2024 ile Gindeme Gelen Yeni Asilar
RSV

Dr. Derya SEYMAN

Saglik Bilimleri Universitesi

Antalya Egitim ve Arastirma Hastanesi
21.05.2024
12. EKMUD Bilimsel Kongresi




Respiratuar Sinsityal Virus (RSV)




RSV

 RSVile ilk olarak ... bebekken veya yeni ylirimeye baslama
doneminde enfekte olunur

* Genelde tim cocuklar ikinci yasindan dnce enfekte olur.
* Yasam boyunca reenfeksiyonlar mg
* Her yastan insana bulasabilir



Hafif, soguk alginligi benzeri
semptomlara neden olur

RSV... Klinik
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Alt Solunum yolu Kronik

Genelde 1-2 hf icinde klinik duzelir ‘
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Enfeksiyonu Hastaliklarin

Pnémoni kotulesmesi

Bronsit Astim atagi
KKY atagi
KOAH atagi
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http://www.clipart.com/en/close-up?o=810407&memlevel=A&a=c&q=counselor%20and%20patient%20talking&s=31&e=60&show=&c=&cid=&findincat=&g=&cc=&page=2

Ciddi RSV Enfeksiyonu Acisindan Yuksek Riskli
Gruplar

Bebek ve Kiigiik |
Cocuklar
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! 260 yas Erigkinler |

B




Ciddi RSV Hastaliginin Artmis Riski ile iliskili
Diger Faktorler

Huzurevinde-Bakimevinde yasamak

Hassas- Kolay kirilgan kisiler

0 lleri yas ;
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RSV insidansi ileri
yas ile artar



http://www.clipart.com/en/close-up?o=810291&memlevel=A&a=c&q=sick&s=1&e=30&show=&c=&cid=&findincat=&g=&cc=&page=

>60 yas Eriskinlerde RSV Neden Onemli

¥

RSV-ASYE

.

Savic M, Penders Y, Shi T, Branche A, Pirgon J-Y. Respiratory syncytial virus disease burden in adults aged 60 years and older in high-income countries: a systematic literature review and meta-analysis. Influenza Other Respir
Viruses 2022 November 11



Iki RSV asisi 260 yas yetiskinler icin onaylandi

* RSVpreF (Abrysvo, Pfizer) RSV asisi
* Rekombinant preF asisi

e RSVPreF3 (Arexvy, GSK) adjuvanli RSV asisi.
* ASO1E rekombinant preflizyon F protein asisi (preF)

Maternal asilama onaylandi

* infantlar (0-6 ay) korumak icin

* RSVpreF (Abrysvo, Pfizer) RSV asisi onayli
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RSV.. Diinya capinda yaygin olarak ¢cocuklarda alt solunum yolu enfeksiyonlarina neden olur

Yetiskinlerde, 6zellikle yasllarda son yillarda 6nemli bir patojen olarak giderek daha fazla
dnem kazanmaktadir

RSV... zarfli, segmentsiz, negatif RNA virGsudur

__ Fusion protein (F)  F proteini, konakg
hdcrenin zarina viral
flzyondan sorumludur

e . Large Polymerase
Tek zincirli RNA 11 Protein (L)

0906
protein kodlar .“ .'..
.Q

Small
—— Hydrophobic

Nucleoprotein (N) Protein (SH)

RSV’nin A ve B iki alt

Phosph tein (P
Baglanma (G) glikoproteini osphoproten®) grubu vardir
ve fluzyon (F) Attachment M2-1
glikoproteininin antijenik Protein (G)
kapasitesi yuksek Lipid Bilayer

1. Jain H, et al. Respiratory syncytial virus infection. In: StatPearls. StatPearls Publishing; 2022. Accessed July 7, 2022. 2. Bergeron HC. Viruses. 2021;13(12):2478. 3. Jung HE, et al. Viruses. 2020;12(1):102. 4. Collins PL, et al. Virus Res.
2011;162(1-2):80-99.



https://www.ncbi.nlm.nih.gov/books/NBK459215/
https://www.mdpi.com/1999-4915/13/12/2478/htm
https://www.mdpi.com/1999-4915/12/1/102/htm
https://www.sciencedirect.com/science/article/abs/pii/S016817021100373X?via=ihub

RSV Asilari

> Onceki asi calismalarinda zayif immiinojenite yaniti nedeniyle asi
gelistirilemedi
» Protein alt birim asilarinin gelistirilmesiyle, RSV fiizyon (F)

glikoproteinine odaklanildi
» Metastabil prefiizyon formu (preF); en giiglii virlis notralize edici
antikor liretimini tetikleyen ana hedef
» Bu nedenle, stabilize preF, 6nemli bir asi antijenidir.

e Her iki alt grup ciddi hastaliklarla iliskilidir
e RSV alt grup baskinhgi zamanla degisebilir

* Monovalant RSV preflizyon F bazli asilarin aksine, bivalent preflizyon F bazli asilarin
RSV A+ B'ye karsi dengeli nétralizasyon Ab yaniti (+)

Ontario (RSV A) ve Buenos Aires (RSV B) baskin ~ RSV-A ve RSV-B alt gruplar arasindaki F protein -

genotipler olmaya devam ediyor sekansindaki varyasyonlar antijenik bir bolgede
kiimelenir. Burasi gli¢lu notrlestirici antikorlar igin hed

LRTI, lower respiratory tract iliness; RSV, respiratory syncytial virus; RSVpreF, respiratory syncytial virus prefusion F. bo I ges | d Ir
1. Gurtman A. Presented at: ACIP 2022; October 20, 2022; Atlanta, GA. 2. Falsey AR, et al. J Infect Dis. 2022;225(12):2056-2066. 3. Walsh EE, et al. J Infect Dis. 2022;225(8):1357-1366. 4. Baber J, et al. J Infect Dis. 2022;226(12):2054-2063.



https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2022-10-19-20/03-rsv-adults-gurtma-508.pdf
https://academic.oup.com/jid/article/225/12/2056/6472733
https://academic.oup.com/jid/article/225/8/1357/6472747?login=false
https://academic.oup.com/jid/advance-article/doi/10.1093/infdis/jiac189/6583554?login=false

RSV Asilari

* RSV A+B suslarini kapsar
* Bivalent stabilize preflizyon F1 icerir
* Faz 1-2 calismalarinda RSV A+B icin yuksek antikor titreler elde edildi

Hedef Gruplar
Gebeler Yashilar

m Bebeklerde..0-6 aya kadar olan =260 yas yetiskinlerde RSV iliskili
donemde RSV-iligkili alt solunum yolu ASYE'yi Onlemek icin aktif
enfeksiyonu (ASYE) onlemek icin hamile asllama
bireyler

LRTI, lower respiratory tract iliness; RSV, respiratory syncytial virus; RSVpreF, respiratory syncytial virus prefusion F.
1. Gurtman A. Presented at: ACIP 2022; October 20, 2022; Atlanta, GA. 2. Falsey AR, et al. J Infect Dis. 2022;225(12):2056-2066. 3. Walsh EE, et al. J Infect Dis. 2022;225(8):1357-1366. 4. Baber J, et al. J Infect Dis. 2022;226(12):2054-2063.



https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2022-10-19-20/03-rsv-adults-gurtma-508.pdf
https://academic.oup.com/jid/article/225/12/2056/6472733
https://academic.oup.com/jid/article/225/8/1357/6472747?login=false
https://academic.oup.com/jid/advance-article/doi/10.1093/infdis/jiac189/6583554?login=false

Efﬁcacy and Safety of a Bivalent RSV Published April 5,2023 | N Engl | Med 2023;388:1465-1477

Prefusion F Vaccine in Older Adults

E.E. Walsh, G. Pérez Marc, A.M. Zareba, A.R. Falsey, Q. Jiang, M. Patton,
F.P. Polack, C. Llapur, P.A. Doreski, K. llangovan, M. Ramet, Y. Fukushima,

The NEW ENGLAND JOURNAL of MEDICINE

 RENOIR: Eriskinlerde Bivalent RSV Preflizyon F protein temelli
(RSVpreF) asisinin RSV iliskili alt solunum yolu hastaligini onlemedeki
Etkinligini, Immunojenitesini ve Guvenligini Degerlendiren Faz 3
Calisma

* Cok merkezli, cift kor, randomize, plasebo-kontrolli calisma

* Enjeksiyondan sonraki ilk RSV sezonunda RSVpreF asisinin etkinligini
ve guvenligini degerlendirilmis (31 Agustos 2021'den 14 Temmuz
2022'ye kadar).



