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PNOMOKOK ASILAMA SUNUM PLANI

KPA20 klinik gelisim programi ve serotip 6zellikleri

Eriskin Pndmokok Asilarindan KPA13 ve PPA23

Risk gruplarinda mevcut pnomokokal asilama 6nerileri



Pnoémokok Asilar Hakkinda Genel Bilgi

* Ulkemizde eriskin yas grubunda

»KPA13 (13 valan konjuge pndmokok asisi) ve

»PPA23 (23 valan polisakkarid pnomokok asisi) kullanimi onaylidir (*)
»KPA20 (20 valan konjuge pnémokok asisi) 2024’de ruhsat almistir.

*Turkiye Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlhk Dernegi Eriskin Bagisiklama Calisma Grubu Eriskin
Bagisiklama Rehberi 2019. https://www.ekmud.org.tr/emek/rehberler/1-ekmud-rehberleri



KPA13 (13 valan Konjuge Pnémokok Asisi)

* S. pneumoniae 13 tipine karsi koruma saglar.
* Konjuge asidir.

 CRM 197-toksik olmayan difteri toksinine konjuge edilmis on Uc¢ (1, 3, 4, 5,
6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 23F) serotip icermektedir.

* Gucld bir immunojenik etk olusturabilir
* Bu baglanma sayesinde, antijene 6zgl CD4+ yardimel T hicrelerini
uyaracak bir antijen kompleksi (T hiicresine bagimh antiien) olusur

e 2016’dan itibaren riskli gruplar da (65 yas usti tim bireyler ve yastan
bagimsiz tim kronik akciger hastaligi olanlar) GBP (Genisletilmis
Ba§|§|klama Programl) ka psam|na dahll ed||m|§t|r. T.C. Saglk Bakanligi Risk Grubu Asilamalari.

https://asirehberi.saglik.gov.tr/ genelgeler/risk-grubu-genelgesi.

*Turkiye Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik Dernegi Eriskin Bagisiklama Calisma Grubu Eriskin
Bagisiklama Rehberi 2019. https://www.ekmud.org.tr/emek/rehberler/1-ekmud-rehberleri



PPA23 (23 valan Polisakkarid Pnobmokok Asisi)

* Polisakkarid asinin iceriginde, invaziv pndmokok infeksiyonlarindan sorumlu 23
farkl serotip yer almaktadir.

* Serotipler; 1, 2,3, 4,5, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 17F, 18C, 19A,
19F, 20, 22F, 23F, 33F.

* Polisakkarid asilarin etki mekanizmasi tamamen humoral immun yanit Gzerinden
gerceklesir.

e Rapel doz onerilir (ilk asilamadan 4-7 yil sonrasinda, antikor diizeyleri asilama
oncesi seviyelerin altina diusmustur)

* Rapel dozdan sonra dort hafta icinde antikor yanitlari rapel doz 6ncesine gore
daha yuksek olmakla birlikte (p= 0.0004), rapel doza cevap ilk yapilan asiya cevaba
gore daha dustk bulunmustur (p< 0.001) (immiin korlesme)

Musher DM, et al. Hum Vaccin 2011; 7: 919-28.

Musher DM, et al. Clin Infect Dis 2011; 52: 633-40.

Berical AC, et al. Ann Am Thorac Soc 2016; 13(6): 933-44.
Papadatoul I, et al. Clin Vaccine Immunol 2016; 23(5): 388-95.
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PPA23 - KPA13

Polisakkarid Asi Konjuge Asi

Tastyici bir protein ile kovalent olarak bagh polisakkarid
antijenler ihtiva eder.

B hucrelerinin antikor Uretmesi i¢in T hucrelerini uyarir

=  Antikor retimiigin B hiicrelerini uyarnr.
ve immin bellek uretir.

T hiicreden bagh immiin yanit saglar.
Artmis imminolojik cevap saglar.
Nazofarengeal tagiyicihgi onler.

»  Polisakkarid antijenler ihtiva eder. ?Qq
Becel

. T hicreden bagimsizimmun yanit saglar.

. . . _ Daha iyi antikor yaniti, sekretuar IgA yapimiyla mukozal
Polisakkarid asilar sadece IgM antikorlarina bagli bir immunite, serotipe spesifik uzun streli bir immunolojik bellek ve

immiun yanit olusturdugundan dolayi bellek T anamnestik yanit olusmasini saglar.

huicreler uyarilmaz ve kalici bir immiin bellek
olusmaz.

Hem cocuklarda hem de eriskinlerde daha uzun siireli bagisiklik
saglarlar.

Karadeniz G, Kiling O, Olmez A, Ozhan MH, Ozlii T, Akinci Ozyiirek B ve ark. Tuberk Toraks 2020;68(3):305-320



Eriskinlerde Pnémokok Asilarinin Uygulama Sekli

——
65 yas ve lizeri saghkh bireyler en az
1 yil sonra
Hangi yasta olursa olsun kronik akciger hastahg: olanlar Konjuge asi ’ Polisakkarid asi
Hangi yasta olursa olsun diyabeti olanlar (KPA13) (PPA23)
Hangi yasta olursa olsun kronik kalp hastalig: olanlar
—
en az

Bagisiklik sistemini zayiflatan durumiar
(Kronik bébrek yetmezligi, bazi kanserler ve 8 hafta sonra Polisakkarid agi
kanser tedavisi, bagisiklik sistemini Konjuge as! - (PPA23)
baskilayan durumlar veya baskilayan ilag (KPA13) :

kullaniimasi, fonksiyonel ya da anatomik

aspleni, HIV infeksiyonuvb.)

(1"} Once PPA23** yapildiysa, KPA13* igin gegmesi gereken siire 1 yildir.

Sekil 2. Eriskinlerde pnémokok asilarinin uygulama semasi (8,10)

ACIP: 65 yas Ustl KPA
astlama onerisini rutin KPA
asilamasi yapan yerlesim
yerleri icin kaldirdi. Bakim
evlerinde calisan kisiler,
rutin KPA asilama
oranlarinin distk oldugu
yerlerde yasayan veya hig
rutin KPA asilama
yapmayan yerlere seyahat
eden kisilere dneriyor

T.C. Saglik Bakanhgi Risk Grubu Asilamalari. https://asirehberi.saglik.gov.tr/ genelgeler/risk-grubu-

genelgesi.

Karadeniz G, Kiling O, Olmez A, Ozhan MH, OzIii T, Akinci Ozyiirek B ve ark. Tuberk Toraks

2020;68(3):305-320



Kontrendikasyonlar

* Anafilaksi dykisiti: Onceki dozlarda veya icerige karsi anafilaktik reaksiyon gelisenlere
uygulanmamalidir.

* Atesli hastalik: Orta-agir siddette akut atesli hastalik gecirenlerde uygulama ertelenmelidir.

* Mino6r enfeksiyonlar: Soguk alginligi gibi hafif enfeksiyonlar asilamaya engel degildir.

Tuberk Toraks 2020;68(3):305-320
Istenmeyen etkiler

* Yerel reaksiyonlar: Enjeksiyon bolgesinde agri, sislik, kizariklik.
* Ates: %2 oraninda orta siddette ve gecici ates gorilebilir; 39°C Uizeri ates ¢ok nadirdir, genellikle 24 saat icinde dizelir.
» Sistemik etkiler: Bas agrisi, yorgunluk, titreme, istahsizlik, kas/eklem agrisi, cilt dokintusu, Grtiker.

« Nadir reaksiyon: Enjeksiyon yerinde Arthus tipi (lokal, alerjik) reaksiyonlar. Ozel durum: Behcet hastalarinda PPA23 sonrasi ciddi
inflamatuvar sendrom bildirilmis; bu nedenle pnémokok asisi planlanirken dikkatli olunmalidir.

Tuberk Toraks 2020;68(3):305-320
Blihler S, et al. Swiss Med Wkly 2015; 145: 14159.

Hugle T, et al. Rheumatology (Oxford) 2012; 51: 761-2.
Saklama Kosullan

Pnomokok asilari 2°C-8°C’de (buzdolabinda) saklanmalidir ve dondurulmamalidir. Donmus asilar ¢ézdirilip

kullanilmamahdir. )
23 valan Polisakkarid Pnémokok Asisi Kisa Uriin Bilgisi.
13 valan Konjuge Pnémokok Asisi Kisa Uriin Bilgisi.



KPA13 - Etkinlik

KPA13, cift kér, randomize Community-Acquired Pneumonia

Eriskinlerde Toplumda Immunization Trial in Adults (CAPITA)

.Gefi§en Pnmeni A Vaccine-Type CAP _— B NBand NI CAP C Vaccine-Type IPD
Immunizasyon Calismasi 3 8 3 g 3 g

Hollanda, risk faktorleriolan | 5 & 5 0 e | 5 o

ve olmayan, 265, 84.496 ¥ 5 g s et
eriskin, eriskinlerde bugiine | £ 3] % AP 1 T
kadar yapilan en genis asi 2 YT T 4 8 4 |9 I & ¢ & |[=°% T % § 1
e'tk|n||K ga|l§ma|ar|ndan 1d Years since Vaccination Years since Vaccination Years since Vaccination

Eriskinlerde;

Pnomokokal TGP ve Koruyuculuk 4 yilhk ¢calisma

boyunca devam etmistir

IPH’a karsi koruyuculugunu gdstermistir.
Ayrica non-invaziv pndmokokal TGP‘de de etkin olan tek asi
olma oOzelligini gostermistir.

N EnglJ Med. 2015 Mar 19;372(12):1114-25.



KPA13 - Etkinlik

Table 2. Vaccine Efficacy.*

PCV13 Placebo Percent Vaccine v 2 e s Pt
End Point and Analysisj Episodesi (N=42,240) (N=42,256)  Efficacy (CI)§ P Valueq| I'_\S' tpl pnc?.mokokal TGP nin ilk
epizodunun énlenmesinde

number [%45.6 (%95.2 Cl: 21.8-62.59)],

First episode
Infection with vaccine-type strain

vilk as1 tipi bakteriyemik

Confirmed community-acquired pneumonia | . .
Per-protocol analysis 139 49 90 .8 to 62.5) <0.001 o mayan/non invaziv
3

Modified intention-to-treat analysis 172 66 106 7 (14.3 to0 55.1) 0.003 pnomokokal TGP epizodunun

Confirmed nonbacteremic and noninvasive community- 6nlenmesinde
acquired pneumonia [%45.0 (%95.2 Cl: 14.2-65.3)]

Per-protocol analysis 93 33 60 .20 65.3) 0.007

M'odiﬁed intention-to-.treat analysis 116 43 73 41.1 (12.7 t0 60.7) 0.007 vilk as! tipi iPH epizodunun
Invasive pneumococcal disease snlenmesind

Per-protocol analysis 35 7 28 4.4 to 90.8) <0.001 00 e EOSI e

Modified intention-to-treat analysis 41 8 33 75.8 (46.5 to 90.3) <0.001 [%75.0 (%95.2 Cl: 41.4-90.8]

Akciger hastaligi dahil risk faktori tasiyan hastalarda asi tipi pnomokokal TGP’nin ilk epizodunun 6nlenmesinde benzer
oranda azalmalar saglandigini gostermistir. [%40.3 (%95.2 Cl: 11.4-60.2)].

N Engl J Med. 2015 Mar 19;372(12):1114-25.



KPA13'ln asl tipi TGP'ye karsi etkililigi, bagisikhgl baskilanmis kisileri de iceren gercek
diinyadaki yasli eriskin populasyonunda dogrulanmistir.

* Bu gercek diinyadaki etkililik calismasi, immun KPA13'un Asi Etkililigi *
§{st¢m| ba'slfllanmlg, veya saghlg hlzmetlerlyle Tiim Bakteriyemik olmayan
iliskili TGP'si olan hastalari da icermektedir. asi-tipi TGP asi-tipi TGP
0
* Calisma Populasyonu Ozellikleri (N=2034) 10 73(y 680/
e >80vyas 35% 20 0 L
2 95% ClI 95% ClI
* Immunkompromize 46% > 30 13-92 -6-90
* KOAH 53% = 40
- KAH 35% g
60
e KKY 32%
70
* Diyabet 32%

80

*Fully adjusted.
KAH=koroner arter hastaligi; TGP=toplumda gelisen pnémoni KKY=konjestif kalp yetmezligi KOAH: kronik obstruktif akciger hastalig.
McLaughlin JM, et al. Clin Infect Dis. 2018;67:1498-1506.



KPA13’lin hastaneye yatig stireleri ve pndmoniye bagli 6limleri nemli
6lclide azalttig gorilmuistir.>2

Pnomokok asisi ile asilanmis olmanin;

15 Kasim 2018-15 Kasim 2020 tarihleri Mortaliteyi Hastanede yatis siiresini

arasnda 3 buyuk gogis hastaliklar ve
gogus cerrahisi dal EAH'de
yuratulmustar.

