ochrany po narozeni
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NIRSEVIMAB

REKOMBINANTNI LIDSKA IGG1 KAPPA MONOKLONALNI PROTILATKA
S PRODLOUZENYM POLOCASEM (DLOUHO PUSOBICI)

JEDNOU ZA SEZONU PEVNE DAVKOVANI IM

VAZE PODJEDNOTKY F1 A F2 FUZNIHO PROTEINU RSV A UZAMKNE
JEJ V PREFUZNi KONFORMACI, ABY BLOKOVAL VSTUP VIRU.

NIRSEVIMAB PROKAZAL VETSI UCINNOST PRI INHIBICI RSV NEZ
PALIVIZUMAB IN VITRO A IN VIVO'

PRIPRAVEK BEYFORTUS JE INDIKOVAN K PREVENCI ONEMOCNENI
DOLNICH CEST DYCHACICH RESPIRACNIM SYNCYTIALNIM VIREM
(RSV) U NOVOROZENCU A KOJENCU BEHEM JEJICH PRVNI SEZONY
RSV.

IM, intramuscular; MA, medically attended, IgG1: immunoglobulin G1.
1. Zhu Q, et al. Sci Trans| Med. 2017;9(388):eaaj1928.

Nirsevimab

RSV A2 F
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STUDIE FAZE 3 - MELODY

Studijni charakteristiky

Vék: Déti narozené v gestaénim véku alesporn = 35 tydnd
Studijni populace

Pocet = 3000 zdravych pfedéasné narozenych a v terminu Primdrni kohorta: Faze 3,

subjektt 1490' US NCT: NCT03979313?
Komparator Placebo: solny roztok 0.9%?

Randomizovand, dvojité zaslepend, placebem kontrolovand studie fdze 3 k vyhodnoceni
bezpedénosti a Ginnosti nirsevimabu u zdravych predéasné narozenych a nedonosenych
zdravych kojenct

(primdrni kohorta): nirsevimab (994) Placebo (496)

Design studie

Jedna intramuskularni davka: Nirsevimab
(pokud je <5 kg, 50 mg;

pokud =5 kg, 100 mg)

Placebo

Imunizaéni schema

Trvani 2019/2020 RSV sezéna (obé& hemisféry)

-

L

1. Hammitt LL, et al. N Engl J Med. 2022;386:837-46. 2. Medimmune LLC. A study to evaluate the safety and efficacy of MEDI8897 for the prevention of medically attended RSV LRTI in healthy late preterm and term infants (MELODY). ™
Updated December 7, 2021. Accessed March, 2022. https://clinicaltrials.gov/ct2 /show /study /NCT039793 1 32term=MEDI8897 &phase=2&draw=2&rank=1/.
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https://clinicaltrials.gov/ct2/show/NCT03979313?term=NCT03979313&draw=2&rank=1
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EFEKTIVITA PRO PRIMARNI A SEKUNDARNI KONCOVE BODY

« ITT POPULATION Kaplan-Meier plot for time to first medically attended RSV LRTI
1.00 = —
< L
= 0.80 — 90
£ = 0.98 =
2 [
.- = T E —
¢ & 0.60 — = 0.96 A Placebo
w S S 3 0.94 = — Nirsevimab
c w0 o & N
o X F -
[ 0.40 — e % 0.92 |
2 £ B
3 §< 090 ) Hazard ratio (95% Cl), 0.23 (0.12, 0.47)
020 = 0.00 I T T T T T T T T T T T T T T 1
i 0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150
Days
0.00 T T T T T T T T T T T T T T 1 Days
0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150
No. at risk
Placebo 496 488 479 467 465 464
Nirsevimab 994 984 980 975 970 966
Nirsevimab Placebo Efficacy RRR P-Value
(N=994) (N=496) (95% ClI)
Medically attended RSV LRTI' 74.5 (49.6, 87.1) <0.0001
Primary endpoint
Observed events, n (%) 12 (1.2) 25 (5.0)
Participants requiring imputation of data®, n (%) 15 (1.5) 6(1.2)
Hospitalization for RSV LRTI' 62.1 (8.6, 86.8) 0.0708
Secondary
endpoint Observed events, n (%) 6 (0.6) 8 (1.6)
Participants requiring imputation of data®, n (%) 15 (1.5) 6(1.2) Y
“Participants who had no events and were not followed through 150 days post-dose. Analyses were conducted using Poisson regression with robust variance. Cl, confidence interval. E A