>60 vy Saglikli veya Stabil Kronik Hst olan

e, i Yo o
@ Renoir 38.863 kisi
5':"_ : Arjantin, Kanada, Finlandiya, Japonya, Hollanda, Guney

Afrika ve Amerika Birlesik Devletleri

Randomizasyon 1:1
@ RSVpreF 120 ug veya placebo
(60 ug RSV A ve RSV B antijeni icerir)

Yasa gore hastalar gruplandiriimig
60-69 yas | 70-79 yas | 280 yas

Serum ornekleri

Asilama oncesi, Asilamadan 1 ay sonra ve
2. RSV sezonu baslarken

Onceden 1. Sezon sonrasl 2. Sezon Qrta3| 2 S_ezon sonrasi
Calismanin planlanmig  |analiz (her iki yarim Analiz analiz (her iki yarim|
baslangici birincil analiz kiire) (ABD/Kanada) kiire)

1 | | | | | | ] | | | | | °
Agustos Temmuz Ekim 2022 31 Ocak 2023 Kasim 2023
5021 2022
Note: Study-defined season determined by RSV epidemic threshold (defined as PCR >3% positivity) or determined individually for countries with less reliable surveillance data; study-defined RSV
seasons were generally wider than the RSV epidemic period, ending a minimum of ~8 weeks after the actual RSV epidemic ended

1. Walsh EE, et al. N EnglJ Med. 2023;10.1056/NEJM0a2213836. 2. Gurtman A. Presented at ACIP, 21 June, 2023. Available at:
https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2023-06-21-23/02-RSV-Adults-Gurtman-508.pdf . Accessed 21 June, 2023.



https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2023-06-21-23/02-RSV-Adults-Gurtman-508.pdf

RSV iliskili Hastalik Tanimlari

Katilimcilarda akut solunum yolu hastaligi siirveyans takibi, iki RSV sezonu boyunca devam etmis

4
s

Tum katihmcilar elektronik tarama anketlerini haftalik veya belirtiler/ semptomlar gelistiginde doldurmus. RSV
Belirtilerin baslangicindan sonraki 2. ve 3. giinlerde Nazal swabi kendileri almis. (1. gin baslangic glintydu) RJ'PKCR
Solunum yolu hastalig! i¢in yiz ylize veya sanal bir ziyaret ayarlanmis. Aboratorda

Sahsen ziyaretlerde ek burun sirtntileri alinmis.
2. ve 3. glinlerde burun slrlintlisi yapamayan katilimcilar, 7. gline kadar iki farkli glinde nazal swablari yapmis.

Akut Solunum Yolu Alt Solunum Yolu Ciddi Alt Solunum Yolu
Hastaligi (ASH) Enfeksiyonu (ASYE) Enfeksiyonu (CASYE)
/ Burun akintisi \ / \ ASYE kriterleri + asagidaki
Burun tikanikhgi Oksiiriik kriterlerden en az biri:
Bogaz agrisi Balgam v' RSV-ASYE nedeniyle hastaneye
Oksiiriik Dispne yatis
Balgam Wheezing v" Yeni/artmis oksijen ihtiyaci
Dispne Takipne v Mekanik ventilasyon (CPAP

\ Wheezing J ) 4 dahil)

> 2/3 alt solunum yolu
bulgusu/semptomu (yeni veya kotulesmis)

>1 veya daha fazla semptomun yeni gelismesi

veya kotlilesmesi
>1 glinden fazla devam etmeli

CPAP, continuous positive airway pressure; RT-PCR, reverse transcription polymerase chain reaction.
1. Gurtman A. Presented at: ACIP 2022; October 20, 2022; Atlanta, GA. 2. Walsh EE, et al. N EnglJ Med. 2023;10.1056/NEJMo0a2213836. 3. Walsh EE, et al. Supplementary appendix N Engl J Med. 2023;10.1056/NEJMo0a2213836.



https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2022-10-19-20/03-rsv-adults-gurtma-508.pdf
https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

Asilamadan sonraki 7 glin icindeki lokal reaksiyonlar ve sistemik olaylar

Asilamadan 1 ay sonrasina kadar YE'ler

Guvenirlik Calisma boyunca ciddi YE'ler ve yeni gelisen kronik tibbi durumlar

Akut solunum yolu hastaligi semptomlari icin haftalik aktif surveyans

1. RSV sezonunda RSV-ASYE'nin onlenmesi

1. RSV sezonunda en az 2 belirti/semptom iceren RSV-ASYE’nin dnlenmesinde asi etkinligi
1. RSV sezonunda en az 3 belirti/semptom iceren RSV-ASYE’nin 6nlenmesinde asi etkinligi

1. sezonda RSV-Akut Solunum Yolu Hastaligi (ASH)'nin 6nlenmesinde asi etkinligi
1. RSV sezonunda RSV-ciddi ASYE'nin onlenmesi
2. RSV sezonunda RSV-ASYE, RSV-ASH, RSV-ciddi ASYE'nin 6nlenmesi

1. Walsh EE, et al. N EnglJ Med. 2023;10.1056/NEJMo0a2213836.


https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

Demografik
Ozellikler

* RSVpreF asi grb&
plasebo grb
demografik ve
klinik 6zellikler
benzer

Table 1. Demographic and Clinical Characteristics of the Participants at Baseline [Safety Population).=

Characteristic
Ape
Mean — yr
Median (range) — yr
Age group — noo (26)
80—69 yri
FO—F9yr
=B0 yr
Male sex — no. (25)
Race or ethnie group — no. (38) 3
White
Black
Asian
Multiracial
Race not reparted
Unknown
Mot Hispanic or Latinx
Hispanic or Latine
American Indian or Alaska MNative
Mative Hawaiian or other Pacific Islander
Ethnic group not reparted
Country — no. (3%5)
United States
Argentina
Japan
The Metherlands
Canada
South Africa
Finland
Prespecified high-risk condition — ne. [(25)
=1 Prespecified high-risk conditian
Current tobacco use
Diabetes
Lung disease]
Heart diseaseY|
Liver disease
Renal disease
=1 Chronic cardiopulmonary condition
Asthrma
COFD
Cangestive heart failure
Mo prespecified high-risk condition — na. (35)

RSVpreF Vaccine

1" =17,215)

EE Tk 14
67 {59-95)

10,757 (62.5)

5,488 (31.9)
a70 (5.6)

B,800 {51.1)

13,475 (78.3)
2,206 (12.8)
1,352 (7.9)

44 (0.3)
56 (0.3)
28 (0.2)

10,740 (52 .4)

6,384 (37.1)
44 [0.3)
10 (<D 1)
a1 (0.5)

10,319 (52.9)
3,660 [21.3)
1,159 (6.7)

GE7 (4.0)
509 (3.0)
495 (2.9)
186 (2.2)

8,867 (51.5)
2,642 (15.3)
3,224 (18.7)
1,956 (11.4)
2,271 (12.9)
135 (1.9)
502 (2.9)
2,585 (15.1)
1,541 (9.0)
1,012 (5.9)
203 (1.7)
8,348 [48.5)

Placebo
(M =17,069)

B2 IxE18
67 (60—97)

10,680 (62.6)

5,431 (31.8)
958 (5.6)

8601 (50.4)

13,360 (78.3)
2,207 (12.9)
1,333 (7.8)

36 (0.2)
50 {0.3)
32 {0.2)

10,715 (62 8)

6,260 {36.7)
36 {0.2)
15 {<0.1)
94 {0.6)

10,182 (39.7)
3,657 (21.4)
1,156 (6.8)

621 (4.0)
506 (3.0)
497 (2.9)
390 (2.3)

B.B31 (51.7)
2.571 (15.1)
3,284 (19.2)
2,040 (12.0)
7,233 (13.1)
329 (1.9)
458 (2.7)
2,640 (15.5)
1,508 (B 8)
1,080 (6_3)
307 (1.8)
B,238 [48.3)

Total
(M=34,284)

BE . 3=5.15
67 (59-97)

21,437 (62.5)
10,9192 (31.8)
1,928 (5.6)
17,401 (50.8)

26,835 (78.3)
4,413 (12.9)
7,685 (7.8)

20 {0.2)

106 (0.3}

G0 {0.2)
21,455 (62 6)
12,644 (36.9)

BO {0.2)

25 (0.1)

185 [0.5)

20,501 (59.8)
7.317 (21.3)
2,315 (6.8)
1,368 (4.0)
1,015 (3.0)

Q992 (2.9)
776 (2.3)

17,698 (51.6)
5,213 (15.2)
6,508 (19.0)
3,996 (11.7)
4 454 (13.0)

6654 [1.9)
861 (2_8)
5,235 (15.3)
3,049 (B.9)
2,002 (6.1)
600 (1_8)
16,586 (48.4)




A RSV-Associated Lower Respiratory Tract lllness with =2 Signs or Symptoms

.- RSVpreF Agisi, [k Sezonda RSV-
i S ASYE'ye Onlemede Yuksek Etkili
™ B
R P Toplam vaka Vaka Asl
Sweet o > 2 RSV-ASYE RSVpreF/Plasebo Etkinligi 96.66% CI°

B RSV-Associated Lower Respiratory Tract lliness with =3 Signs s 44 11/33 %66-7 (% 28.8’ %85.8)

3 ]
3 i
s 3] Vaccine Efficacy
. (96.66% C1)
3 :: percani
E :: B5.7 (32.0-98.7)
B Toplam vaka Vaka Asl

T >3 RSV-ASYE RSVpreF/Plasebo Etkinligi ~ 96.66% CI

Drays since Injection

N R s o 2/14 %85.7) (%32.0, %98.7)

C RSV-Associated Acute Respiratory Iliness
e

504

Vaccine Efcacy Toplam vaka Vaka Agl

(9554 Cl)

perent RSV-ASH RSVpreF/Plasebo Etkinligi 96.66% CI?