Calismaya 65 yas Ustu ve daha oOnce
kronik hastalik tanisi almis ve/veya takip
edilmis toplam 29.530 hasta dahil edildi.

Calismada 12 aylk takip surecinde
hastanede vyatan pnomokok asisi ile
astlanmis ve asllanmamis hastalarin

hastaneye vyatis sureleri ve mortalite e et ge
durumlari analiz edildi. azalttigi goraldu (p <.001).

1 Effectiveness of a Program to Raise Awareness About Pneumococcal Vaccination Among Physicians and Patients with Chronic Respiratory Diseases: A Multicenter Cohort Study Zihal Karakurt, Enver Yalniz, Sedat Altin, Ozlem Orug , Ozgiir Uslu, Nurdan
Simsek Veske, Oguz Kiling, Seval Kul , Abdullah Sayiner Thorac Res Pract. 2024; 25(2): 75-81 2. Does Pneumococcal Vaccination Have an Effect on Hospital Costs? Nurdan Simsek Veske, Ozgur Uslu, Ozlem Orug, Sedat Altin, Enver Yalniz, Zuhal Karakurt, Erkut
Bolat, Seval Kul, Oguz Kiling, Abdullah Sayiner Thorac Res Pract. 2023;24(3):165-169.



KPA13 klinik calismalarinin disinda genis ¢apli gercek diinya verilerine sahiptir

KPA13 icin ulusal duzeyde oneriler*(Nisan 2021)
= 100 milyondan fazla erigkine
uygulandi.

= 50'den fazla ulkede eriskin
bagisiklama programina dahil edildi.

= Cok sayida calismada tum
nedenlere bagli ya da asi iliskili *
sonuclar acisindan KPA13 etkisini ‘

gosterdi.

28 Yas+Riskli+YUksek Riskli
M 4 Yas + Yiksek Riskli
B 11 Yas +Riskli+Yiiksek Riskli
11 Yas+Yuksek Riskli

*Asi teknik komitesinin ya da agsI teknik komitesinin olmadigdi yerler icin Hikiumetin yetkilendirdigi kuruluslarin énerisi kastedilmigtir.
Pfizer, Inc. Data on file. New York, NY



CAPITA
calismasinda
da KPA13’Un
guvenilirlik
profili daha
dnceden
yapilan
calismalarda
gozlenenler
ile benzer
bulunmustur.

KPA13 - Guvenilirlik

Table 3. Safety Outcomes.*
Event Safety Subgroup P Valuey All Participants P Valuey
PCV13 Placebo PCV13 Placebo
(N=1006)  (N=1005) (N=42,237) (N=42,255)
no. (%) no. (%)
Adverse event within 1 mo after vaccination 188 (18.7) 144 (14.3) 0.01
Chronic medical condition diagnosed 1-6 mo 17 (1.7) 12 (1.2) 0.46
after vaccinationi:

Serious adverse event

Within 6 mo after vaccination 70 (7.0) 60 (6.0) 0.41

Within 1 mo after vaccination 327 (0.8) 314 (0.7) 0.61
Death 3006 (7.1) 3005 (7.1) 0.98

* The numbers of participants who received study vaccine and for whom any safety data were available are shown. Four participants (three in
the PCV13 group and one in the placebo group) were excluded because they had no safety data. Listed are events that occurred at least
once in any participant.

T A two-sided Fisher's exact test was used to calculate the P value for the difference between percentages of participants who reported an
event in each of the study groups.

i Newly diagnosed chronic medical conditions (including autoimmune or neuroinflammatory disease) were identified in subgroup partici-
pants by site staff members who conducted home visits; chronic medical conditions included conditions such as asthma, emphysema,
pertension, and cardiac failure. +

N EnglJ Med. 2015 Mar 19;372(12):1114-25.



KPA13 ile PPA23 karsilastirma

Table 2
Comparison of pneumococcal OPA GMTs 1 month after vaccination with PCV13 and PPSV23 in subjects 60-64 years of age and 1 month after PCV13 in subjects 50-59 years
of age.

Serotype 60-64 Year age group Vaccine comparison 50-59 Year age group Group comparison
(PCV13 vs PPV23) (50-59 yr/60-64 yr)

PCV13 PPSV23 : ) PCV13 n* =350-384

N =359-404 n? =367-402 Ortak tiol K

GMT® GMT® Ratio* (95% CI9) GMT® Ratio® el Sl plES el

e ’

1 146 104 14 (1.10,1.78) 200 1.4 KPA13'Un PPA23’e klyasla
3 93 85 1.1 (0.90, 1.32) 91 1.0 .
4 2062 1295 16 (1.19,2.13) 2833 1.4 anlamli olarak daha yuksek
5 199 162 1.2 (0.93, 1.62) 269 1.4 . . o
6B 1984 788 25 (1.82,3.48) 3212 1.6 immuUn cevaplar ortaya koydugu
7F 1120 405 28 (1.98, 3.87) 1520 1.4 - 0
oV 1164 407 29 (2.00, 4.08) 1726 15 gOSter|lm|§t|r-
14 612 692 0.9 (0.64,1.21) 957 1.6
18C 1726 925 1.9 (1.39,2.51) 1939 1.1
19A 682 352 1.9 (1.56,2.41) 956 1.4 < L
19F 517 539 1.0 (0.72, 1.28) 599 12 Geng eriskinlerde (18-49 ve 50-
23F 375 72 52 (3.67,7.33) 494 13 . .
6A 2593 213 12.1 (8.63,17.08) 4328 1.7 59 yas) KPA13 ile elde edilen
* n=Number of subjects with a determinate OPA titer to the iven serotypg |mmun ceva plar 60-64 ya§ arasli

b GMTs were calculated using all evaluable subjects with available data for the specified blood draw.

eriskinlerin immun cevaplari ile
Her iki asinin da yapilmasi gereken durumda 6nce KPA13’lGn yapilmasini 6nermektedir. klyaslandlémda daha yUksek

I Cls for the ratio are back transformations of a confidence interval based on the Student t distribution for the mean difference of the logarithms of thHz] pta nm |§t| r.
years-60-64 years).

Vaccine 2013; 31(35): 3577-84/ Vaccine 2014; 32(20): 2364-74



PPA23’Un Klinik Etkinligi

* PPA23 eriskinlerde invaziv pnomokokal hastalik gelisimine karsi
koruma saglamaktadir. Buna karsilik bircok meta-analizde pnédmokokal
TGP’ye karsi etkinligi tutarh bulunmamistir (*).

* PPV23 > 50 yas eriskinlerde, IPH (%50-54) ve tiim nedenlere bagli
TGP’ye (%4-17) karsi anlamli diizeyde etkin oldugu gosterilmistir™®*.

* Cok merkezli, prospektif bir calismada TGP icin tedavi goren, 65 yas ve
ustl eriskinlerde PPA23 etkinliginin tim pnomokokal pnédmonilere
karst %27.4 (%95 Cl: %3.2-45.6), PPA23 serotiplerine karsi %33.5
diizeyinde bir etkinliginin oldugu gosterilmistir***.

*Can Med Assoc J 2009; 180: 48-58/ PLoS One 2016; 11(1): e0146338/ Cochrane Database Syst Rev 2013; 1: CD000422
**Vaccine 2016; 34(13): 1540-50.
***Suzuki M, et al. Lancet Infect Dis 2017; 17(3): 313-21.



KPA7 KPA13 KPA13 KPA13
Ped Onayi Ped Onayi Erigkin onayi Ped 2+1 pozolojiye gegis
KPA7 Bagisiklama KPA13 Bagisiklama Erigkin Risk Gurubu

i . Genelgesi yayinlanmasi @AZO Ruhsat >
Programina girisi Programina girisi




KPA13 eriskin klinik calismalari oldukca cesitliydi ve KPA20 programinin

temelini olusturdu.

Immunojenisite

1316 daha 6nce asilanmamisg
erigkin
(18-64 yas)'
KPA13’lUn immunojenisite,
guvenlik ve tolere edilebilirligi

831 Daha once asilanmamis
erigkin (60-64 yas) ve 403
erigkin(50-59 yas, KPA13 acgik
etiketli calismasi)?

936 PPSA23 ile agilanmig
erigkin (270 yas)®

KPA13 vs PPSA23’ln
immunojenisite, guvenlik ve
tolere edilebilirligi

1. Bryant KA, et al. Vaccine. 2015;33(43):5854-5860. 2. Jackson LA, et al. Vaccine. 2013;31(35):3577-3584. 3. Jackson LA, et al. Vaccine. 2013;31(35):3585-3593. 4. Bonten MJ, et al. N Engl J Med. 2015;372(12):1114-1125. 5. Gessner BD, et

Etkinlik

CAPITA
84,496 erigkin
(265 yas)*

Asi tipi pnémokokal TGP’nin
ve IPHnin 6nlenmesinde
KPA13’lin kanitlanmis etkinligi4

Tum nedenlere bagli
pnomonilere kargi etkinlik :
8%?°

Guvenlik

1049 erigkin
(268 yas)®

Calisma harici tek bir PPSA23
dozu aldiktan en az 3 yil sonra
KPA13'Un uygulanmasi

Neredeyse tiim galismalarin
bir glivenlik bilegeni vardi;

kombine glivenlik analizleri
icin caligmalar birlestirildi

al. Vaccine. 2019;37(38):5777-5787. 6. Schwarz TF, et al. World J Vaccines. 2013;3(4):123-129. 7. Greenberg RN, et al. Vaccine. 2014;32(20):2364-2374.

Sirali Asilama

720 daha 6nce asillanmamisg
erigkin
(60—64 yas)

KPA13 ve PPSA23'Un degisen
siralarda uygulanmasi

Mevcut dnerilen asi siralamasi
belirlendi. Her iki aginin da
onerildigi durumlarda,

Once KPA13 uygulanmalidir.



KPA13 eriskin klinik calismalari oldukca cesitliydi ve KPA20 programinin

temelini olusturdu.

Es zamanli uygulama

KPA13’Un TIV ve QIV asllariyla es

zamanl uygulamasinda tum serotipler
icin non-inferiority kriteri karsilandi.-3*

1190 PPSA23 asisi olmamis erigkin
(265 yas)'

1116 eriskin
(50-59 yas)?

KPA13 ve TIV’in immunojenisitesi,
guvenligi ve tolere edilebilirligi
degerlendirildi.

882 erigkin
(250 yas)®
KPA13 ve QIV’in immunojenisitesi,
guvenligi ve tolere edilebilirligi
degerlendirildi.

*With the exception of A/H3N2 and serotype 19F in 1 TIV study.!

HIV-Enfekte

KPA13, HIV ile enfekte kigilerde
immun yanit olusturdu.#°

Daha once asilanmamis, HIV ile
enfekte eriskin(n=152) ve
c¢ocuklarda (n=151) immun yanitlar
degerlendirildi.4

Daha once PPSA23 ile asilanmis,
HIV ile enfekte erigkinlerde (= 18
yas) immun yanitlar degerlendirildi.
(N=329T)°

*n=255, 1 dose; n=246, 2 doses; n=231, 3 doses KPA13.5

Hematopoetik kok huicre nakli

KPA13 tum agi serotipleri igin
baseline’a gore daha yuksek immun
yanitlari ortaya ¢ikardi; sonraki her

doz immunojenisitenin artmasini
sagladi.®

Hematopoetik kok hucre nakli alicisi
erigkin ve cocuklarda KPA13'e karsi
olugan immun yanitlar
degerlendirildi.(N=247%)¢

*N=207, 3 doses; N=172, 4 doses; N=231 KPA13: N=168 3 doses KPA13 +
1 dose PPSA23.5

20



Centers for Disease Control and Prevention

Morbidity and Mortality Weekly Report
Recommendations and Reports / Vol 72 / No. 3 September 8, 2023

Eriskin Pnomokok Asilari-
5023~ ACIP

FIGURE. Serotypes contained in pneumococcal vaccines previously and currently used in the United States*

Pneumococcal Vaccine for Adults Aged =19 Years:

B Freumococcal polysaccharide vaccine B Pneumococcal conjugate vaccines
Serotype
Vaccine 1 3 4 5 6 6 7 9 1 18 | 19 | 19 | 23 | 22 | 33 ] 10| 1 12 | 15 2 9 17 | 20
C A F F F F A A F B M F
B
PCV13
PCV15
PCV20

Abbreviations: PCV7 = 7-valent pneumococcal conjugate vaccine; PCV13 = 13-valent pneumococcal conjugate vaccine; PCV15 = 15-valent pneumococcal conjugate
vaccine; PCV20 = 20-valent pneumococcal conjugate vaccine; PPSV23 = 23-valent pneumococcal polysaccharide vaccine.
*PCV7 is no longer manufactured,




KPA20, Kanitlanmis KPA7 ve KPA13 platformu Gzerine kurulmustur.

| KPA20" \

€<ED y

4 6B 9V 14 18C 19F 23F 1 5 7F 3 6A 19A 8 10A 11A 12F 15B 22F 33F

22ug 4.4pg 22ug 22ug 2.2ug 2.2pug 2.2ug  2.2ug 2.2pug 22ug 2.2ug 2.2pug 2.2upug | 22ug 2.2ug 2.2pug 22ug 2.2ug 2.2ug 2.2ug

CRM,q;
KPA20, KPA7 ve KPA13 ile ayni Uretim platformu Uzerine gelistiriimistir ve asagidakileri icermektedir:

» Her biri ayri ayrt CRM197'ye konjuge edilmis 13 kapsuler polisakkarit dahil olmak tuzere KPA13 ile ayni bilesenler ve
ayrica ek serotipler icin her biri CRM197’ye konjuge edilmis 7 kapsuler polisakkarit.