1. Hammitt LL, et al. N Engl J Med. 2022;386:837-46.



NIRSEVIMAB JE PRVNI POTENCIALNI IMUNIZACE PRO VSECHNY KOJENCE, KTERA PROKAZUJE
TRVALOU OCHRANU PO CELOU SEZONU RSV JEDNOU DAVKOU

PRETERM

Age at birth (WGA) Extreme Very Moderate Late
22 | 23 | 24 25 | 26 | 27 | 28 | 29 | 30 31 | 32 33 | 34 | 35 | 35 36
Phase 2b? MELODY (Ph 3)2

Healthy Late Preterm and Term Infants - 1478 subjects

Healthy Preterm Infants - 1492 subjects
Studies MEDLEY (Ph 2/3)3

Infants with Congenital Heart Disease (CHD), Chronic Lung Disease (CLD) or Prematurity - 925 subjects

Phase 2b MELODY
70% MA LRTI reduction 75% MA LRTI reduction

Primary Pre-specified pooled analysis [Phase 2b (<5kg with 50mg) + MELODY]*
80% MA LRTI reductionti

endpoint

MEDLEY
Safety profile similar to Pavilizumab

Pre-specified pooled analysis [Phase 2b (<5kg with 50mg) + MELODY]4

Secondary : . . ]
end point 77%0 Hospitalization reductiont}

23 7
MA LRTI, medically attended lower respiratory tract infection fEstimated based on Poisson regression with robust variance (including study as a covariate); not corrected for multiplicity. IIncluded imputation of missing data. D /
1. Griffin MP et al. N Engl J Med 2020;383:415-25 2. Hammitt LL et al. N Engl J Med 2022;386:837-46. 3.Domachowske JB, et al. N Engl J Med 2022; 386:892-894 4. Eric AF Simdes, et al (9-12th of May 2022) [Conference Presentation q ‘

ESPID 2022 Meeting, Athens, Greece & Online. https://espidmeeting.org/.




DOPORUCENI

1 DAVKA NIRSEVIMABU PRO VSECHNY DETI VE VEKU < 8 MESICU, KTERE SE NARODILY BEHEM
PRVNI SEZONY RSV NEBO VSTOUPILY DO Ni

- 50 MG PRO KOJENCE VAZICi <5 KG A 100 MG PRO KOJENCE VAZICI =5 KG

« 1 DAVKA NIRSEVIMABU (200 MG, PODANA JAKO DVE 100MG INJEKCE PODANE SOUCASNE
DO RUZNYCH MIST VPICHU) PRO KOJENCE A DETI VE VEKU 8-19 MESICU, U KTERYCH JE
ZVYSENE RIZIKO TEZKEHO ONEMOCNENI RSV A VSTUPUJi DO DRUHE SEZONY RSV



PREKAZKY VE VYVOJI USPESNYCH VAKCIN PROTI RSV

POTREBA IMUNIZOVAT VELMI MALE DETI, KTERE MOHOU NA OCKOVANI REAGOVAT
NEDOSTATECNE;

EXISTENCE DVOU ANTIGENNE ODLISNYCH SKUPIN RSV A A B;
HISTORIE ZESILENI ONEMOCNENI PO PODANI VAKCINY INAKTIVOVANE FORMALINEM.

JE PRAVDEPODOBNE, ZE K PREVENCI RSV LRI V RUZNYCH OHROZENYCH POPULACICH BUDE
ZAPOTREBI VICE NEZ JEDEN TYP VAKCINY.