E2.1(37.1-77.9)
Curmulative Mo,

VS T o 80 22/58 @ (%37.1, %77.9)
Days sinee Injection

Placebe o 14 5 a0 52 54 53 58
RSWpreF waccine 0O Fy 12 17 12 21 ] 2 1. Gurtman A. Presented at: ACIP 2022; October 20, 2022; Atlanta, GA. 2. Walsh EE, et al. N Engl J Med. 2023;10.1056/NEJM0a2213836.

Cumulative No. of Cases
&



https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2022-10-19-20/03-rsv-adults-gurtma-508.pdf
https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

RSV-ASYE'nin Klini

A Participants with =2 Signs or Symptoms
Cough

Sputum Production
Wheezing

Shortness of Breath

Tachypnea

| | | |
0 25 50 75 100

Incidence (%)

B Participants with =3 Signs or Symptoms
Cough
Sputum Production
Wheezing
Shortness of Breath

Tachypnea

I T | T |
0 25 50 75 100

Incidence (%)

K Bulgular (=2 ve 23 Semptoml|u)

>3 solunum yolu semptomu olan ciddi
ASYE'ler:

e 4 pndmoni/ bronkopndmoni
* 2 hastaneye yatis
* 4 bronsit... KS tedavisi gerektiren



I RSVpreF asisi RSV Alt Grubu A ve B'de Benzer Etkinlik Gostermekte

RSV-ASYE _ Case split Vaccine
22 Semptom Overall - : , ° (RSVpreF/placebo) efficacy
RSV-A - o— 1/9 88.9%
RSV-B - ' o 10/23 56.5%
-100 0 20 100
Vaccine efficacy (%)
RSV-ASYE Case split Vaccine
23 Semptom : (RSVpreF/placebo)  efficacy
Overall - : = *—
RSV-A : © 1/3 66.7%
RSV-B A o— 1/10 90.0%
-100 0 20 100
* Lower bound = -393.7 Vaccine efficacy (%)
) Case Split Vaccine
- : RSVpreF/placebo :
RSV-ASH Overall - § : (RSVpreF/p ) efficacy
RSV-A : o 4/12 66.7%
RSV-B A o 18/45 60.1%
-100 0 20 100
Vaccine efficacy (%)

296.66% CI for RSV-LRTI.12b95% CI for RSV-ARI.12POne case in placebo group was based on local test without RSV subgroup. 12
1. Gurtman A. Presented at: ACIP 2022; October 20, 2022; Atlanta, GA. 2. Walsh EE, et al. Supplementary appendix. N Engl J Med. 2023;10.1056/NEJM0a2213836.



https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2022-10-19-20/03-rsv-adults-gurtma-508.pdf
https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

With 22 signs/symptoms

With 23 signs/symptoms

50 Placebo
VE 65.1% 18 1VE 88.9% T
(95% Cl 35.9, 82.0) Placebo ________ (95% CI 53.6, 98.7)
40 | 15 - -
0 oot T
o ;0T I_l
S 12 -
o 30_ ] r=1
()] - 1
= . | /
E rrr 9 l;
g 201 I !
S P RSVpreF 6 - -
O r —
31 - RSVpreF
I I
O T T T T T T T T O T I T T T T T T T
1 45 100122 176 204 270 365 1 45 89 129 186 221 272 365
Vaccination day
Cumulative events
RSVpreF 0 4 7 8 10 12 14 15 0 1 1 1 1 1 2 2
Placebo 0 11 17 24 31 36 43 43 0 4 6 13 15 17 18 18




-
|Ya§ gruplarl arasmda benzer a§| etklnl é — 1. sezon sonunda

Case split® VE (95% Cl)

|
Overall : : o 2/18 88.9% (53.6, 98.7)
.RSV'LRTI with 60—69 years -~ @ 1' 2/11 81.8% (16.7, 98.0)

>3 signs/symptoms I
=70 years I | ) 0/7 100.0% (30.6, 100.0)

I

|
. Overall : I o | 15/43 65.1% (35.9, 82.0)
RSV-LRTI with 60-69 years - P | 10/25 60.0% (13.8, 82.9)

>2 signs/symptoms

ns/symp .70 years ! S | 5/18 72.2% (22.4,91.9)

|

I
Overall 1 | 'S | 37/98 62.2% (44.4,74.9)

|
FEANINNE  60-69 years I | O : 25/68 63.2% (41.1,77.7)
>70 years |: o | 12/30 60.0% (19.5, 81.3)

I

| | | | |
0 20 40 60 80 100

Vaccine efficacy, %

aCase split is for RSVpreF/placebo. Horizontal lines depict 95% confidence intervals.
ARI, acute respiratory illness; LRTI, lower respiratory tract illness; RSV, respiratory syncytial virus; VE, vaccine efficacy.



Severity: Mild W Moderate Severe |l Grade 4
Temperature: JR.0-38.4°C W >384-38.9°C >33.9-40.0°C M >40.0°C

A Local Reactions

s Asilamadan Sonraki 7 Gin

90+
':jcu &0+ T . o o o
Icinde Gelisen Lokal ve Sistemik
5 60- .
5 0 Yan Etkiler
an 40—
T 304
E 20+ 1 12
o

04 ==e 6 3 ) 5 . = 7

ﬂ w [=] w w _; w [=] w [=]

1 T 1 I ¢ = * En yaygin lokal YE

Injection-Site Pain Redness Swelling Any e nj e kS iyo n ye ri n d e a g r|

B Systemic Events

o0- * En yaygin sistemik YE

ol yorgunluk ve bas agrisi
o BE RE »

0

P

P
]
=

Percentage of Participants

Placebo h'—'
RSWpreF vaccine
Placebo
RSWpreF vaccine
Placebo I-I oo
RSWpreF vaccine I-Ibc-
Placebo I-I -~
RSWpreF vaccine Ilb-'
Placebo l-l IS
RSWpreF vaccine | —
Placebo § —
RSWpreF vaccine |1 a
Placebo I{ L
RSWpreF vaccine
Placebo

RSWpreF vaccine h-—-
RSWpreF vaccine

L | | | | | | |
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| | |
Fatipue  Headache
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RSVpreF Asisi Sonrasi Yan Etkiler

RSVpreF 120 pg Placebo
(N=17,215) (N=17,069)

Adverse Event Category n (%) (95% ClI) n (%) (95% Cl)

From Vaccination through 1-Month Follow-Up Visit
Any Event 1,544 (9.0) (8.5, 9.4) 1,453 (8.5) (8.1, 8.9)
Related 239 (1.4) (1.2, 1.6) 163 (1.0) (0.8,1.1)
Immediate AE® 37 (0.2) (0.2,0.3) 31(0.2) (0.1,0.3)
Severe 65 (0.4) (0.3,0.5) 51(0.3) (0.2,0.4)
Life-threatening 24 (0.1) (0.1,0.2) 19 (0.1) (0.1,0.2)

From Vaccination through 14Jul2022

NDCMC 301 (1.7) (1.6, 2.0) 313 (1.8) (1.6, 2.0)
SAE 06 (2.1, 2.5) 387 (2.3) (2.0, 2.5)
Related SAE G(<0.1D (0.0,0.1) 0 (0.0,0.0)
AE leading to withdrawal 10 (<0.1) (0.0,0.1) 6 (<0.1) (0.0,0.1)
AE leading to death 52 (0.3) (0.2,0.4) 49 (0.3) (0.2,0.4)

Note: Any reactogenicity reported as adverse events (from either reactogenicity subset or non-reactogenicity subset) during the specified time period are included in this table

aQlmmediate AE refers to an AE reported in the 30-minute post-vaccination observation period®?
1. Gurtman A. Presented at: ACIP 2022; October 20, 2022; Atlanta, GA. 2. Walsh EE, et al. Supplementary appendix. N Engl J Med. 2023;10.1056/NEJMo0a2213836.



https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2022-10-19-20/03-rsv-adults-gurtma-508.pdf
https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

Ciddi Advers Olaylar n = 3 (<0.1%)

* Hipersensitivite

* Gecikmis alerjik reaksiyon... RSVpreF asisinin enjeksiyonundan 7 saat sonra ortaya cikti ve ayni giin icinde
iyilesme gorilmus

* Anafilaksi gorialmemis

* Miller Fisher Sendromu (oftalmopleji, ataksi ve arefleksi ile karakterize Guillain-Barré sendromunun bir alt kiimesi)

» Retrospektif tas

* DM (+) katilm
oculomotor ve

* Anti-GQ1b IgG
e Guillain-Barre S¢

d tezi
Asiya bagh herhangi bir 6liim veya arastirmadan ninda parestezi ve

cekilmeye yol agan olumsuz olaylar bildirilmemis
lthmci iyilesmis

* Non-ST-Miyokard enfarktisi..asidan 6 gun sonra gelismis...anjiyoplasti uygulanmis

* Guillain-Barré Sendromu... asidan 7 giin sonra alt ekstremeitelerde akut demiyelinizan
poliradiklilonéropati mg...motor fonksiyonlarinin cogu geri dondd.