« KPA13 ile ayni asi yardimci maddeleri (suksinik asit, sodyum klorur, polisorbat 80 ve aliuminyum fosfat)

CRM 197: toksik olmayan difteri toksini

1. PREVENAR 20 Kisa Uriin Bilgisi, Mart 2024. 2. PREVENAR 13 Kisa Uriin Bilgisi, Mayis 2022 . 3. Vaccine Volume 26, Issue 18 24 April 2008, Pages 2260-2269 22




KPA20’ye dahil edilen ek serotipler yaygin gérilmektedir ve tibbi olarak 6nem arz

etmektedir.
.&:

MENENJIT2  OTITiS MEDIA35 AMRS-8 MORTALITE"®

T I 2

KPA20 Ek Serotipler

33F

AMR=antimicrobial resistance. IPH=Invazif Pnémokokal Hastalik

1. Balsells E, et al. PLoS One. 2017;12(5):e0177113. 2. Amin-Chowdhury Z, et al. Clin Infect Dis. 2020;71(8):e235-e243. 3. Levy C, et al. PLoS One. 2019;14(2):e0211712. 4., Ekinci E, et al. Front Pediatr. 2021;9:664083. 5. Hultén KG, et al. Poster
presented at: IDWeek; October 21-25, 2020; Virtual Meeting. 6. Park DC, et al. Ann Lab Med. 2019;39(6):537-544. 7. Yun KW, et al. Vaccine. 2021;39(40):5787-5793. 8. Tomczyk S, et al. Clin Infect Dis. 2016;62(9):1119-1125. 9. Mdller A, et al.
Emerg Infect Dis. 2022;28(1):166-179. 23



Turkiye’de pnomokokal hastaliklari olan erigkinlerde Streptococcus
pneumoniae’nin serotip dagilimi: 2015-2018
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KPA20 eriskin Faz 3 Calismalari

Calisma Hedef Immiinojenisite Karsilastirmalari

* >60 yasinda KPA20 vs KPA13 + PPV23

Pivotal Calisma
B7471007*

Pnomokok asisi olmayan 218 yas eriskinler * 60-64 yas vs 1849 & 50-59 yaslarda KPA20
* Kronik tibbi durumlarin varligina gére KPA20

* PPSA23 aslili bireylerde KPA20
g‘;"i(;it(;gzgh Pnomokok asili 265 yas eriskinler * KPA13+PPSA23 asili bireylerde KPA20

* KPA13 asili bireylerde KPA20
Q%Ef(;'é‘;ts" Lot tutarhlig; 18-49 yas arasi eriskinler

Es zamanli uygulama
¢alismasi

B7471004%
E:hzsar:laasr:h Uygulama BNT162b2 booster dozu ile birlikte uygulama, 265
B7471026° yas eriskinler — 6zet veriler

Influenza asisi ile birlikte uygulama, 265 yas

eriskinler — 6zet veriler 7 [ el estn O

* KPA20 +/- eslik eden BNT162b2

Calisma Dogu Asya’da pnomokok asisi olmayan 260 yas

B7471009° eriskinler * KPA20 vs KPA13 + PPSA23

1. Essink B, et al. Clin Infect Dis. Published online December 23, 2021. doi: 10.1093/cid/ciab990. 2. Cannon K, et al. Vaccine. 2021;39(51):7494-7502. 3. Klein NP, et al. Vaccine. 2021;39(38):5428-5435. 4. Cannon K, et al. Vaccine. 2023;41(13):2137-2146. 5. Fitz-Patrick D, et al.
Vaccine. 2023;41(28):4190-4198. 6. Clinicaltrials.gov NCT04875533. Accessed 8-22-2023. https://classic.clinicaltrials.gov/ct2/show/study/NCT04875533.



https://classic.clinicaltrials.gov/ct2/show/study/NCT04875533

KPA20, Faz 3 klinik calismalarinda yaklasik 6000 eriskinde glivenlik ve immunojenisite
acisindan degerlendirilmistir.

4000 crine KFAZD ovgulend
erigkinler >4,000 eriskine KPA20 uygulandi

(1,000 eriskinden fazlasi

. . 65 yas ve uzeri
KPA20'nin giivenlik KPA20'nin farkli Onceki pnomokok yas )

ve immiinojenisitesi serileri arasinda asilama gegmisine
(pivotal calisma) guvenlik ve gore giivenlik ve Q\ @ ﬁ
immunojenisitenin i (inoienisi ’@ﬁ%

immunojenisite
karsilagtiriimasi

« Daha dnce asilanmamis
*  Pndmokok asisi uygulanmis

[ * 18-64 yas arasi
2  218yas % 18-49 yas 265 yas .
@ erigkinler @ eriskinler eriskinler « 65yas ve Uzeri

« Komorbiditesi olanlar*

*Kronik kardiyovaskuler hastalik, kronik akciger hastaligi, bobrek rahatsizliklar, diabet, kronik karaciger hastaligi ve ciddi
pnémokok pndmonisi ve invaziv pndmokok hastaligi riskini artirdigi bilinen tibbi risk durumlari ve davraniglar dahil.

PREVENAR 20 Kisa Urin Bilgisi, Mart 2024



Immunolojik karsilastirmalar,
eriskinler icin KPA20'nin etkinligini/ etkililigini anlamanin temelini
olusturur

« Bagisiklik yanitinin birincil dlgisu: Asilamadan 1 ay sonra OPA GMT'leri

* Analiz edilen 20 serotipin tumu igin; kanitlanmig etkinligi / etkililigi olan asilarla istatistiksel non-inferiority (NI)
karsilastirmasi

Pivotal Faz 3 Karsilagtirmasi

Pnomokokal Serotip
2| 1| s [ 4[5 foafon [ fovfrefrecfionfrorfaorf 8 [10a]1a]zr|sa ] zer | aeF |
KPA13 o o o @ o o o o @ o o o o

IR NN (N | R [ R

e e ee eeeeeeee bbbl

GMT=geometric mean titers; OPA=opsonophagocytic activity.
Prevenar 20 Kisa Uriin Bilgisi, kiib onay tarihi 21/03/2024


https://titck.gov.tr/storage/Archive/2024/kubKtAttachments/OnaylKBPrevenar_b5ec8525-29cf-47dd-a2ae-16d761737146.pdf

50-59 veya 18-49 yas arasi eriskinlerde KPA20'nin 1.
ayda immun yanitlar, 60-64 yas arasi eriskinlerdeki

KPA20, >60 yas eriskinlerde 20 serotipin timine

karsi gicli immin yanitlari indakledi

immun yanitlara gére non-inferiorite kriterini
karsilamaktadir.1-2

KPAZ0 vs KPA13 KPA20 vs PPSA23

= 10000 m 18-49yag (n=251-317) B 50-59yag (n=266-320) B0-64 yag(n=765-9417)

B 1000

5 1) 56 3 EN 1§ B i % ¥ & WA 1A MF 458 2F  33F E

B KPazDiden Sonra B wPa1vden cnce B KPATIOEN sonia BB pesaziaen Once Il PPSARIden Sonia s
S ]

24-kat artag olandann 5 "si o
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Serotip

KPA20, en az 1 risk durumu olan 18-64 yas arasi
e eriskinlerde KPA13'e benzer bir bagisiklik tepkisi
" II I I | ortaya cikardr”

WXPA20 mPCV
Serotip



Daha dnce Pnémokok Asisi Olmayan eriskinlerde Bildirilen Advers

Reaksiyonlar

B7471007
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KPA20 eriskin risk gurubu bireylerde KPA13’e benzer glivenlik profili gdsterdi

KPA13 ve KPA20 uygulamasi sonrasi tim istenmeyen olaylar ve ciddi istenmeyen olaylar’
B7471007, tim istenmeyen olaylar agilamadan 1 ay sonra, ciddi istenmeyen olaylar ise 6 ay sonra degerlendirilmistir.

. u KPA20 KPA13
z 25% -
< >60 yas i 50-59 yas i 18-49 yas
s ! !
F i i 20 Yilhk
ey | § Guvenlik verisi
: I | g >1.7 Milyar*
s s oz
- 5% -
‘1 e | L
0% - ’. . ! . .

Tim istenmeyen Ciddiistenmeyen Tiim istenmeyen Ciddiistenmeyen Tiim istenmeyen Ciddi istenmeyen
olaylar Olaylar olaylar Olaylar olaylar Olaylar

1. B7471007. Trial to Evaluate the Safety and Immunogenicity of a 20-valent Pneumococcal Conjugate Vaccine in Pneumococcal Vaccine-naive Adults. ClinicalTrials.gov Identifier: NCT03760146. Available at:
https://www.clinicaltrials.gov/ct2/show/NCT03760146. 2. Essink B, Sabharwal C, Cannon K, Frenck R, Lal H, Xu X, Sundaraiyer V, Peng Y, Moyer L, Pride MW, Scully IL, Jansen KU, Gruber WC, Scott DA, Watson W. Pivotal Phase 3
Randomized Clinical Trial of the Safety, Tolerability, and Immunogenicity of 20-Valent Pneumococcal Conjugate Vaccine in Adults Aged =18 Years. Clin Infect Dis. 2022 Aug 31;75(3):390-398. doi: 10.1093/cid/ciab990. PMID: 34940806;
PMCID: PMC9427137.


https://www.clinicaltrials.gov/ct2/show/NCT03760146

B7471006: KPA20, 6nceki pndmokok asilama durumundan bagimsiz olarak
20 serotipin timune kars! glicli fonksiyonel immun yanitlar indtkledi

PPA23 ASILIDA KPA13 ASILIDA

265 Yas eriskinler - e 265 Yag erigkinler ™ e ‘
: KPA20'den 1 Ay Sonra OPA KPA20'den 1 Ay Sonra OPA
- 1000
h:i;?: II.R'I:I II.J-CI
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Pnémokok Asili 265 yas eriskinlerde Bildirilen Advers Reaksiyonlar?

B7471006
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KPA20, influenza ve COVID-19 asilari ile birlikte uygulandiginda glicli bagisiklik
tepkilerini indukledi.

Calisma =65 yas eriskinlerde, dortli mevsimsel inaktive influenza asisi ile birlikte uygulanan
B7471004 KPA20'nin glivenligi ve immdiinojenisitesi’

» Hem serotipe 6zgu pndmokokal OPA titreleri hem de influenza hemaglutinin inhibisyon
Bulgularin GMT'leri igin NI kriterleri karsilandi.

Ozeti « Birlikte uygulama ile daha yuksek halsizlik oranlari (% 33.2'ye kars1% 20.1) disinda, KPA20 ve
QIV icin guvenlik profilleri, tek basina uygulama ile karsilastirildiginda benzerdi.

Calisma =265 yas erigskinlerde, BNT162b2 booster dozu ile birlikte uygulanan KPA20'nin guvenligi
B7471026 ve immdunojenisitesi?
« KPA20'nin ortaya cikardigi yanitlar, hem BNT162b2 dozu ile hem de plasebo ile verildiginde
benzerdi.?
Bulgularin y :
Ozeti « BNT162b2 booster dozunun ortaya ¢ikardigi yanitlar, plasebo veya KPA20 ile beraber
uygulandiginda benzerdi.?

+ KPA20 ve BNT162b2'nin guvenlik profilleri; birlikte uygulandiklarinda, tek basina
uygulamalarina kiyasla benzerdi.3

GMC=geometric mean concentration; GMT=geometric mean titer; IgG=immunoglobulin G; OPA=opsonophagocytic activity; QIV=quadrivalent seasonal inactivated influenza vaccine.
1. Cannon K, et al. Vaccine. 2023;41:2137-2146. 2. Fitz-Patrick D, et al. Vaccine. 2023;41:4190-4198.