AREXVY

MECHANISMUS PUSOBENI ADJUVANS NA ANTIGEN
PRODLOUZENI PRITOMNOSTI ANTIGENU V KRVI

« NAPOMAHA POHLCENI| ANTIGENU BUNKAMI PREZENTUJICIM ANTIGEN

« AKTIVUJE A
« PODPORUJE PRODUKCI

AREXVY

«  PRVNI VAKCINA PROTI RSV

«  ADJUVOVANA VAKCINA PRO SENIORY 60+ UCINNA JAK PROTI RSV A
TAK RSV B 261

ey
(Ie’l _-'l.ll ||||

A PRO PACIENTY S KOMORBIDITAMI N /)


https://cs.wikipedia.org/wiki/Makrof%C3%A1g
https://cs.wikipedia.org/wiki/Lymfocyt
https://cs.wikipedia.org/wiki/Cytokiny

ABRYSVO: MECHANISMUS PUSOBENI

o O
p —

ABRYSVO Vakcinace Vytvari rozné spektrum

| —

Produkuje neutralizaéni Pomdhd preventovat onemocnéni
stabilizovany preF! starsich osob! protilatek proti RSV preF3 aktivitu profi RSV34 dolnich dychacich cest zpusobenych RSV2

* Vakcina ABRYSVO spolecnosti Pfizer obsahuje rekombinantni RSV preF A a RSV preF B, které mohou vyvolat

neutralizacni aktivitu k blokovdni fize virovych a hostitelskych bunéénych membrdn a prevenci onemocnéni
dolnich cest dychacich'-?

* V &asnych klinickych studiich pfipravek ABRYSVO vyvolal®:

— Vice nez 10ndsobné titry protiladtek s neutralizaéni aktivitou

— Polyklondlni repertodr B bunék, které rozpozndvaiji viechna zndmd antigenni mista na RSV preF

* Vakcina ABRYSVO spoleénosti Pfizer vyvolal neutralizaéni reakce proti RSV A i B4

preF, prefusion F; RSV, respiratory syncytial virus. [

27 1. SPC Abrysvo. 2. McLellan JS. Curr Opin Virol. 2015;11:70-75. 3. Mukhamedova M. Immunity. 2021;54(4):769-780.e6. 4. Walsh EE et al. J Infect Dis. 2022;225(8):1357-1366.



MATISSE: STUDIE UCINNOSTI A BEZPECNOST!
OCKOVANI PROTI RSV V TEHOTENSTVI - DESIGN

MEZINARODNI RANDOMIZOVANA, PLACEBEM KONTROLOVANA STUDIE
FAZE 3

UCINNOST A BEZPECNOST OCKOVANIi ZEN S NEKOMPLIKOVANYM JEDNOCETNYM
TEHOTENSTVIM VE

’

INTERVENCE:
RANDOMIZACE 1:1 (120 MG RSVPREF NEBO PLACEBQ).

EFEKT U KOJENCU BEHEM 90, 120, 150 A 180 DNU PO NAROZENI.

4N\
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. /
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Kampmann B et al., N Engl J Med 2023; 388:1451-1464.



B Medically Attended RSV-Associated Lower Respiratory Tract lliness

100 RSVpreF
)2 Vaccine Placebo Vaccine Efficacy
1  Time Interval (N=3495) (N=3480) (99.5% or 97.58% CI)
5 no. of cases (%) %
= 90 Days after birth 24 (0.7) 56 (1.6) 57.1 (14.7-79.8)
%— 4| 120 Days after birth 35 (1.0) 81 (2.3) 56.8 (31.2—73.5) Placebo
2 150 Days after birth 47 (1.3) 99 (2.8) 52.5 (28.7-68.9)
_-i‘;’ 180 Days after birth 57 (1.6) 117 (3.4) 51.3 (29.4—-66.8)
£ 3
[
=
=
= RSVpreF vaccine
£ 2+
=
v
1_
0 I I I I I 1
0 30 60 90 120 150 180
Days after Birth
No. at Risk
Placebo 3480 32838 2964 2879 2804 2738 2700
RSVpreF vaccine 3495 3348 3035 2968 2898 2845 2792

<)

Kampmann B et al., N Engl J Med 2023; 388:1451-1464.



ZAVER

e RYCHLY VYVOJ V POSLEDNICH LETECH

e K DISPOZICI PROTILATKOVE PREPARATY PALIVIZUMAB A NIRSEVIMAB
e DALSI VE VYVOIJI

* VAKCINACE V TEHOTENSTVI: ABRYSVO
« VAKCINACE SENIORU 60+: AREXVY, ABRYSVO
 ZATIM VE VYVOJI: VAKCINACE NOVOROZENCU?22, KOJENCU, DETi DO 5 LET