1. Gurtman A. Presented at: ACIP 2022; October 20, 2022; Atlanta, GA. 2. Walsh EE, et al. N Engl J Med. 2023;10.1056/NEJMo0a2213836.



https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2022-10-19-20/03-rsv-adults-gurtma-508.pdf
https://www.nejm.org/doi/10.1056/NEJMoa2213836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

Ciddi Advers Olaylar

(CDC ve FDA tarafindan birlikte
yonetilmekte)

I ; yaslilarda asilamadan sonra GBS riskinin
potansiyel olarak arttigini 6ne sirtyor

 Belirsizlikler ve sinirlamalar nedeniyle, RSV asilamasindan sonra GBS riskinde artis
olup olmadigi net belirlenemedi

 CDCve FDA, RSV asilamasinin ardindan GBS'yi izlemek icin topluma dayali aktif
surveyans yurutuyor.
e Bu slirveyans verilerini kullanan ek analizler devam etmektedir
* RSV asilari ile GBS arasinda bir iliski olup olmadigi konusunda daha fazla bilgi saglayacaktir.

* Asilama sonrasl inflamatuar norolojik olay riskini acikliga kavusturacak ek kanitlar
elde edilinceye kadar, yasli yetiskinlerde RSV asilamasi, kronik hst. olanlar da dahil
olmak Gzere ciddi RSV hastaligi acisindan en yuksek risk altinda olan ve dolayisiyla
asilamadan fayda gérme olasiligi en ylksek olan kisilere dnerilmelidir.



RSVPreF3 (Arexvy, GSK) adjuvanli RSV asisi
ASO1E rekombinant RSV preflizyon F protein asisi
(RSVPreF3 OA)

The NEW ENGLAND JOURNAL of MEDICINE

AREXVY

Pty Sy Bl YWk waccine (MeomALALY, ANE1, B0 vastad)

‘ ORIGINAL ARTICLE

Respiratory Syncytial Virus Prefusion F
Protein Vaccine in Older Adults

A. Papi, M.G. Ison, J.M. Langley, D.-G. Lee, |. Leroux-Roels, F. Martinon-Torres,

T.F. Schwarz, R.N. van Zyl-Smit, L. Campora, N. Dezutter, N. de Schrevel,

ASO1 adjuvanli formulasyonlar RSV'ye 6zgli CD4+ T hicresini artirir, yashlarda nétralize edici antikor

yanitlarini indikler

ASO1E < ASO1B formilasyondan daha az reaktojenik

Randomize, plasebo-kontrolll, Faz 3 calisma...17 tlkede

25 Mayis 2021- 31 Ocak 2022

>60y... 26664 kisi

RSVPreF3 OA asisi= 120 ug RSVPreF3 ag+lipozom bazli ASO1E adjuvan

(25 pg 3-0O-desasil-4'-monofosforil lipit A ve 25 pug Quillaja saponaria Molina, fraksiyon 21 (QS21)

GSK'nin rekombinant
zoster asisinda kullanilan
adjuvanin aynisi [Shingrix]




Table 1. Characteristics of the Participants at Baseline (Exposed Population).*

Characteristic
Age
Mean —yr
Distribution — no. (%6)
=70 yr
=80 yr
60-69 yr
70-79 yr
Female sex — no. (%&)
Race —no. (%6) T
Black
Asian
White
Other
Geographic region — ne. (26)1
Northern Hemisphere
Southern Hemisphere
Type of residence — no. (%)
Community
Long-term care facility
Frailty status — no. (%){
Frail
Prefrail
Fit
Unknown
Charlson comorbidity index|
Mean
Distribution — no. (%6)
Low or medium risk
High risk
Coexisting conditions of interest — no. (%) |
Any preexisting condition
Cardiorespiratory preexisting condition

Endocrine or metabolic preexisting condition

RSVPreF3 OA Group Placebo Group
(N=12,467) (N=12,499)
69.5+6.5 69.6+6.4
5,504 (44.1) 5,519 (44.2)
1,017 (8.2) 1,028 (8.2)
6,963 (55.9) 6,980 (55.8)
4,487 (36.0) 4,491 (35.9)
6,488 (52.0) 6,427 (51.4)
1,064 (8.5) 1,101 (8.8)

953 (7.6) 956 (7.6)
9,887 (79.3) 9,932 (79.5)
563 (4.5) 510 (4.1)
11,496 (92.2) 11,522 (92.2)
971 (7.8) 977 (7.8)
12,306 (98.7) 12,351 (98.8)
161 (1.3) 148 (1.2)
189 (1.5) 177 (1.4)
4,793 (38.4) 4,781 (38.3)
7,464 (59.9) 7,521 (60.2)
1(0.2) 20 (0.2)
3.2+1.2 3.2+1.2
8,235 (66.1) 8,368 (66.9)
4,232 (33.9) 4,131 (33.1)
4,937 (39.6) 4,864 (38.9)
2,496 (20.0) 2,422 (19.4)
3,200 (25.7) 3,236 (25.9)

AREXVY#®

(RESPIRATORY SYNCYTIAL VIRUS
VACCINE, ADJUVANTED)

* Her gruptaki katilimcilarin
demografik ve klinik
Ozellikleri benzer

e Katilimcilarin
~%39'unda...ciddi RSV
hastaligl riskinin
artmasiyla iliskili oldugu
bilinen eslik eden hst (+)



A RSV-Related Lower Respiratory Tract Disease
1.0+

0.5+

0.8+

0.7+
0.6

0.5

s Toplam vaka Vaka As

0.3+
0.1+ REWPreF3 OA

RSV-ASYE = RSVPreF3/Plasebo Etkinligi  96.95% CI?
0o e

i S S S S 7/40 %82.6 ) (%57.9-94.1)

Manths since 15 Days after Injection

Cumulative Incidence (%)

Mo. at Risk
Placebo 12,484 12403 13,290 11887 11640 11,022 8291 5464 2709 559 2 0
RSVPreFl OA 12466 12397 13286 11,852 11655 11,046 2320 5495 1727 571 2 0
Cumulative No.

of Cases I k
Placebe o 9 m  m w1 m @ @ @ a4 Toplam vaka
RSWPreF3 DA 0 1 3 4 5 6 [ 7 7 7 7 7

RSV-ciddi Vaka Asl

B RSV-Related Acute Respiratory Infection

ASYE RSVpreF/Plasebo Etkinligi 95% CI?
§Eﬁi 18 1/17 %94.1 ) (%62.4-99.9)
!l
% 04
§ o RSPt A Toplam vaka Vaka Asl

. //-r—'f_#— RSV-ASH  RSVpreF/Plasebo Etkinligi 95% CI?