KPA 20 ONAY

Haziran 2021 Subat 2022 Nisan 2023 Mart 2024

KPA20 Eriskin FDA onayi KPA20 EMA Eriskin Onay KPA20 Pediatri FDA Onayi KPA20 Pediatri EMA Onayi

Morbidity and Mortality Weekly Report, January 28,2022 Weekly / Vol. 71 / No. 4

CDC panel OKs KPA20 for children, changes to flu vaccine precautions for people with egg allergies | AAP News | American Academy of Pediatrics
Prevnar 20 (pneumococcal vaccine 20-valent) dosing, indications, interactions, adverse effects, and more (medscape.com)
http://www.pharmabiz.com/NewsDetails.aspx?aid=144725&sid=2



https://publications.aap.org/aapnews/news/24881/CDC-panel-OKs-PCV20-for-children-changes-to-flu?autologincheck=redirected
https://publications.aap.org/aapnews/news/24881/CDC-panel-OKs-PCV20-for-children-changes-to-flu?autologincheck=redirected
https://publications.aap.org/aapnews/news/24881/CDC-panel-OKs-PCV20-for-children-changes-to-flu?autologincheck=redirected
https://reference.medscape.com/drug/prevnar-20-pneumococcal-vaccine-20-valent-4000166
https://reference.medscape.com/drug/prevnar-20-pneumococcal-vaccine-20-valent-4000166
https://reference.medscape.com/drug/prevnar-20-pneumococcal-vaccine-20-valent-4000166
http://www.pharmabiz.com/NewsDetails.aspx?aid=144725&sid=2

KPA20, Mart 2024 tarihinde ruhsat almistir.

~ | 18 yas ve Ustl bireylerde Streptococcus pneumoniae’nin sebep oldugu invazif
| hastaliklara ve pnémoniye karsi aktif bagisiklama icin endikedir.

18 yas ve Ustl bireylerde:

4 — | KPA20, 18 yas ve Ustu eriskinlerde tek doz olarak uygulanir.
Muteakip KPA20 dozu ile tekrar asilama gerekliligi gbsterilmemistir.

1. PREVENAR 20 Kisa Uriin Bilgisi, Mart 2024



Tek doz KPA avantaji

PPSA23->KPA13
En Az 1 Doz Asi Aimig ABD'li 265 Yas erigkinler Ters sirayla

Arasinda Pnémokok Asisi Onerilerine Uyum *t olaniar®
*Of adults who completed pneumococcal vaccination, 0.2% received KPA13 and PPSA23 on the same day.

N=114,359 H
*In this cohort of 224,132 patients, 51% of patients received vaccination and 49% were not vaccinated.

*Of adults who received only one type of vaccine, at least 12 months follow-up from receiving the first dose of vaccine was recorded in: 72.8% of adults who received PPSA23 and 53.4% of

adults who received KPA13.
Yang X, et al. Vaccine. 2018;36:7574-7579

Sadece IPPSA23

KPA13-PPSA23 sirasini dogru bir

sekilde tamamlayanlar #

Sadece KPA13



KPA20 Uygulama Semasi (ACIP)

TABLE 7. Recommendations for use of PCV15 or PCV20 in pneumecoccal conjugate vaccine-naive adults aged =19 years — Advisory Committes
on Immunization Practices, United States, 2023

Age group, yrs
Medical Indicatlon group Specific underlylng medical condition 19-64 =65
Mone Mone Mone 1 dose of PCV20 alone, or 1 dose
of PCV15 followed by a dose of
PP5V23 =1 vear later®
Unidarlying medical 1 dosa of PCV20 alone or 1 doseof 1 dose of PCV20 alone or 1 dosa
conditions or othar PCV15 followed by a dose of of PCV15 followed by a dose of
risk factors PP3V23 21 year later* PP5V23 21 year later*

Abbreviations: {5F = cerebrospinal fluid; PCV1 5 = 1 5valent pneumococcal conjugate vaccing; PCV20 = 20-valent pneumococcal conjugate vacdne; PPSV23 = 23-valent
preumococcal polysacchande vaccine.

* Adults with immunocompromising conditions, a C5F leak, or a cochlear implant might benefit from shorter intervals (e.g., =8 weeks). These vaccine doses do not
need to be repeated at age =65 years if administered at age <65 years.
t Includes congestive heart faillure and cardiomyopathias.
% Indudes chronic obstructive pulmonary disease, emphysema, and asthma.
Y Indicates immunocompromising conditions
** Includes B- (humoral) or T-lymphocyte defickency, complement deficiencies (particularly C1, C2, €3, and C4 deficiencies), and phagocytic disorders (excluding
chronic granulomatous disease).

T Diseases requiring treatment with immunosuppressive drugs, including long-term systemic corticosteroids and radiation therapy.



KPA20 Uygulama Semasi (ACIP)




Global Initiative for 2025

Chronic Obstructive
Lung Disease REPORT

Vaccination for Stable COPD
Figure 3.6

People with COPD should receive all recommended vaccinations in line with the relevant local guidelines: Clobal Stimeey forthe Dingrats) Maragement, and

Prevention of Chronic Obstructive Pulmonary Disease

Yearly influenza vaccination (Evidence B)
SARS-CoV-2)(COVID-19) vaccination based on WHO and CDC updated recommendations (Evidence B)

Either one dose of 21-valent pneumococcal conjugate vaccine (PCV21) or one dose PCV20, as

recommended by the CDC (Evidence B). Pneumococcal vaccination has been shown to reduce the
incidence of community-acquired pneumonia and exacerbations for people with COPD (Evidence B)

Respiratory syncytial virus (RSV) vaccination for individuals aged = 60 years and/or with chronic heart or
lung disease, as recommended by the CDC (Evidence A)

Tdap (dTaP/dTPa) vaccination to protect against pertussis (whooping cough) for people with COPD that
were not vaccinated in adolescence, as recommended by the CDC (Evidence B)

Zoster vaccine to protect against shingles for people with COPD aged > 50 years, as recommended by the
CDC (Evidence B)



Safety, tolerability, and immunogenicity of a 21-valent @ ®
pneumococcal conjugate vaccine, V116, in healthy adults: o
phase 1/2, randomised, double-blind, active comparator-

controlled, multicentre, US-based trial

Heather Platt, Tosin Omole, jose Cardona, Neil | Fraser, Richard A Mularski, Charles Andrews, Nizar Daboul, Nancy Gallagher, Aditi Sapre,
Jianing Li, Adam Polis, Doreen Fernsler, Gretchen Tamms, Weifeng Xu, Rocio Murphy, Julie Skinner, Joseph Joyce, Luwy Musey

Summary
Background A pneumococcal conjugate vaccine (PCV) specifically focused on serotypes associated with adult residual  Lancet infect Dis 2023;
disease burden is urgently needed. We aimed to assess V116, an investigational 21-valent PCV, that contains pneumococcal 2323346

polysaccharides (PnPs), which account for 74-94% of invasive pneumococcal disease in adults aged 65 years or older. Fublished Online
September 15, 2022
poianiln)
Methods We did a phase 1/2, randomised, double-blind, active comparator-controlled, multicentre, non-inferiority and :;;’_ ?;;;g;z:gz 5
i 1

@merinrity trial The nhage 1 cmidv wac done at twa clinical citec in the T1SA and the nhace 2 chidv was done in 18 clinical

KPA21

Eriskinlerde 21-valanli pndmokok konjuge asisi (PCV), V116'nin glivenligi,
tolere edilebilirligi ve immiinojenisitesinin faz 1/2 degerlendirmesidir.

Faz 1 calismasi, V116'nin iki farkh formulasyonunun ilk insan
degerlendirmesini gerceklestirmis ve faz 2 icin uygun icerik (her bir
polisakkarit icin 4 pg) secilmistir.

Faz 2 calismasinda, V116'nin bagisiklik yanitlari, 23-valanli polisakkarit
asisi (PPSV23) ile karsilastiriimistir. V116, paylasilan 12 serotip igin
PPSV23'e karsi esdegerlik (non-inferiority) kriterlerini saglamis ve yalnizca
V116'ya 6zgii dokuz serotip icin Ustiinlik (superiority) gostermistir.

Sonug olarak, V116, ruhsatlh asilara benzer bir glivenlik profiline sahip ve
toplam 21 serotip icin etkili bagisiklik yanitlari olusturmustur. Faz 3
degerlendirmesi ve gercek diinya verileriyle etkinligin dogrulanmasi
gerekmektedir.




17 Haziran 2024, FDA onayi, KPA21

FIGURE. Serotypes* included in pneumococcal vaccines currently recommended for adults — United States, 2024

B included in vaccine

[ Not included in vaccine I

Vaccine 1

T8C|19A|19F | 23F|22F|33F| 8

PCV21

PPSW23

Abbreviations: PCV = pneumococcal conjugate vaccine; POV15 = 15-valent PCV; PCV20 = 20-valent PCV; PCV21 = 21-valent PCV; PPSV23 = 23-valent pneumococcal
polysaccharide vaccine.

* PCV21 is approved for the prevention of invasive pneumococcal disease caused by serotype 15B based upon prespecified criteria for the proportion of participants
with fourfold or more rise in OPA responses. https://www.fda.gov/media/179426/download?attachment
T PCV21 contains serotype 20A.



19 Yas ve Uzeri Yetigkinler icin Pnémokok Asisi Onerileri — ABD, 2024

Risk veya Yas Grubu

Sadece PPSV23

Sadece PCV13

sonrasinda)

Sadece PPSV23

Sadece PCV13

PCV13 ve 1 PPSV23

PCV13 ve 2 PPSV23

Sadece PPSV23
Sadece PCV13
PCV13 ve 1 PPSV23

Daha Once Alinan Asi

PCV13 ve PPSV23 (65 yasindan 6nce)

PCV13 ve PPSV23 (65 yasinda veya

Morbidity and Mortality Weekly Report

Use of 21-Valent Pneumococcal Conjugate Vaccine Among U.S. Adults:
Recommendations of the Advisory Committee on Immunization Practices —
United States, 2024

Miwako Kabayashi, MDY; Andrew J. Leidner, PhDD?; Ryan Gierke, MPH'; Jennifer L. Farrar, MPHY; Rebecca L. Morgan, PhD; Doug Campas-Outcalt, MD*:

Asl Se;enekleri Robere Schechrer, MDY Katherine A. Pochling, MD®; Sarah S. Long, MIY; Jamie Lochr, MD?; Adam L Cohen, MD?

PCV21, PCV20 veya PCV15 21 yil sonra tek doz.

PCV21, PCV20 veya PPSV23 >1 yil sonra tek doz. immiin yetmezlik, koklear implant veya BOS kacag!
durumlarinda PPSV23 >8 hafta sonra uygulanabilir.

PCV21, PCV20 veya PPSV23 tek doz. PCV21 veya PCV20, son asidan 25 yil sonra yapilmali. PPSV23,
PCV13’ten 21 yil sonra (immin yetmezlik, koklear implant veya BOS kac¢agi durumunda >8 hafta sonra) ve
onceki PPSV23’ten =5 yil sonra yapilmal.

Doktor karariyla PCV21 veya PCV20 tek doz uygulanabilir. Bu doz, 6nceki asidan 25 yil sonra yapilmali.

PCV21, PCV20 veya PCV15 21 yil sonra tek doz.
PCV21, PCV20 veya PPSV23 21 yil sonra. PPSV23, PCV13’ten 28 hafta sonra yapilabilir. PPSV23 yerine
PCV21 veya PCV20 tercih edilirse, sonraki doz 25 yil sonra yapilabilir.

PCV21, PCV20 veya PPSV23 >5 yil sonra tek doz. 65 yasina ulasildiginda asilama tekrar gdzden gegirilmeli.

65 yasina ulasildiginda 6neriler tekrar gézden gegirilmeli. Alternatif olarak, PCV21 veya PCV20 25 yil
sonra uygulanabilir.

PCV21, PCV20 veya PCV15 21 yil sonra tek doz.
PCV21, PCV20 veya PPSV23 >1 yil sonra tek doz.
Asi Onerileri 65 yasina ulagildiginda tekrar gozden gegirilmeli
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Risk veya Yas Grubu  Daha Once Alinan Asi

Hig¢ asi yapilmadi veya sadece PCV7

Sadece PPSV23

Sadece PCV13

Hig asi yapilmadi veya sadece PCV7

Sadece PPSV23

Sadece PCV13

PCV13 ve 1 PPSV23

Hig asi yapilmadi veya sadece PCV7

Sadece PPSV23
Sadece PCV13
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Use of 21-Valent Pneumococcal Conjugate Vaccine Among U.S. Adults:
Recommendations of the Advisory Committee on Immunization Practices —
United States, 2024

Asi Segenekleri
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PCV21, PCV20 veya PCV15 tek doz. PCV15 uygulanirsa, PPSV23 21 yil sonra yapilmali. immiin yetmezlik,
koklear implant veya BOS kacagi durumlarinda 28 hafta sonra yapilabilir.

PCV21, PCV20 veya PCV15 21 yil sonra tek doz.

PCV21, PCV20 veya PPSV23 >1 yil sonra tek doz. immiin yetmezlik, koklear implant veya BOS kacag!
durumlarinda PPSV23 >8 hafta sonra uygulanabilir.

PCV21, PCV20 veya PCV15 tek doz. PCV15 sonrasi PPSV23 28 hafta sonra yapiimal.

PCV21, PCV20 veya PCV15 21 yil sonra tek doz.

PCV21, PCV20 veya PPSV23 21 yil sonra. PPSV23, PCV13’ten 28 hafta sonra yapilabilir. PPSV23 yerine
PCV21 veya PCV20 tercih edilirse, sonraki doz 25 yil sonra yapilabilir.

PCV21, PCV20 veya PPSV23 >5 yil sonra tek doz. 65 yasina ulasildiginda asilama tekrar gdzden gegirilmeli.

PCV21, PCV20 veya PCV15 tek doz. PCV15 sonrasi PPSV23 21 yil sonra yapiimal.

PCV21, PCV20 veya PCV15 21 yil sonra tek doz.
PCV21, PCV20 veya PPSV23 >1 yil sonra tek doz.
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65 yas Uzeri saglikl bireyler
Hangi yasta olursa clsun diyabet hastalan
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PCV20 asimin uygulanmasi tek
basina yeterlidir

PCV13 veya PCV15 uygulanir ise

EN AZ
BiR YIL SONRA

POLISAKKARIT ASI

Bagisiklik sistemini zayiflatan durumlarda (yiksek riskli hasta grubu) dnce KONJUGE
PNOMOKOK (PCV13 veya PCV15) sekiz hafta sonra POLISAKKARIT ASI yapiimalidir

EEE—

Bu yiiksek riskli hasta grubunda énce polisakkarit asi yapildiysa bir yil sonra
PCV13, PCV15 VEYA PCV20 PNOMOKOK ASISI yapilmalidir.

Turkiye Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik Dernegi, eriskin-bagisiklama-rehberi-2024.pdf (ekmud.org.tr) son erisim 03.09.2024
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250 yasindaki yetiskinler

TABLE. Clinical guidance for i

Morbidity and Mortality Weekly Report

plementing pneumococcal vacdne recommendations for adults aged =19 years — United States, October 2024

Risk or age group

Vaccdne recelved previously

Options for vaccination

Adults aged =50 years

Adults aged 19-43 years with an
immunocompromising conditiol,
aC5F leak, or a cochlear implan

Adults aged 19-49 years with
chronic medical conditions®

Mone ar POVT anly at any age

FPSVZ3 only
FCW13 only

PLV13 at any age and PPSV23
at age <65 years

PV 3 at any age and PPSVZ3
al age =65 years

Mone or FCV7 only at any age

PPSV23 only
PV 3 only
PCVW13 and 1 dose of PPSV23

POV 3 and 2 doses of PPSV23

Mone or PCVT anly at any age

PPSV23 only
FCVI3 only
PCV13 and 1 dose of PPSV23

A single dose of PCV21, PCV20, or POV 5. 1If PCV1 5 is administered a single dose of PPSV23*
should be administerad =1 year after the PCV15 dose. A minimum interval of 8 weeks can
be considered if POV15 is used in adults with animmunocompromising condition
cochbear implant, or CSF leak.

A single dose of PCV21, PCV20, or PCV15 =1 year after the last PPSV23 dose.

A single dose of PCV21 or PCV20 =1 year after the PCY13 dose.

A single dose of POCV21 or POV20 =5 wears after the [ast pneumococcal vacdine dosa,

Shared dinical decision-making is recommended regarding administration of either a single
dose of POV or POV20 for any adult aged =65 years who has completed the
recommended vaccination series with both PCV13 and PPSV23 (Le, PPSV23 administerad
at age =65 years) but POV PCV20, or PCV15 not yet received, IT 3 decision to administer
POV ar FOV20 s made, a single dose is recommeanded =5 yaars after the [ast
preumoceccal vaccine dose,

A single dose of PCW21, PCV20, or POV 5. If POV 5 is used, administer a single dose of
PPSW23* =8 weeks after the PCV15 dosa.

A single dose of PCV21, POV20, or POV 5 =1 year after the last PPSV23 dose,

Asingle dose of POV or PCV20 administered =1 year after the PCV13 dose.

A single dose of PCV21 or PCV20 =5 years after the last pneumococcal vaccine dose. The
preumococcal vaccination series is complete, and it need not be followed by additional
preumoceccal vaccine doses.

The pneumococcal vaccination recommendations should be reviewed again when the
person turns age 50 years. Alternatively, a single dose of either PCV21 or PCV20 should be
administerad =5 years after the last pneumococcal vaccine dose, If PCV21 or PCV20 0s
used, the series is complete, and it need not be followed by additional ppreumococcal
vaccine doses.

Asingle dose of POV, PCV20, or POV S, IFPCVAS is administered, a single dose of PRS2
should be administerad =1 year after the PCV1 5 dose,

Asingle dose of PCV21, PCV20, or PCV15 =1 year after the last PPSV23 dose.
A single dose of PCV21 or POV20 21 ywear after the PCV13 dose.

The peumococcal vaccnation recommendations should be reviewed again when the
persan reaches age 50 years.




RSV ASILAMA SUNUM PLANI

RSV NEDIR VE YAPISAL OZELLIKLERI

ERISKIN VE KRONIK AKCIGER HASTALIKLARI’NDA RSV YUKU

MEVCUT RSV ASI ONERILERI



RSV Yapisal Ozellikler

RSV Yapisi ve
Prefiizyon F proteini

RSV, zarfli(enveloped) bir virtstir.

Orta buytiklikte olup gapi yaklagik 120-300

nanometre arasindadir,
Segmentlenmemis, tek sarmalli, negatif
polariteli RNA igerir.

Viral zarf Gzerinde:
Uzunlugu yaklasik 12 nm olan transmembran

FIG. 165.1 Structure of respiratory syncytial virus. (Modded from glikoprotein ¢cikintilari {spikes) bulunur.
Hall CB. Respwatovy syncytal vwus and paranfivenza wus. N Engl ) Med

2001,344:1917-1928)

F proteini ve daha az 6l¢liide G proteini, RSV’ye karsi
RSV'nin genomik yapisi bagisiklik yanitinda baslica koruyucu antijenlerdir.
Her iki protein de notralizan antikorlarin hedefi olarak

Genomic RNA
M2 o o . e
o S By -1 islev gorir.
s NSINS2 N P M SH G F L ') L .
Encoded proteins of RSV Bu genetik yapi, RSV'nin replikasyon, .
FIG. 165.2 Simplified representation of the negative-sense RNA transkripsiyon, konak hiicreye tutunma ve Enfeks lyon sirasin da:
genome of respiratory syncytial virus (RSV) and the encoded bagisikhik sisteminden kacma gibl islevlerini
proteins. The genome is shown with the 3° leader extragenic region (ler) . § 2 ¥ T 8. > ; 2 e . oo ° ve e ° o o
and veth the 5 traier exizagenic region (ter) The wal genes are depicted  YeTine getiren proteinlerin dretimini saglar. F proteini yapisal ve antijenik degisiklikler gegirir.
by the dwided bars. Each viral gene transcribes a single messenger RNA
odi le pr with th { M2 mess RNA, whi . A aq a9
SHCORMRA ¥ Sl PRONein WA Ui mcepsion of M2 Fassemgier IR ik Viral zar ile konak hiicre zari arasinda flizyonu
saglar.
RSV'nin negatif polariteli, tek sarmalli, segmentlenmemis RNA genomu oo
RSV genomu yaklasik 15.222 niikleotid uzunlugundadir. Prefii zyon F ( pre F) formu:
Genomda 10 gen bulunur ve her biri tek bir protein kodlar. POStfu Zyon F (pOStF) fO rmuna gO re da ha faZIa ve
Istisna: M2 geni, iki agik okuma gergevesi (ORF) igerir ve M2-1 ile M2-2 ad i iki farkli protein iiretir. .o .e .e . . . .
M2-1: Transkripsiyon surecini diizenleyen bir faktor. gu gl un Ot ra I izan e p |t0p |(;e rIr.

M2-2: Transkripsiyonel regilasyonla iligkili bir protein.

Bu bilgi, asi gelistirme siirecinde devrim niteliginde
olmustur.



Preflizyon F (preF) vs Postflizyon F (postF)

* RSV’ye karsi gelistirilen asilarin neden 6zellikle preflizyon F proteini
Uzerine odaklandigl ve bu proteinin bagisiklik sistemini nasil etkili
sekilde uyardigi

Postfusion RSV F

Neutralizing Potency  Location Prefusion RSV F

Pre-F only
Vv

Site ©
Site |
Site Il
Site Il
Site IV
Site V

Pre-F > Post-F

} Pre-F & Post-F
I

EEECOEN

Post-F > Pre-F

FIG. 165.4 X-ray crystallographic structures of pre- and postfusion F, identifying important neutralizing antibody-binding epitope sites.
(Images prepared by Morgan S. Gilman, PhD, Department of Biochemistry and Cell Biology, Giesel School of Medicine at Dartmouth.)



Antijenik Varyasyon

* Antijenik Benzerlik
* G proteinleri arasinda antijenik benzerlik yalnizca %1-7"dir.

* F proteinleri arasinda ise bu oran %50’dir.
* Bu nedenle F proteini, asi ve antikor hedefi olarak daha tutarlidir.

RSV asilari antijenik varyasyonlara karsi F proteininin daha  Gelecege Yonelik Yaklasimlar

korunan yapisini hedef alarak etkili bir bagisiklik yaniti *G proteini varyasyonlarina karsi daha etkili yanit icin:

olusturur. e Multivalan asilar (birden fazla genotipe karsi koruma
saglayan)

G proteini Uzerindeki degiskenlik, asilarin etkinligini * @G proteini epitoplarini hedef alan yeni antikorlar

sinirlayabilir ancak mevcut stratejiler bu zorlugu biyuk *  mRNA teknolojisiyle hizli giincellenebilir asi

Olclide asmayi basarmistir. platformlan



TABLE 165.1 RSV Compared With Influenza

Among Hospitalized Adults

The N EW E N G LAN D CHARACTERISTICS ?:E 132) ::F-uilﬂfhh
JOURNAL of MEDICINE — T

Chronic illness

ESTABLISHED IN 1812 APRIL 28, 2005 VOL. 352 NO.17 Any cardiac disease 71(54) 71 (49)
Congestive heart failure 39020 3323)
Ay lung disease T7 58 79 (55
. . . . Ary heart or lung disease 106 (80) 113 (7B}
Respiratory Syncytial Virus Infection Diabetes melitus 35 (27) 28019)
n Elderly Elﬂd ngh-RJSk Adults Residence in long-term care Tacility 16(12) 15 (1)
smoking (current or past) BB iB7) 98 (BE)
Ann R. Falsey, M.D., Patricia A. Hennessey, R.N., Maria A. Formica, M.S., Christopher Cox, Ph.D., Influenza vaccination 99 (75) 98 (68)
and Edward E. Walsh, M.D. kKatz ADL score 1.2x24 1.2£30
1ADL scone 4.1 4.1 1.2+40
Length of hospital stay, days 14 = 41 Bx5
Findings on chest radicgraphy
Infiltrate found 47 1431) 43 (50
. . Congestive heart failure 17(13) 15(10)
* 4 yillik prospektif bir calismada, RSV Other 24 (18) 27(19)
L] . 1 1 - Iy II ) o
enfek5|y0nu Aumus.su-:nn t-:nuﬂenswe ..:are- unit 20 (15) 17(12)
o o e . o . Lse of mechanical ventilation 1/(13) 13110}
%7 oran|nda' at admission
H w oo Death 10 (8] 1007
) Altta gatan kardlyopulmoner haStallgl OIan VUkSEk “*.: es are reported as mean £ 50 o nbl' {%). Per endqen; ot sury
H H H 0, H 0, Wil repar & n=x I FIArmer § el el i Iy Urm
rISkII Ireylerde A)4 Ila A)lo Oranlnda, to 100 because of rounding. Katz ADL score and the [ADL score are functional
° HaStaneye yatlrllan ya§|| blre Ierde ise %11 a;se-_csm%nlf _baue-.f{ an a i:paup.l scale, with O representing total indepandence and
. . . 3. . . 12 representing total dependence.
orani nda teSpIt ed I I m |$t| r (mO eku | e r, SerOIOJ | k ve ADE, Activities of dﬂl';r' living; ALL, instrumental activities of daily living, 85
ku |tu r yo ntem |er|y|e) respiratory syncytial virus.