P L L 122 27/95 @ (%56.2-82.3)

Placebo 12,4%4 12,3%0 12,268 11,853 11597 10573 8155 5441 2697 554 2 L
RSWPreF3 OA 12466 12,390 12282 11881 11641 11029 B3OS S4&1 2717 570 2 0
Cumulative Mo.

of Cases
Placebo a s 43 &2 7B g6 ag 95 95 95 95 95

R5VPreFl OA a 3 7 15 19 bit ] 4 26 7 7 27 27



Subgruplarda RSVPreF3 Asisinin Etkinligi YUksek

Table 2. Vaccine Efficacy against First Occurrence of RSV-Related Lower Respiratory Tract Disease and RSV-Related Acute Respiratory Infection (Modified Exposed Population).*

Vaccine Efficacy
End Point RSVPreF3 OA Group Placebo Group €y
No. of No. of Incidence No. of No. of Incidence
Participants Events Follow-up Rate Participants Events Follow-up Rate
no. of no. of
events/1000 events/1000
RSV-ASYE participant-yr  participant-yr participant-yr  participant-yr %
RSV-related lower respiratory
tract disease
Overall 12,466 7 6,865.9 1.0 12,494 40 6,857.3 5.8 82.6
(57.9t0 94.1)
Severef 12,466 1 6,867.9 01 12,494 17 6,867.7 25 94.1
(62.4 to 99.9)
According to RSV subtype|
RSV A 12,466 2 6,867.4 0.3 12,494 13 6,868.9 19 84.6
(32.1t0 98.3)
RSV B 12,466 5 6,866.7 0.7 12,494 26 6,862.3 3.8 20.9
(49.4 to 94.3)
RSV-related acute respirat
Overall 12,466 27 6,858.7 39 12,494 95 6,837.8 13.9 71.7
(56.2 to 82.3)
According to RSV subtypef
RSV A 12 466 9 6,865.2 13 12,494 32 6,862.3 4.7 71.9
(39.7t0 88.2)
RSV B 12,466 18 6,861.7 2.6 12,494 61 6,849.4 8.9

' RSV-ASYE ve RSV-
| ASH vakalarinin

| 2/3’inde RSV B
etken

. etken oldugu

' ASYE (%80-84) ve
ASH (%70-72) asi

| etkinligi benzer

- RSV-A ve RSV-B’nin |




Cesitli yas
RSVPreF3 E

End Point

According to age group
=70yr

=80yr
60-69 yr
70-79 yr
According to baseline coexisting

conditions{

Low or medium risk
High risk

No coexisting conditions of
interest

=1 Coexisting condition of
interest

5,503

1,016

6,963

4,487

8,235

4,231

7,529

4,937

RSVPreF3 OA Group
3 3,015.0
2 5514
4 3,850.8
1 2,463.6
4 4,495.8
3 2,370.0
b 4,094.1
1 2,771.8

1.0

36

1.0

0.4

0.9

13

15

0.4

5,315

1,028

6,979

4 487

8,367

4,127

7,633

4861

Placebo Group

19

3

21

16

23

17

22

18

3,020.9

559.3

3,836.4

2,461.6

4,560.6

2,296.6

4,143.1

2,709.1

6

(0

RSVPreF3 Asisinin etkinligi eslik eden kronik

hst.lari olan katilimcilarda..%94.6

6.3

5.4

5.5

6.5

5.0

14

5.3

6.6

ruplarinda ve Eslik Eden Kr. Hst olan Katilimcilarda
sisinin Etkinligi Yuksek

Vaccine Efficacy
(Chy

84.4
(46.9t0 97.0)

338
(47770 94.5)

810
(43.61095.3)

93.8
(60.2t0 99.9)

824
(48.5 t0 95.6)

82.9
(40.8 t0 96.8)

725
(30.0t0 90.9)

946
(65.9t0 99.9)

| RSV-ASYE |

. Yas Gruplarina
Gore Asi Etkinligi

' 60-69y..%81 |

| 70-79y..%93.8 |

>80y..%33.8
Yorum: herhangi
| biretkililik |
| sonucuna |
varilamayacak
- kadar az vaka (bes) I
! rapor edilmis |




RSVPreF3 Asisinin Yan etkileri

Table 3. Solicited and Unsolicited Adwverse Events after Receipt of a Single Dose of the RSVPreF3 OA Vaccine or Placebo.*

Ewvent

Solicited safety population
Solicited reactions
Any solicited reaction
Any grade 3 solicited reaction
Solicited injection-site reactions
Pain
Erythema
Swelling
Solicited systemic reactions
Feversi
Headache
Fatigue
Myalgia
Arthralgia
Unsolicited adwverse events
Any unsolicited adwerse event
Grade 3 unsolicited adwverse event
Exposed population
Unsolicited adwverse eventsf
Any adverse event
Any grade 3 adwerse event
Adwverse event related to waccine or placebo

Grade 3 adverse event related to wvaccine or
placebo

Serious adwerse events
Any serious adverse event
Serious adwverse event related to vaccine or placebo
Fatal sericous adwverse event

Fatal serious adverse event related to vaccine or
placebao

Potential immune-mediated disease
Any potential immune-mediated disease

Potential immune-mediated disease related to
waccine or placebo

RSVPreF3 OA Group

Participants
o,
79

632
E1-]

535
65
48

13
239
295
254
159

131
12
12,467

4,117
245
3,105
112

522
10
49

34

Incidence (95% Cl)

245

71.9 (68.8—74.9)
4.1 (2.9-5.6)

60.9 (57.5—64.1)
7.5 (5.9—9_5)
5.5 (4.1—7.2)

2.0 (1.2—3.2)
27.2 (24.3-30.3)
33.6 (30.4—-36.8)
289 (25.9-32.0)
18.1 (15.6—20.8

14.9 (12.6—17.4)
1.4 (0.7—2.4)

33.0 (32.2-33.9)
2.0 (1.7—2.2)
24.9 (24 1-25.7)

Participants

Placebo Group
Incidence (925% CI)

o 24
BE7E
245 27.9 (25.0—-31.0)
g 0.9 (0.4-1.8)
819 9.3 (F.4-11.4)

T 0.8 (0.3-1.5)

5% 0.6 (0.2-1.3)

3 0.3 (0.1-1.0)
111 12.6 (10.5-15.0)
141 16.1 (13.7-18.7)

72 B.2 (6.5—=10.2)
56 6.4 (4.9-8.2)
128 14.6 (12.3-17.1)
12 1.4 (0.7—2.4)
12,499

2,229 17.8 (17.2—18.5)
158 1.3 (1.1-1.5)
731 B (5.4-6.3)

Ciddi yan etkilerin
goriulme sikhigi iki
grupta benzer

2 [(0.1-0.3)

40

0.3 (0.2—0.4)
0.1 {0.0—0.1)

34
5

.3 (0.2—0.4)
<0.1 (0.0—0.1)

RSVPreF3 OA asisi
plaseboya gore daha
reaktojenik

Lokal ve sistemik
bulgular daha fazla

* Enjeksiyon
yerinde agri,
eritem ve sisme

* Halsizlik, Bas
agrisi, miyalji-
artralji

» Hafif -orta
siddette ve gecici




Tek doz RSV asisinin koruyuculugu kac yil?

Clin Infect Dis. 2024 Jan

Efficacy and Safety of Respiratory Syncytial Virus (RSV)
Prefusion F Protein Vaccine (RSVPreF3 OA) in Older

2. Sezonda (30.9.2022)
Adults Over 2 RSV Seasons
2. doz RSVPreF3
Michael 6. lson,’* Alberto Papi.z"" Eugene Athan,** Robert G. Feldman,® Joanne M. Langley,® Dong-Gun Lee,” Isabel Leroux-Roels," 1 [
® Current analysis
(data lock, 31 March 2023)
P RSV_revaccination group 12
{d> RSVPreF3 OA group @
: J RSV_1dose group > g
R]
1 I I
Season 1 NH > « Season 2 NH -1] “« Season 3 NH
Season 0 SH > « Season 1 SH > « Season 2 SH
0 RSVPreF3 OA 1> Placebo R} Randomization (1:1)

Faz 3 calisma, 260 yas,
1. sezon 6ncesi...RSVPreF3 OA veya plasebo almak lGzere randomize edildi (1:1).

2. sezon oncesi RSVPreF3 OA alicilari, ikinci bir RSVPreF3 OA dozu (RSV_yeniden asilama
grubu) veya plasebo (RSV 1doz grubu) almak tzere yeniden randomize edildi (1:1)

24967 katilimci (RSV-1dose: 6227, RSV-revaccination: 6242, plasebo: 12498)



r—-—F— - - - —_—_—_—_—_—_——_——_——————— — —

12. Sezon sonunda RSVPreF3 asisinin tek dozu |

° ° ° ° o \UJoe
ile iki dozunun etkinligi benzer
Table 2. Vaccine Efficacy of a Single Dose of RSVPreF3 OA Against a First Occurrence of RSV-LRTD and RSV-ARI Over 2 RSV Seasons (Modified Exposed
Population)

AsVPrelF3 OA (1 Dosel Placebo Vaccine Efficacy, % (CIF)
T, n/T, n/1000 T, n/T, n/1000 With Season Without Season
Endpoint M n personyears person-years N N person-years person-years as a Covariate as a Covariate
RSV-LRTD
Overall 12469 30 146626 20 12498 139 17269.0 B.O 67.2 (48.2, 80.0) 74.5{80.0, 84.5)
Severe® 12468 7 148726 05 12498 48 173206 28 78.8 (2.5, 92.0) B2.7(61.6, 932.4)

Table4. Vaccine Efficacy of a First RSVPreF3 OA Dose Followed by Revaccination 1 Year Later Against a First Occurrence of RSV-LRTD and RSV-ARI Over
2 RSV Seasons Post-Dose 1 (Modified Exposed Population)