Modified from Falsey A, Hennessey PA, Formica b8, et al. Respiratory syncytial virus
infection in eldery and high-risk adults. N Ergl § Med, 2005.352:1749-17559,
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ORIGINAL ARTICLE WILEY E ri $ kl n d e RSV ye Study Study period Gountry Events® Total* Attack rate % [95% CI] Attack rate % [35% CI] Weight

. . P Falloon 2015-2016 US, Canada 15 948 1.582(0.888; 2.596) 6.2%

n d d kk t d I Falsey 1999-2003 US 46 967  4.757 [3.503; 6.294] 6.5%

. ISR . . eaen ai dat edaelim: Fowlkes 2010-2011 US 3 4286 0.070[0.014;0.204] 48%
Respiratory syncytial virus disease burden in adults aged McClure 2006-2010 US 95 5397 1.760[1.426; 2.148] 6.6%
tn hiohe; e . SP-RSV11 2002-2004 US, Canada 3 316 0.949(0.196; 2.749] 4.8%

60 years and older in high-income countries: A systematic SP-FIM12 2011-2013  US, Canada 133 19678  0.676 [0.566; 0.800] 6.6%
. : . . Falsey 2008-2009  Multicountry’ 41 36132 0.113[0.087; 0.154] 6.5%
literature review and meta-analysis Belongia 2004-2016 US 243 17482 1390 [1.222; 1.575] 1 6.7%
Novavax E301  2015-2016 US 117 5935 1.971 [1.633; 2.358] . 6.6%

Novavax E201  2014-2015 US 39 800  4.881[3494; 6.613] — 6.5%

Miloje Savic! | Yolanda Penders'® | TingShi2 | Angela Branche® Devadiga, CD  2019-2020 Multi-country? 15 869 1.726[0.969; 2.831] — .2%
1 Devadiga, LTCF  2019-2020 Muli-country? 15 664 2.259 [1.270, 3.699) P 6.2%

Jean-Yves Pircon Korsten 2017-2018 Belgium, the Netherlands, UK 22 527 4.175 [2.634; 6.252] —— 6.3%
Korsten 2018-2019  Belgium, the Netherlands, UK 37 513 7.212[5.129; 9.805] — 6.5%

Kurai 2019-2020 Japan 24 1000 el 550 I 6.4%

Beran 2004-2005 Czech Republic 39 3.054 [2.181; 4.15 e — 6.5%

RE model [95% CI] 1,615 [0.840; 3.081] — 100%

Heterogeneity: Tau?= 0.8667; Chi? = 861.87; df = 15 (P<0.01); I? = 98"

FIGURE 2 Attack rate (Attack rate was defined as the number of new cases of RSV-associated acute respiratory infection during a specified

. L L . time interval divided by the size of the population at risk. *Canada, Mexico, Belgium, Czech Republic, Estonia, France, Germany, Norway, Poland,
Study Study period Country Events® Total® Hospitalization rate % Hospitalization rate % [95% CI] Weight

[95% CI] Romania, Russia, the Netherlands, the United Kingdom, and Taiwan; “The United States, Belgium, Germany, Estonia, Spain, and the
Widmer 2006-2009  US 19 7480 0.254 [0.153; 0.396] 8.3% United Kingdom; 3Events, number of RSV-associated acute respiratory infection cases; “Total, total sample size of the study.) of RSV-associated
SP-RSV11 2002-2004  US, Canada 1 316 0.316 [0:003; 1:750] 1.5% acute respiratory infections in adults aged 60 years and older. CD, community-dwelling adults; Cl, confidence interval; df, degrees of freedom;
SP-FIM12 2011-2013  US, Canada 6 19768 0.030[0.011; 0.066] & 5.4% LTCF, adults living in long-term care facilities; RE, random effects; RSV, respiratory syncytial virus; UK, United Kingdom; US, United States
Falsey 2008-2011 US 43 34125 0.126 [0.091; 0.170) s 9.7%
Falsey 2008-2009  Multi-country” 8 36132 0.022 [0.010; 0.044] & 6.2%
Branche (R) 2017-2018 US 93 67294 0.138 [0.112; 0.169) @ 10.5% 0 . . .
Sacie) oo b mo e ombovewl e %1,62 insidans veya yaklagik 5.2 milyon RSV-ARI vakasi
Branche (R) 2018-2019 US 92 67193 0.137 [0.110; 0.168] &= 10.5%
Branche (NYC) 2018-2019 US 124 48521 0.256 [0.213; 0.305] —_— 10.6%
Branche (R) 2019-2020 US 94 67393 0.139[0.113; 0.171] - 10.5%
Branche (NYC) 2019-2020 US 105 48860 0.215 [0.176; 0.260) o 10.6%
Beran 2004-2005  Czech Republic 4 1277 0.085; 0.800 4.2%
Kurai 2019-202 1 1 .003; gy — 1.5%
ural 018-2020  Japan 0.100[0.003; 5% Study Study period Country Events®*  Total® Proportion [95% CI] Proportion [95% CI] Weight
RE model [95% CI] 447944 0.145 [0.094; 0.224] — 100%
Heterageneity: Tau? = 0.1531; Chi® = 103.49; df =12 (P<0.01); T T T T T 1 Binder 2007-2014  US 12 207 5.797 [3.031; 9.907] — 12.3%
0.0 0.2 0.4 06 0.8 10 Widmer 2006-2009" US 1 19 5.263 [0.133; 26.028] 1.5%
Falsey 2008-2011 us 1 43 2.326 [0.059; 12.289] 1.6%
T . T . . Branche (R) 2017-2020 us 14 279 5.018 [2.770; 8.278] e 13.6%
!’ 1G U RE 3. Hosmtéllzatn?n ra.te (Mode-lald as attack r?te [defined as ﬂ'uej numbc.ar ofinew huspltall?ahons o-f RSV-associated zfcute reslplratury Branche (NYC)  2017-2020 us 31 332 9.337 [6.433; 12.992] B 19.9%
infection during a specified time interval divided by the size of the population at risk]. *Canada, Mexico, Belgium, Czech Republic, Estonia, France, Falsey 1999-2003 us 10 132 7.576 [3.693: 13.491] 10.8%
Germany, Norway, Poland, Romania, Russia, the Netherlands, the United Kingdom, and Taiwan; 2Events, number of hospitalizations for RSV- Cai 2009-2018 Germany 12 122 9.836 [5.186; 16.551] — 12.0%
associated acute respiratory infection; *Total, total sample size of the study.) of RSV-associated acute respiratory infections in adults aged Ackerson 2011-2015 us 36 645 5.581[3.939; 7.644] —— 21.4%
60 years and older. Cl, confidence interval; df, degrees of freedom; NYC, New York City; R, Rochester (New York); RE, random effects; RSV, Subissi 2018-2019  Belgium 6 44 22l —_— 7.0%
respiratory syncytial virus; UK, United Kingdom; US, United States. RE model [95% CI] 1 7.133 [5.404; 9.361] ——— 100%

Heterogeneity: Tau? = 0.0505; Chi? = 12.65; df = 8 (P = 0.12); F = 37% T T T T T T

%0,15 veya 470.000 hastaneye yatis 02 468 012w

FIGURE 4 In-hospital case fatality rate among RSV-associated acute respiratory infections in adults aged 60 years and older. *Based on the
proportion of patients aged 50-64 and 265 years, one death was estimated in adults aged 260 years. This was rounded down in order to not
overestimate the deaths in the 265 age group. 2Events, number of in-hospital deaths among RSV-associated acute respiratory infection cases;
3Total, number of individuals hospitalized for RS$V-associated acute respiratory infection in the study. Cl, confidence interval; df, degrees of
freedom; NYC, New York City; R, Rochester (New York); RE, random effects; RSV, respiratory syncytial virus; US, United States

%7,13 veya yaklasik 33.000 olum hesaplanmistir.
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Respiratory syncytial virus disease burden in adults aged °
60 years and older in high-income countries: A systematic
literature review and meta-analysis H

e e e | THSF | Sraerma?S | RSV-ARI RSV hospitalizations RSV in-hospital deaths
Attack rate Hospitalization rate hCFR
A . Overall 1.62% 0.15% 7.13%
(point estimates, 95% CI) 0843 08) {0,050 22) (5409 36)
Number of cases Number of hospitalizations Number of in-hospital
{95% CI) {95% CI) deaths (95% CI)

Population =60 years of age in 2019

f ** 4 5,188,866 465,873 33,231

(2,698,853-9,899,007)  (302,014-719,694) (16,321-67,371)
-,
High-income countries
32,290,000
» 3,049,039 273,753 19,527
(1,585,878-5,816,774)  (177,467-422,901) (9,590-39,588)
s
3 1,212,188 108,834 7,763
(630,488-2,312,539) (70,555-168,130) (3,813-15,739)
United States
75,058,085
4 697,535 62,627 4,467
(362,804-1,330,715) (40,600-96,748) (2,194-9,057)
Japan
43,191,000

FIGURE 5 Estimated cases, hospitalizations, and in-hospital deaths due to RSV-associated acute respiratory infections among adults aged
60 years and older per region, 2019 population (Population data obtained from the United Nations [UN] Department of Economic and Social
Affairs'® and the United States Census Bureau.'” High-income countries were defined as “More developed regions” by the UN.). ARI, acute
respiratory infection; Cl, confidence interval; hCFR, in-hospital case fatality rate; RSV, respiratory syncytial virus

RSV, yiksek gelirli tGlkelerde yasli populasyon
icin ciddi bir morbidite ve mortalite yuku
olusturuyor.

Atak orani dusuk goriinse de (=%1,6), nifus
blyUklGgu nedeniyle milyonlarca olguya ve on
binlerce 6lime yol acgiyor.

En blyuk yik Avrupa’da; ardindan ABD ve
Japonya geliyor.

Hastaneye yatirilan yash RSV hastalarinda 6lim
orani %7’nin Uzerinde.
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Estimation of the Number of Respiratory Syncytial
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European Union
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RSV hospitalization rates
per 1000 population
Age group: 75-84 years

250
225

Figure 2. Respiratory syncytial virus (RSVi-associated hospitalization rates per 1000 population in 28 Furopean Unicn countries and Norway, i adults aged 18-64 years
1A4), 65-74 years (8), 75-84 years (L), and 285 years (D),
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Respiratory syncytial virus infections in adults: a narrative Eriskinde RSV'ye neden dikkat edelim?

review

Joanne G Wildenbeest*, David M Lowe™, Joseph F Standing, Christopher C Butler

RSV mortality
= Among all adults hospitalised with RTI: 0-2-0-6%
= Among all adults hospitalised with RSV RTI: 1-12% (older adults 6-9%)

RSV admission to ICU
« Among all adults hospitalised with RSV RTI: 6-15% (older adults 11-18%)

o _ Tim solunum yolu enfeksiyonu (SYE) plk vakalarinin %6—
RSV admission to hospital / iﬂ-ﬂd.—ﬂ-ﬂﬂ% 11’i RSV kaynaklidr.

= Among all adults hospitalised with RTI: 4-11% (older adults 2-6-6-7%)

» Among medically attended older adults with RSV infection: 12% £,014-036% Bu vakalarin %12’si hastaneye yatisla sonuglanmaktadir.

Medically attended RSV infection - .

» Among older adults with RSV infection: 17-28% §0-8-1.4% Semptomatik vakalarin %17-28’i doktora
basvurmakta

Symptomatic RSV infection (community)

» Among all adults at high risk for severe RSV infection: 4-10% £ 3-7% Toplumda yasayan yasli yetiskinlerde (genellikle
> i o/

§ Adults (=18 years) >60 yas), R?\/"enfeksw(-)nu yillik olarak %3-7

Older adults (=60 years or =65 years, depending on study) oraninda gérulmektedir.

Figure 1: RSV incidence in adults

Numbers in the pyramid indicate population-based incidence. All numbers are based on published clinical studies
(appendix pp 3-7). Figure created with BioRender.com. ICU=intensive care unit. RSV=respiratory syncytial virus.
RTl=respiratory tract infection.
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Severe Morbidity and Mortality Associated With

Respiratory Syncytial Virus Versus Influenza Infection in
Hospitalized Older Adults

Bradley Ackerson,' Hung Fu Tseng,' Lina S. Sy, Zendi Solano,' Jeff Slezak,' Yi Luo,' Christine A. Fischetti,' and Vivek Shinde’
"Department of Research and Evaluation, Kaiser Permanente Southem California, Pasadena; and “Clinical Development, Novavax Inc., Gaithersburg, Maryland

Antiviral tedavi: influenza hastalarinin %78,6’s1, RSV

0, 7 i Table 2. In-hospital Characteristics of Patients Aged =60 Years Hospitalized With Respiratory Syncytial Virus or Influenza Infection in Kaiser Permanente
hastalarinin %47,1’i antiviral aldi (p<0,001). Tablo2 ln-hosptal Chracterisiosof Patints Ag pitalized With Respiratory Syncyt t '

Respiratory Syncytial Influenza

ihi H w 1 Patient Ch isti Vi N = 645 N = 1878 PValue®
Antibiyotik kullanimi: RSV grubunda daha yuksekti atient Characteristcs rus (N = 649 N = 1679
Days from admission to positive RSV/influenza test order date (mean, SD, range) 0.7 1.9, 0.0-310 0.7 1.4, 0.0-20.0 402

(%94, 1 VS %88,9; p<0,00 1 ) . Days from admission to positive RSV/influenza test result date (mean, SD, range) 2.5,2.6,0.0-35.0 26,19, 0.0-21.0 570
Any antiviral drug use during hospitalization encounter (%) 304 (471) 1477 (78.6) <.001

. . Any antibiotic drug use during hospitalization encounter (%) 607 (94.1) 1670 (88.9) <.001

Ste r0|d kuuanlml (herhangl fOrmda): Any inhalation, injection, IV, or oral steroid use during hospitalization encounter (%) 416 (64.5) 900 (47.9) <.001
) e e s 10 o nhalation steroid use durng nospitaliZaton encounter | 7o) 183128.4] 418 122.3) UUZ
RSV’de daha sik gOfUldU (464,5 vs %47,9; p<0,001). Injection steroid use during hospitalization encounter (%) 321 (49.8) 622 (33.1) <.001
. . . IV steroid use during hospitalization encounter (%) 6 (0.9) 12 (0.6) 448

. 0] (o)
Inhalasyon steroid: RSV %28,4, influenza %22,3 Oral steroid use during hospitalization encounter (%) 267 41.4) 480 25.6) <001
( _O 002) Respiratory co-infection within £7 days of test order (%)° 9(1.4) 20(1.1) 497
p Abbreviations: I\, intravenous; RSV, respiratory syncytial virus; SD, standard dewviation.
1 H B 0, 1 o) *Pvalue from y” test, t test, Fisher exact test, or Wilcoxon rank-sum test, as appropriate.
E nJ e kS Iyon Ste rOId * RSV /049’8’ I nfl u e n Za 633’ 1 "Respiratory coinfections within 7 days included parainfluenza, human metapneumovirus, rhinovirus/enterovirus, and coronavirus. Also, 1 person with co-infection of RSV and influenza
( p<o OO 1) within =7 days but not during the same hospitalization was counted in the RSV cohort and removed from the influenza cohort.

Oral steroid: RSV %41,4, influenza %25,6 (p<0,001).
IV steroid: ¢ok dusuk, fark yok (p=0,448).
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Severe Morbidity and Mortality Associated With
Respiratory Syncytial Virus Versus Influenza Infection in
Hospitalized Older Adults

Bradley Ackerson,' Hung FuTseng," Lina S. Sy,"” Zendi Solano,' Jelf Slezak,' Vi Luo,' Christine A. Fischetti,' and Vivek Shinde®
"Department of Research and Evaluation, Kaiser Permanente Southem Califomia, Pasadena: and “Clinical Development, Novavax Inc., Gaithersburg, Maryland

Hastane kullanim él¢iitleri: RSV olgularinda
influenza’ya gore daha uzun yatis 27 giin daha
stk gorildi (Tim poplilasyon OR=1,4; sag
kalanlarda OR=1,5).

Yogun bakim yatisi RSV’de daha fazlaydi
(OR=1,3).

Solunum komplikasyonlari: RSV hastalarinda
daha yiiksekti:

Pnomoni tanisi (OR=2,7).

Yuksek solunum sayisi 226/dk (OR=1,5).

Dislik O, satlirasyonu <84% (OR=1,6).

Yuksek O, destegi >16 L/dk (OR=1,5).

KOAH, kronik bronsit veya amfizem alevlenmesi
(OR=1,7).

Astim alevlenmesi (OR=1,5).

Taburculuk sonrasi: RSV hastalarinda evde saglik

Figure 1. Comparison of selected outcomes among patients aged =60 years hospitalized with respiratory syncytial virus or influenza infection in Kaiser Permanente hlzmetl |ht|yaC| daha faZIaydl (OR=1,3)

Southemn California, 2011-2015. Abbreviations: Cl, confidence interval; COPD, chronic obstructive pulmonary disease; ED, emergency department; LOS, length of stay; M,

myocardial infarction; OR, odds ratio; RSV, respiratory syncytial virus; SNE, skilled nursing facility,




e Standart tani yontemi, nazofaringeal sturtintu 6rnegiyle yapilan PCR
testidir.

Ancak eriskinlerde, viral ylik ve viris yayilim siiresi cocuklara gore
genellikle daha dusiik ve daha kisa oldugundan, tani koymak daha zordur.

Bu nedenle RSV insidansi muhtemelen oldugundan diisiik raporlanmaktadir.

* Tani dogrulugunu artirmak icin balgam, agiz ve bogaz sliruntiuleri,
tukliruk gibi ek 6rneklerle yapilan testler ile serolojik testler, cocuk ve
eriskinlerde tani oranint %30-50 oraninda artirabilir.



RSV- Pnodmoni Ve Mortalite

H.as_'g?“neye yatirilan erigkinlerin yaklasik %50’sinde akciger grafisinde degisiklikler
gorular:
* Alt lob infiltratlar veya daha nadiren ground-glass opasiteler.

BT taramalarinda: %67 oraninda bronsiol duvar kalinlagsmasi ve ground-glass
degisiklikler saptanir.

Figure 2. Representative frontal chest radiographs of patients with respiratory syncytial virus (RSV) infections. A, Frontal chest radiograph of a male RSV
patient with underlying diabetes mellitus and ischemic stroke. There are ground glass opacities at the right middle, right lower, and left lower zones. He
had a normal white blood cell (WBC) count (8 x 10%/L), and no bacterial pathogen was isolated. He required supplemental oxygen therapy. B, Frontal chest
radiograph of an elderly male RSV patient with history of old tuberculosis and diabetes mellitus. It shows consolidative changes at the left lower zone. He
had a normal WBC count (5 x 10%/L), and no bacterial pathogen was isolated.

Outcomes of Hospitalized Adults With RSV e CID 2013:57 (15 October) o 1073

MAJORARTICLE

High Morbidity and Mortality in Adults
Hospitalized for Respiratory Syncytial Virus
Infections
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(See the Editorial Commentary by Falsey an pages 1078-80.)
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Figure 3. Kaplan-Meier survival curves of 607 adults hospitalized for re-
spiratary syncytial virus (RSV) infection. Patients who developed pneumo-

nia were shown to_have lower survival. Among RSV patients who_had
pneumonia, the crude 30-day and 60-day mortality was 15.6% and 20.3%,

respectively (4.3% and 5.7%, respectively, in those without pneumonia).
Subgroup analysis on cases with additional radiograph reviews showed
similar results (data not shown).




Eriskinlerde RSV Enfeksiyonu

RSV sezonu, grip sezonuyla ¢akisir; Ekim veya Kasim ayinda baslar ve Aralik ile Subat aylari arasinda en yiksek
seviyeye ulasir

Re-Enfeksiyon ve Klinik Seyir
* Eriskinlerde RSV enfeksiyonu her zaman re-enfeksiyon seklinde gorulir.

* Genellikle burun tikanikhgi, bogazda yanma gibi list solunum yolu semptomlariyla baslar, birkag giin sonra alt solunum yolu
belirtileri gelisir.
* Hinltili solunum (wheezing) RSV’'de sik gorlir; bu durum yalnizca insan metapnémoviriisii ile benzerlik gosterir.

* Ates genellikle yoktur veya diisiik diizeydedir, bu yonuyle influenza’dan ayrilir.

Altta Yatan Hastaliklarla Etkilesim
* RSV enfeksiyonu, konjestif kalp yetmezligi ve KOAH gibi eslik eden hastaliklar alevlendirebilir.

* Bazi galismalar, RSV enfeksiyonunun kardiyovaskiiler komplikasyonlara yol agabilecegini gbstermistir.
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Table 3

Pooled prevalences by virus and upper versus lower respiratory airways,
Virus Mumber of Pooled prevalence Upper respiratory Lower respiratory

studies [95%-C1) airways [95%-CI'| airways |95%-C1'|

Adenovirus 11 207 [141-3.01] 0.34 [0.07-1.03] 3.94 [2.64-5.82]
Bocavirus 2 0.56 [0.00-3.41) 0.00 [0.00-3.35] 0.56 [0.00-3.41)
Coronavirus 8 4.08 [3.04-545] 4.80 [3.53-6.49] 1.12 [0.40-2.68]
Epstein-Barr virus 1 47.79 [39.58-56.13]
hMPY 9 278 [195-3.93] 1.84 [1.11-2.99] 206 [1.82-4.72|
Influenza 14 7.83 16 g - 5.43 [4.25-6.91] 0.88 [7.71-12.58]

Parainfluenza 12 m 2.19[1.47-3213| 460 [3.10-6.72)
B lire len 1L d 5 4 54 & 34 [ BT_ i d_ 190 &4
RSV 14 9.90 [8.46-11.56] 9.02 [7.49-10.83]

11.93 [9.54-14.81]
95%-Cl = 95%-confidence interval,
” hMPV = human metapneumovirus.

" RSV =respiratory syncytial virus.

Table 4
Prevalence (%) of viruses sets sorted by respiratory secretion.

Adenovirus Bocavirus Coronavirus hMPYV Influenza Para influenza Rhino-Enterovirusll RSV

Masal aspirate 023 442 0.38 6.28 1.16 12.05 5.35
[0.00-1.44] [2.81-6.84] [0.00-2.35) [4.32-9.01] [0.42-2.77] [9.40-15.31] [3.56-7.93]
I Oro-{Naso-pharyngeal lavage | 032 000 [0.00- 410 1.12 6.72 323 1268 17.41
[0,00-1.95] 3.35] [2.35-6.95] [0.40-2.67] [4.62-9.63] [1.85-5.51] [9.76-16.32] [14.01-21.44]
Masal swab 0.68 9.30 617 258 2.26 16.77 323
[0.00-4.11] [4.56-17.52] [3.26-11.12] [1.23-5.10] [1.00-4.68] [13.01-21.35] [1.68-5.91]
Sputum induced 1.19 0.56 [0.00- 1.29 3.42 11.14 4.90 14.44 15.40
[0.35-3.12] 3.41) [0.38-3.40] [2.04-561] [B46-14.52]  |3.16-7.49] [11.52-17.94] [12.26-19.17]
Sputum spontaneous 7.35 0.74 147 6.67 3.68 23.53 3.03
[4.76-11.14] [0.00-4.45] [0.07-5.54] [364-11.66] [1.35-8.54] [17.15-31.36] [1.11-7.09]

" hMPV = human metapneumovirus.
“ RSV =respiratory syncytial virus.
Based on a single study.
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Burden of Respiratory Syncytial Virus Disease in Adults with Asthma
;zsigl;ronic Oll))struct);vey Puﬁwnary Disease: A Systematic Literature Author, Year Country Age (years) Events/Total Evggtssemrtllgg Pmportion (%) 95% CI
R e T BrancEe 2022 us >18 276/1039 - 26.56 [23.90; 29.36]
Dun 008 us 218 7/32 - 21.88 [9.28; 39.97]
us 218 103/403 - 25.56 [21.37; 30.11]
Havers, 2023 us 60-69 134/523 - 25.62 [21.93; 29.59]
Havers, 2023 us 70-79 108/554 - 19.49 [16.28; 23.04]
Havers, 2023 us =80 90/557 - 16.16 [13.20; 19.48]
Kujawski, 2022 us 218 524/2042 - 25.66 [23.78; 27 .61)
Lee, 2011 us 218 13/50 - 26.00 [14.63; 40.34]
. Lee, 2019 us =18 39/379 - 10.29 [7.42; 13.80]
RSV enfeksiyonu olan Sano, 2022 us >18 98/365 . 26.85 [22.37; 31.71)
5 g . v e Smithgall, 2020 us 18-64 48/147 - 32.65 [25.15; 40.87)
eriskinlerde astim o6ykusu Smithgall, 2020 us 265 37/192 . 19.27 [13.95; 25.57]
Tseng, 2020 us 60-74 83/238 - 34.87 [28.83; 41.30]
hastaneye yatanlarda Tseng, 2020 us 275 107/426 - 25.12 [21.07; 29.52]
Subissi, 2020 Belgium 265 5/42 - 11.90 [3.98; 25.63]
yaklasik 1/5, ayaktan Hamalainen, 2022 . Fin gng | 218 39/152 — 25.66 { 1893, 238.g<]s)
: : Coussement, 2022 rance and Belgium 21 39/309 - 12.62 [9.13; 16.
izlenenlerde ise yaklasik Losa-Martin, 2023 Spain 218 5/63 - 7.94 {g.bi; 17.56)
2 09 R Chorazka, 2021 Switzerlan 21 7/79 —— 8.86 [3.64; 17.41]
1/13 hastada gorulmektedir. Wong, 2014 Hong Kong 218 23/285 . 8.07 [5.18; 11.86)
Kwon, 2017 Republic of Korea =18 3/87 -— 3.45 [0.72; 9.75]
Minney-Smith, 2019 Australia 218 117101 -~ 56:
Prasad, 2021 New Zealand =18 173/281 | -
Random effects model ‘ S
C =94%; 1?=0.5083; p <0.01
Duncan, 2009 us 218 1/26 -
S us 250 6/58 .-
Korsten, 2021 The Netherlands, Belgium, and UK 260 2/36 Se——
Random effects model -
Heterogeneity: P=0%; 1°=0; p <0.52

0 10 20 30 40 50 60

Fig. 2 Individual percentages and pooled estimates of asthma prevalence among adults with RSV, stratified by age group and patient setting.
Abbreviations: CI, confidence interval; RSV, respiratory syncytial virus; UK, United Kingdom; US. United States
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Burden of Respiratory Syncytial Virus Disease in Adults with Asthma
and Chronic Obstructive Pulmonary Disease: A Systematic Literature
Review
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Astimi olanlarda RSV’ye bagli
hastaneye yatis riski 2—8 kat
artiyor.