RSVPreF3 OA (revaccination) Placebo
T, n/T, n/1000 T, n/T, n/1000 Waccine Efficacy With Season
Endpoint M N  person-years person-years N n pErson-years person-years as a Covariate, % (CI%)
RSV-LRTD
Owerall 12469 30 14 660.5 20 12498 139 17269.0 8.0 67.1{48.1, 80.0)
Severe® 12469 7 14672.9 05 12498 48 173206 28 78.8(52.5, 92.0)

2 sezon boyunca
Tek doz RSVPreF3 OA asisi

etkinligi RSV-ASYE'ye karsi %67.2
ciddi RSV-ASYE'ye karsi %78. 8

iki doz RSVPreF3’un etkinligi
RSV-ASYE'yve %67.1
ciddi RSV-ASYE'ye %78.8
Yeniden asilama dozunun

reaktojenitesi/glivenligi 1. doza

benzer

4




Aday RSV Asilari... Moderna firmasinin...mRNA-1345

I RESEARCH SUMMARY ”

Efficacy and Safety of an mRNA-Based RSV PreF Vaccine in Older Adults

\

RSV-ASYE>2 semptomlu asi etkinligi %83.7
RSV-ASYE23 semptomlu asi etkinligi %82.4
RSV-ASH asi etkinligi %68.4
mRNA-1345 asi grb lokal YE (%58.7 vs.%16.2)
ve sistemik YE (%47.7 vs.%32.9) cok yiiksek
YE...hafif —orta ve gegici

Published December 13, 2023 | N Engl | Med 2023;389:2233-2244

v

the efficacy and safety of the mRNA-1345 vaccine in 14

3 Placebo
preventing RSV-associated lower respiratory tract disease = 12+ 8.8 per 1000 person-yr
in adults 260 years of age. g 10 (5%C), 6.6-114)

B
Intervention: 35,541 participants were assigned to receive £ ** Vaccine Eficacy
a single intramuscular injection of mRNA-1345 or saline ¢ **7 g3.7% (95.88% €1, 66.0-922) ™ RNA L34S
placebo. The two primary efficacy end points were the lj g 1.4 per 1000 personyr
prevention of a first episode of RSV-associated lower re- £ 07/ (33% €1, 0.7-2.7)
spiratory tract disease with 22 signs or symptoms and U 004reut e

0 1 2 3 4 S 6 7 8§ 9 101 1 B

with 23 signs or symptoms within 14 days to 12 months Months skhée Rasidombation

after injection,

RESULTS

Efficacy: During a median follow-up of 112 days, the

mRNA-1345 vaccine showed efficacy against RSV-associ-

ated lower respiratory tract disease with 22 and with 23
lower respiratory signs or symptoms.

Safety: Solicited local and systemic adverse reactions were
reported more often with the mRNA-1345 vaccine than
with placebo; most adverse reactions were mild to mod-
erate in severity and were transient. The incidence of se-
rious adverse events did not differ between the groups.

LIMITATIONS AND REMAINING QUESTIONS

o Participants with certain immunocompromising
conditions were excluded from the trial.

» There were low case numbers in some subgroups,
including participants 280 years of age and frail
participants,

» Ongoing follow-up will assess the duration of protec-
tion from the vaccine, and the need for and appropri-
ate timing of a booster are under study.

Links: Full Article | NEJM Quick Take | Editorial

ConquerRSV ClinicalTrials.gov number, NCT05127434.)

- RSV-Associated Disease with 23 Signs or Symptoms
¥ 12
g 10
§ 03 Placebo
°
T 2.7 per 1000 person-yr
£ 06 MRNA1345  (95%C), 1.6-4.3)
2 ol Vaccine Efficacy 0.5 per 1000 person-yr ~ reeesms
_§. 07 8249% (96.36% C1,348-95.3) (5% CLOL-14)
: .
- . ‘ - " ' ; s
i T A I R A A A
Months since Randomization
Adverse Events
100
A 804
3 mRNA1345 I
e 601
E'% Placebo Il
R 329
gd
& 201 162
AL 28 28
Sohclted Local Solicited Systemnc Serious Adverse
Adverse Reactions  Adverse Reactions Events

CONCLUSIONS
Among adults 260 years of age, a single dose of the mRNA-

1345 vaccine led to a lower incidence of RSV-associated
lower respiratory tract disease than placebo and resulted
in no apparent safety concerns.




RSV asisl, influenza asisi ile birlikte yapilabilir mi?

Immunogenicity, Reactogenicity, and Safety of ASO1g-
adjuvanted Respiratory Syncytial Virus (RSV) Prefusion F
Protein-based Candidate Vaccine (RSVPreF3 OA) When
Co-administered With a Seasonal Quadrivalent Influenza .
Vaccine in Older Adults: Results of a Phase 3, Open-Label, * Faz 3’ randomize
Randomized Controlled Trial §a||§ma

Reynaldo Chandler,' Nathali Montenegro,” Cecilia Llorach,®* Lorena Moriega Aguirre,” Sophie Germain,® Sherine 0. Kuriyakose,” Axel Lambert,*

Dominique Descamps,” Aurélie Olivier,® and Veronica Hulstrom® [ 9 7 6 ka t | I IMCI

Clinical Infectious Diseases

Clin Infect Dis. 2024 Jan 8:ciad786.

= s * Mevsimsel dort
| o valanli influenza
Visit 1 Wisit 2 Visit 3 ) a$ISI (FLU_QIV) ile

AY SA group
Visits Day 1 Day 31 Day 81 after last dose

m = 440

FLU + RSV [Co-Ad)
Vaccination
o 5
L= FLU & RSV &
Sample
P B3 BS BS
collection Pre-dose
Safety « Bolicited AEs up to 4 days post-dose. Unsolicited AEs up to 30 days post-dose. T
SAEs ralated o study participation or to a concurrant GEK meadication/vaccina up to study and. Study completion:
monltori“g AEsSAEs leading o withdrawal from the study up to study and. & manths after last dose

Figure 1. Study design. Abbreviations: AE, adverse event; BS, hlood sample; Co-2d, co-administration; RSV, respiratory syncytial virus; 84, seqguential administration; SAE,
serious adverse event.



Influ+RSV asisi birlikte verildiginde veya ayn
verildiginde... asi etkinlikleri benzer

* Her iki grupta da
bildirilen yan etkiler
benzer

* RSVPreF3 OAile
FLU-QIV birlikte
uygulanabilir

* Birlikte uygulama,
2" kabul edilebilir bir
guvenlik profiliyle
iyi tolere edilmekte




Ikinci Hedef Grup...Infantlar

e Infantlarin cogu (%68) yasamlarinin ilk yil RSV
ile enfekte olur

* Infantlarin™~ %98 ise ilk 2 yasta enfekte
* RSV---ASYE
* Infantlarin %2-3... Hastaneye yatar

e RSVpreF asisi
Gebeler ile asilanma

* Hastaneye yatan cocuklarin %79°u <2 yastan
ve altta yatan hst @

o '] " e RSV monoklonal ab
En yUksek hastaneye yatis orani...hayatin ilk oL mone

aylarinda mg B Infantlar KEGLD

. . dogumdan sonra bir
* Artan yas ile risk azalir R b aeie




Ikinci Hedef Grup...Infantlar
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Bivalent Prefusion F Vaccine in Pregnancy to Prevent RSV
Illness in Infants

B. Kampmann, S.A. Madhi, I. Munjal, E.ALF. Simdes, B.A. Pahud, C. Llapur, J. Baker, G. Pérez Marc, D. Radley,
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Gebeligin
32-36 Hf

MATISSE Calismasi



MATISSE: Gebelik Sirasinda Asilanmis Bireylerden Dogan
Bebeklerde RSVpreF'in Etkinligini ve Glvenligini
Degerlendirildi

Cift kor, Randomise, plasebo-kontrolll, Faz 3 Calismasi
Tibbi midahale gerektiren RSV iliskili alt solunum yolu
hastaligi 1 ve 2 yil boyunca bebeklerde takip edildi

Gebeler =49 yas
224 ile =36 gebelik haftalar arasinda

7128 infant kaydedildi

RSVpreF, respiratory syncytial virus prefusion F.
-1. Munjal I. Presented at: ACIP 2023; February 23, 2023; Atlanta, GA. 2. Kampmann B, et al. N Engl J Med. 2023;388(16):1451-1464.

Participants

2046 Pregnant wormen underwent
screening

'

7392 Underwent randomization

v

l

3695 Were assigned to
receive R5VpreF vaccine

3697 Were assigned
to receive placebo

l

l

B Infant Participants

3682 Received injection

3676 Received injection

7128 Infants were enrolled after delivery

l

l

3570 Were e
the matern,

nrolled from
al RSVpreF

vaccine group

3558 Were enrolled from
the maternal placebo

group

52 Withdrew before 1 mo
after birth
25 Were withdrawn by
parent or guardian -
22 Were lost to follow-up
2 Died

3 Had other reason 1

60 Withdrew before 1 mo
after birth
22 Were withdrawn by
= parent or guardian
26 Were lost to follow-up
6 Died
6 Had other reason

3423 Completed 1-mo

3400 Completed 1-mo

8 Had other reason

follow-up follow-up
92 Withdrew after 1 mo but &3 Withdrew after 1 mo but
befare & mo after birth before & mo after birth
27 Were withdrawn by 32 Were withdrawn by
parent or guardian - - parent or guardian
54 Were lost to follow-up 36 Were lost to follow-up
3 Died 5 Died

10 Had other reason

L

[ 9830 camplated E-rmo

2874 Completed E-rmo |
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Maternal Immuinojenite ve Giivenlik Degerlendirme Zaman Cizelgesi

Ziyaret 4

Ontarama Asilama 1. Ay Takibi ) Dogum - Maternal Takip
Asi Oncesi Ziyaret 1 Ziyaret 2 @ Ziyaret 3 @

Gun -90 Gun -28 Giun 1 Giun 7 Gun 28 Degisken Siire Dogum Dogum Sonrasi 6 Ay

Tarama
Dunya’nin diger

yerleri 3
) |

Tarama B
Philippines & Afrika

.

Asilamadan 28 Gune Kadar YE’ler

YE, ciddi YE’ler : Asilamadan Calismanin Sona Ermesine Kadar

SYH Surveyansi: Asilamadan Calismanin Sonuna Kadar Son Nokta Olarak Yakalanan Tum TM-SYH

7 gunluk e-gunluk

Olaylan

AE, adverse event; AESI, adverse event of special interest; MA-RTI, medically attended respiratory tract illness; ROW, rest of world; RTI, respiratory tract illness; SAE, serious adverse event.
aScreening bloods and fetal anomaly ultrasound (if not standard of care). PFetal dating and dating ultrasounds (if not standard of care). SAESI (AE of special interest including preterm delivery and asymptomatic SARS-CoV-2 test positive).
‘Munjal I. Presented at: ACIP 2023; February 23, 2023; Atlanta, GA.
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Bebeklerde Etkinligi, imminojenite ve Guvenlik Degerlendirme Zaman Cizelgesi

O Dogum ve Bebek SYH Siirveyans Siiresi * (O Tum bebekler igin 12 % Calismanin ilk yilinda dogan
?}cg *Dogumdan 72 saat sonra baslangi¢ él:\) ayhk Takip @ bebekler igin 24 aylk takip
Ziyaret 1 Ziyaret 2 Ziyaret 3 Ziyaret 4 Ziyaret 5 Ziyaret 6

Dogum Giinii 1 28 Gun Sonra

é

Kord
Kani

28 Gun boyunca
YE’ler

YE, ciddi YE’ler ve Yeni gelisen kronik tibbi durumlar: Dogumdan Calismanin Sonuna Kadar

SYH Surveyans (e-gunlik)

Anne ile haftalilk temas / SYH saha ziyareti Anneyle aylik temas /SYH hastaneye yatis ve siddetli
+ TM-SYH igin nazal swablar ASYE, SYH ziyareti + nazal swablar gerektirir
AE, adverse event; AESI, adverse event of special interest; LRTI, lower respiratory tract iliness; MA-RTI, medically attended respiratory tract illness; NDCMC, newly diagnosed chronic medical condition; RTI, respiratory tract illness; SAE, serious

adverse event.
‘Munjal I. Presented at: ACIP 2023; February 23, 2023; Atlanta, GA.
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Akut Solunum Yolu Hastalik semptomlari igin
@ | haftalik aktif stirveyans ﬂ
Semptomlar; nazal suruntu ve ziyaret yapilimig m

Primer Etkinlik Sonlanim Kriterleri

Primer Sonlanim Noktasi Kriterler

Tibbi mudahale gerektiren ve asagidaki kriterlerden =1'i: m

* Takipne (SS 260)
RSV ASYE o L : . i}
* Oda havasinda 6lgllen periferik kapiller oksijen satiirasyonu (Sp02) <% 95 f
e GOgus duvarinda c¢ekilmeler .Ir
N
Tibbi mudahale gerektiren ve asagidaki kriterlerden =1'i: = |ab$z$$;rda
* Takipne (SS =70) Pozitif
Siddetli RSV ASYE » Oda havasinda 6lgiilen Sp0O2 <%93 Sog_?gérl‘_\)a"
* Yiksek akiml nazal kantulle oksijen veya mekanik ventilasyon )
* 4 saatten fazla yogun bakim Unitesinde kalis; tepkisiz / bilingsiz

Tibbi mudahale gerektiren: Bir saglik kurulusuna géturilen veya bir saglik kurulusu tarafindan gérilen bebek katilimcisi (6rnegin, ayakta tedavi veya yatarak tedavi ziyareti, acil servis, acil bakim veya ev ziyareti)

1. Munjal I. Presented at: ACIP 2023; February 23, 2023; Atlanta, GA. 2. Kampmann B, et al. N Engl J Med. 2023;388(16):1451-1464.
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Tibb1 Mudahale-ciddi RSV-ASYE...RSVpreF

Etkinligi

Cumulative Incidence (%)

MNo. at Risk
Placebo
RSWVpreF vaccine

-

3.0

2.5

2.0

1.5

1.0

3480
3495

Time Interval

90 Days after birth
120 Days after birth
150 Days after birth
180 Days after birth

A  Medically Attended Severe RSV-Associated Lower Respiratory Tract lliness

100.0
L

RSVpreF / \
Vaccine Placebo Vaccine Efficacy
(N=3495) (N =3480) 9.5% or 97.58% ClI)
rno. of cases (24) S5
6 (0.2) 33 (0.9) 81.8 (40.6—96.3)
12 (0.3) 46 (1.3} 73.9 (45 .6—88.8)
16 (0.5) 55 (1.6) 70.9 (44.5-85.9) /
19 (0.5) 62 (1.8) \69-4 (44.3-84.1)

—

7~ ~N

Placebao

RSWVpreF waccine

.
*‘ I I I 1
30 60 a0 120 1RO
Days after Birth
3292 2973 2899 2833 2776 2749
3349 3042 2981 2916 2867 2820




Tibbi Mudahale- RSV-ASYE...RSVpreF Etkinligi

‘l B Medically Attended RSV-Associated Lower Respiratory Tract lliness

100

)

Cumulative Incidence (%)

Mo. at Risk
Placebo
R5VpreF vaccine

3480
3495

Time Interval

90 Days after birth
120 Days after birth
150 Days after birth
180 Days after birth

RSVpreF
Vaccine Placebo
(N=3495) (N=3480)
no. of cases (36)
24 (0.7) 56 (1.6)
35 (1.0) 81 (2.3)
47 (1.3) 99 (2.8)
57 (1.6) 117 (3.4)

7~ ~N
/Vaccine E‘Fﬁca:y\

/(55.5% or 97.58% C|)\

|

\

\

57.1 (14.7—79.8)
56.8 (31.2—73.5)
52.5 (28.7—68.9) /

51.3 (29.4-66.8)
\ N Y

Placebao

R5WVpreF vaccine

30

3288
3348

&0 S0 120 150 180
Days after Birth

2964 2879 2804 2738 2700

3035 2968 2898 2845 2792




Ikincil Sonlanim Kriterleri

 Dogumdan sonraki 360 gin icinde meydana gelen,

* Tibbi midahale edilen RSV-ASYE

e RSV iliskili hastaneye yatis

* Herhangi bir nedenden dolayi tibbi midahale edilen ASYE



Sekonder Sonlanim Kriterleri
Dogumdan sonraki 360 guin i¢inde ortaya ¢ikan RSV -TM-ASYE'ler basari igin istatistiksel kriterleri karsiladi (Cl LB>0%)

Maternal asi grubu (randomize olarak)!2

RSVpreF 120 pg Placebo
(Na=3495) (Na=3480)
Zaman arahigi Vaka sayisi (%) Vaka sayisi (%) Asi Etkinligi,® % (99.17% ClI)
Dogumdan Sonra 210 gun 70 (2.0) 127 (3.6)
Dogumdan Sonra 240 gun 76 (2.2) 133 (3.8)
Dogumdan Sonra 270 gun 82 (2.3) 137 (3.9)
Dogumdan Sonra 360 gun 92 (2.6) 156 (4.5)

RSV'den 180 gune kadar hastaneye yatiglar basari igin istatistiksel kriterleri karsiladi (Cl LB>0%)

Dogumdan Sonra 90 gun 10 (0.3) 31 (0.9 67.7 (15.9, 89.
Dogumdan Sonra 180 gun 19 (0.5) 44 (1.3) 56.8(10.1, 8
Dogumdan Sonra 360 gun 38 (1.1) 57 (1.6) 33.3(-17.6, 62.9)

LB, lower bound; MA-LRTI, medically attended lower respiratory tract illness; RSV, respiratory syncytial virus; RSVpreF, respiratory syncytial virus prefusion F.

an=number of participants (at risk) in the specified group. These values were used as the denominators for the percentage calculations.12 bVaccine efficacy was calculated as 1-(P/[1-P]), in which P is the number of cases in the RSVpreF group
divided by the total number of cases. The Cl was adjusted using Bonferroni procedure and accounting for the primary end points results.!?

1. Munjal I. Presented at: ACIP 2023; February 23, 2023; Atlanta, GA. 2. Kampmann B, et al. Supplementary appendix. N Engl J Med. 2023;388(16):1451-1464.
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Asilamadan Sonraki 7 Giin icinde Anne
Katilimcilarda Lokal ve Sistemik
Reaksiyonlar (n=7357)

Severity: [ Mild M Moderate [ Severe [l Grade 4
Temperature: [0 38.0-33.4°C W »38.4-3895°C W >38.9-40.0°C W >40.0°C
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* Asilama sonrasi gebelerde sistemik
bulgularda fark yok




Premature, dusuk dogum agirligi veya gelisim geriligi orani...
RSVpreF asili anneler ve placebo grup

Maternal ve infantlarda ciddi YE gelisimi...
arasinda benzerdi

B Adwerse Events of Special Interest
» REWpreF waccine (maternal participants, N=3682; infant participants, M=3568)

Premature Delivery ——

SARS-CoV-2 Test Positive —

Le] 1 2 3 4 5 =1 5 a8 9 10
Percentage of Maternal Participants

M Placebo {maternmal participants, M=3675; infant participants, M=31558)

Crevelopmental Delay

Low Birth Weight
SARS-CoV-2 Test Positive

Prematurity

—a
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8

LU LA B B [ B L R (R B B S N R |
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Percantage of Infant Participants

C Serious Adverse Events

» REVpreF vaccine [(maternal participants, M=3682; infant participants, M=3568)

Prolonged Labor e,
Premature Separation of Placenta i
Premature Delivery o
Preeclampsia — 1
Postpartum Hemorrhage =g
Ofigohydramnios | —ml
Gestational Hypertension T
Fetal Distress Syndrome e
Cephalopelvic Disproportion| 2l
Arrested Labor == —
M ieart Rate Battern e—— 00
] 1 z 3

Percentage of Maternal Participants

MW Flacebo [maternal participants, M=3&675; infant participants, N=31558)

Mewborn Transient Tachypnea
Respiratory Distress
Prematurity

Low Birth Weight

Meonatal Jaundice
Hypoglycemia

Meonatal Sepsis

Meonatal Hyperbilirubinamia
Atrial Septal Defect
Ventricular Septal Defect

H——
4
e

Ye—
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1 2 3
Percentage of Infant Participants
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RSVpreF ile Maternal Asilama, Kiguk Bebeklerde RSV Hastaligini
Onleme Potansiyeline Sahiptir

RSVpreF asisi, anne ve yenidogan icin uygun guvenlik profiline sahiptir

RSVpreF ile maternal asilama, yasamin ilk 6 ayi boyunca bebeklerde RSV'ye bagl ciddi TM-ASYE insidansini ve
RSV'ye bagli hastaneye yatis insidansini azaltmada etkilidir

RSVpreF (Abrysvo) asisi hamilelerde zaman gozetilmeksizin tetanoz, difteri ve bogmaca (Tdap) ve influenza asilari
ile birlikte uygulanabilir.

Es zamanli uygulanabilir veya asilar arasindaki herhangi bir zaman araligida olabilir

1. Falsey AR, et al. J Infect Dis. 2022;225(12):2056-2066. 2. Munjal I. Presented at: ACIP 2023; February 23, 2023; Atlanta, GA. 3. Kampmann B, et al. N Engl J Med. 2023;388(16):1451-1464.
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Gebe Asilamasinda Cevabi Heniiz Bilinmeyen
Sorular?

* RSVpreF asisi mi? RSV monoklonal ab? hangisinin koruyucu etkinligi
yuksek?
e Karsilastirma calismasi yok
* Her gebelikte ek doz RSVpreF asisi yapilmali mi?
* Ek doz gtvenli mi?
e Etkinligi var mi ?



RSV Prefusion F Protein—-Based Maternal Vaccine —

Preterm Birth and Other Outcomes """ Mren #2024 [ N Enel

Authors: llse Dieussaert, |.R., Jnon Hyung Kim, M.D., Sabine Luik, M.D., Claudla Seidl, M.Sc., Wenji Pu, Ph.D., Jens-Ulrich

Ed [

RSVPreF3-Mat or placebc between 24 weeks 0 days and 34 weeks D days of gestation. The primary
outcomes were any or severe medically assessed RSV-associated lower respiratory tract disease in
infants from birth to 6 months of age and safety in infants from birth to 12 months of age. After the
observation of a higher risk of preterm birth in the vaccine group than in the placebo group,
enrollment and vaccination were stopped early, and exploratory analyses of the safety signal of
preterm birth were performed.

Results: The analyses included 5328 pregnant women and 5233 infants; the target enrg nt of

WP RSVPreF3 asisinin

assessed RS Yiiksek oldugundan gebelerde @ interval,
37.510 82.0) :
respiratory t

occurred in ¢ f 1739) in

the placebo -
death occurreen 0.4% (13 of 3494] and 0.2% (3 of 1739), respeu:‘[lw».a-lyr [relatwe rlsk, 2.16; 95% Cl, 0.62
to 7.56; P = 0.23), an imbalance probably attributable to the greater percentage of preterm births in
the vaccine group. No other safety signal was observed.

Conclusions: The results of this trial, in which enrollment was stopped early because of safety
concerns, suggest that the risks of any and severe medically assessed RSV-associated lower
respiratory tract disease among infants were lower with the candidate maternal RSV vaccine than with
placebo but that the risk of preterm birth was higher with the candidate vaccine. (Funded by
GlaxoSmithKline Biologicals; ClinicalTrials.gov number, NCT04605159.).

| Med 2024;390:1009-1021 |




18-59 y Kr. Hst ve RSV-ASYE riski olan kisilerde
RSV asisinin etkinligi var mi?

(Ciddi Hastaligin Yuksek Riski Altindaki Yetiskinlerde
RSV Asilama Calismasi)

¢ 18-49y...%9.5
* 50-64 vy..%24.3’'u RSV-ASYE ile iliskili kr hst (+)
* Faz 3, cc

Asl iyi tolere edilmis
*18-59y Asinin etkinligi non-inferior

>60 y yetiskinlere gore
arastiril (260'y yetis gore)

* Grup A: 18-59 y, kronik hastaligi (+) 681 yetiskin, tek doz
* Grup B:> 60y 200 yetiskin bir ay arayla iki doz RSVpreF



Asilama

Changes in seasonality of RSV transmission following * GUnumduzde 260 yas

SARS-CoV2 introduction— NREVSS?, 2017-2023 yetiskinler icin yalnizca
tek doz RSV asisi

onerilmektedir.

e Rapel doz? Yasl
yetiskinler icin gelecekte
ek RSV asi dozlari almanin
fayda saglayip
saglamayacagini
belirlemek icin calismalar

27 293133353739414345474951 1 3 5 7 9 11131517 19212325 devam Etmektedlr

N
(%)

------ 2017-18 - --2018-19 2019-20 - -2020-21 2021-22 —2022-23

[y - [
o (¥, ] o

% PCR results RSV-positive
(%2}

Ju Aug Sep Oct Nov Dec Jan Feb Mar Apr May Jun
Epidemiologic week

https://www.cdc.gov/mmwr/volumes/72/wr/mm7214al.htm#F1_down



Asilanma Zamani...Eylul-Ocak

O

| I Asillanmamis uygun yetiskinlere RSV
i | sezonu boyunca asi 6nerilmeye
devam edilmeli

Yaz sonu-
sonbahar basi




(o

* Her iki asida 260 yas bireylerde RSV-ASYE karsi koruma saglamakta

Sozun Ozu...

* |lk RSV sezonunda >% 80'den etkili oldugu gosterilmistir
* Influenza ve RSV asilari es zamanl yapilabilir

e Farkli zamanlarda yaptirmak tercih edilirse asilar arasinda minimum
bekleme siresi yoktur

* Infantlari (0-6 ay) TM-ASYE korumak icin gebelere 32-36 hf tek doz
RSVpreF asisi glivenle yapilabilir
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