KOAH hastalarinda RSV’ye bagli
hastaneye yatis riski 4—10 kat
artiyor, 6zellikle 265 yasta ¢cok
yuksek.

Table 1 RSV-related hospitalization rates and hospitalization risk among adults with asthma or COPD

Reference Patient setlings Age group  Total sample Number of Hospitalization IRR or OR {95% CI)
(study location)  (population deseniption) s1Fe patients with  rate per 100,000
the comorbid-  persons (95% CI)
ity of interest
Asthma
Branche, 2022 § Inpatient 1849 NYC: 91 WY C: 143 WYC: 156 NYC (crude IRR): 2.0/(1.0-4.1)
[41] (community cohort of  YOA Rochester:  Rochester: 133 Rochester: 14.7 Rochester (crude [RR): 2.4
(US) adults who muE]It care 57 {0.7-7.9)
for ARLin oupatient  50_p4 NYC: 147 NYC: 1109 MYC (erude IRR): 3.6 (2.2-5.8)
1-'“11_'“-'5 or hospital YOA Rog) - Rochester: 90.2 Rochester (crude IRR): 2.3
settimgs) 33 (0.7-7.4)
NYC: 332 NYC: 369.9 NYC (crude IRR): 2.3 {1.7-3.1)
Rochester: Rochester: 2 Rochester (crade IRR): 2.5
229 {0.8-7.9)
Prasad, 2021 Inpatient 1849 597167 Gl 110 136 (8.6-186) Adjusted TRR™ 6.7 (4.1-11.0)
[62] (hospitalized paticnts, YOA
(New Zealand) | suspected ARl cases, 5064 188,157 Al 408 (36,3-63.3) || Adjusted IRR®: 7.6 (4.9-11.6)
amd those who met the
World Health Orga- 580 098,675 15,603 119.6 )djurdcd IREY: 8.2(5.5-12.2)
nization SARI case A (‘;2] 147.1 )
definition) ™
COrp
Branche, 2022 § Inpatient 1849 NYC: 91 WY C: 126 WYC: 46.8 NYC {crude IRR): 5.6 (1.7-18.1)
[41] YOA Rochester:  Rochester: 156 Rochester: 24.9 Rochester (crude [RR): 3.2
(Us) 57 (1.0-10.2)
S04 MY 147 NYC: 210.3 NYC {crude IRR): 6.3 (3.8-10L6)
YOA Rog : Rochester- 204.8 | Rochester (crude IRR): 6.4
] (2.0-20.1)
NYC: 332 NY(C: 5292 YO (crude [RR): 3.5 (2.6-4.7)
Rochester: Rochester: 1,07 ochester (crade IRR): 13.4
wlai¥] (4.3-42.0)
Duincan, 2009 § Inpatient and cutpatient =18 YO0A 58 24 MR Adjusted OR": 4.6 (1.2-17.7)
[45] (independently living P02
(US) adulis, hospital employ-
ees with ARTL adulis
with ARTI evaluated in
the emergency depart-
ment andior admitied to
the hospital)
Prasad, 2021 Inpatient 5004 188,157 | 5,046 69,6 (49,0-90.8) | Adjusted TRR™ 9.6 (6.2-14.8)
[62] YO
(MNew Zealand) S—B0 08675 | 6608 135.2 wdjumcd IRR™ 9.7 {6.3-14.9)
YA {1ib] . E—168.6)

* Sample size corresponds to the total populano
" IRR statistically adjusted for age and ethnicity

L here the study took

“ OR statistically adjusted for log,, (viral load+ 1), COPD, diabetes mellitus, any cardiac condition (coronary artery discase, congestive heart
failure, or both), steroid use, and continuous age (multiple logistic regression)

Abbreviations: Cl, confidence interval; COPD, chromic obstructive pulmonary disease; IRR, incidence rate ratio; NR, not reported; NYC, New
York City; OR, odds ratio; RSV, respiratory svncytial virus; (S)AR(T)L {severe) acute respiratory (tract) infection; US, United States:; YOA,

years of age
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*RSV iliskili mortalite,

 Astimda %2,6—4,3,

* KOAH’ta %2,8-17,8

*Ozellikle Hong Kong verilerinde KOAH

hastalarindan neredeyse 5 hastadan
1’i hastane mortalitesi

Table 3 Mortality associated with
RSV among adulis with asthma

or COPD

Abbreviations: ARL, acute respif
ratory infection; COPL, chromnig
obstructive pulmonary discase;
REV, respiratory syncytial virug,
YOA, vears of age

Reference Pahient settings Age Sample Case lace, cause, and time
(siudy locaton) {population group  size in REV fatality Of death
escrplion) PO n rale

Asthma
Himal&inen, 2022 Inpatient =18 3 2% ull-place and all-cause
[47] i Finland) (patients wreated due o YOM rtality dunng hospi-

influenza and RSV alizntion and 30 days

frer hospital discharge

\’i'q.mi;. ol4 [T]I Irqml.i-cnl =18 i | 4 3% a|:||.u'|:|i[n|. rrmrll]:i!:,-'
{Hong Kong) (adults hospitalized YA

COrD

Himal&men, 2022
[47] ( Finland)

Mulpuru, 2022 [61]
(Canada)

Wong, 2014 [71]
(Hong Kong)

with laboratory-con-

LLERELEl I s LM

I mpateeni
(aduiltz hospialized
with ARI)

Inpatient

=18
YA

== ]

YOA

=18
YOA

145

73 ‘

1000P%

2.8%

r hospital discharge
ipatient mortality
il duvs afier hospatal
j=charge
a, cpital mortality
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Review Country Age (years) Events/Total Evmu],;?; Proportion (%) 95% CI
Yola.nda Penders'@-Gsuy Brusselle"@-nr‘m R. Falsey’?-Gernot Rohqf“@- Estgfania Befancur" . us 219 87/295 - 29.49 [24.35; 35.05]
:\:::ll:‘l;ina GL;::::L%A Juan Luis Ramirez Agudelo® - Pouya Saeedi'© - Lauriane Harrington'® . us 218 282/1039 - 27.14 [24.46; 29.96)
ppe ; us 218 18/32 - 5625 [37.66; 73.64)
Goldman, 2022 us 218 91/403 - 22.58 [18.59,; 26.98]
Havers, 2023 us 60-69 197/523 - 37.67 [33.50; 41.98]
Havers, 2023 us 70-79 198/554 - 35.74 [31.74; 39.89)
Havers, 2023 us =80 1646/557 . 2980 [26.03; 33.79|
Khurana, 2023 us 218 27/65 - 41.54 [29.44; 54 A4]
Kujawski, 2022 us 218 656/2042 - 32.13 [30.10; 34.20]
Lee, 2011 us 218 24/50 - 48.00 [33.66; 62.58)
Lee, 2019 us 218 118/379 - 31.13 [26.50; 36.068]
Malosh, 2017 us 218 58/84 - 69.05 [58.02; 78.69|
Sano, 2022 us 218 85/365 - 2329 [19.05; 27.97]
Smithgall, 2020 us 18-64 10/147 - 680 [3.31;12.15]
Smithgall, 2020 us =65 37/192 - 19.27 [13.95; 25,57]
o o Q Tseng, 2020 us 60-74 85/238 - 3571 [29.63; 42.1¢]
RSV enfeksiyonu olan eriskinlerde Teeng, 2020 Us 275 150/426 - 35.21 (30.67: 39.95)
Walsh, 2013 us 221 24/5%0 . 48.00 [33.66; 62.58|
8 Hamalsinen, 2022 Finland 218 20/152 - 13.16 [8.23; 19.59]
KOAH egslik etme orani hastanede Coumement, 2022 Francesnd Beigium 318 120/%09 . 3883 (3337, 44.52)
t | d kl k 1/3 kt Ambrosch, 2023 Germany 218 91/317 . 28.71 [23.79; 34.03]
Debes, 2022 Norway =18 B2/179 - 4581 [38.34; 53.41)
ya aniarda ya a§| 2 aya an Losa-Martin, 2023 Spain 218 13/63 . 2063 [11.47; 32.70]
H H H Chorazka, 2021 Switzerfand 218 172/719 - 21.52 [13.06; 32.20]
izlenenlerde ise %10 civarinda. Wong, 2014 Hong Kong 218 73285 - 2561 120,65, 31.09]
Levinson, 2023 lsrael 218 &0/212 - 28.30 [22.34; 34.88|
Kwon, 2017 Republic of Korea 218 11/87 - 12.64 |6.48; 21.50]
Minney-Smith, 2019 Australia *18 29/10 - 28 ol
Prasad, 2021 " New Zeoatand 218 137/281 = fz . 42,77; 58,76
Random effects mode!
. -m.. !"0.3695, P <0.01 - 30.84 126.13: 35.”)
Barrett, 2020 us 47-89 2/20 L4 10.00 [1.23;31.70)
il sty us 218 6/26 - 23.08 [8.97;43.65]
Juhn, 2023 us 250 3/58 - 517 [1.08;14.38)
Walsh, 2013 us 21 10/61 - 16.39 [8.15; 28.09]
Korsten, 2021 The Netherlands, Belgium, and UK 260 1/36 - 278 1007.14 53]
Random effects model
Heterogeneity: F=53%; ¥*=0.3235; p <0.07 | - ’ . 10.04 [5.15; 18.64]
0 20 40 “

Fig. 3 Individual percentages and pooled estimates of COPD preva-
lence among adults with RSV, stratified by age group and patient sct-
ting. Abbreviations: Cl, confidence interval; COPD, chronic obstruc-

tive pulmonary discase; RSV, respiratory syncytial virus; UK, United
Kingdom; US, United States
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RSV, ozellikle yash ve kardiyopulmoner hastaligi olan eriskinlerde %13-22

THE PRESENT AND FUTURE

oraninda kardiyovaskiiler komplikasyonlara yol agmaktadir.
En sik gortlen komplikasyonlar konjestif kalp yetmeazligi alevlenmesi,
aritmiler, akut koroner olaylar ve nadiren inme veya Ml’'drr.

REVIEW TOPIC OF THE WEEK

Respiratory Syncytial Virus )
and Associations With '
Cardiovascular Disease in Adults

Kelsey 5. Ivey, MD," Kathryn M. Edwards, MD,"” H. Keipp Talbot, MD, MPH""

CENTRAL ILLUSTRATION Relationship of Respiratory Syncytial Virus and Cardiac Disease in Adults
Increasing

Artan mortalite ve

daha yiiksek saghk

TABLE 2 Cardiovascular Complications of Laboratory-Confirmed RSV Infection in Adults hizmeti kuIIanlml

Patient Population With Patients With Proinflammatory
Laboratory-Confirmed cardiovascular Complications cytokines
! (IL-6, IL-1B, TNF-c1) f Mortali
First Author (Ref. #) Study Years Study Location RSV Illness of RSV Infection RSV CARDIAC ortality
—
Loubet et al. (36) 2012-2015  France 53 adults hospitalized with influenza-like illnes Acute heart failure: 19.0% Hypercoaguable state DISEASE } Healthcare utilization
Anderson et al, (67) 2012-2013 Mayo Clinics in Rochester, M immunocompetent adults and elderly adult 20.7% (CHF exacerbation, atrial Plaque destabilization
Minnesata, and evaluated for acute respiratory disease fibrillation, acute coronary event, or
Jacksonwille, Florida acute CV event)
Volling et al. (12) 2012-2013 Toromto, Ontario, Canada B6 hospitalized adults All CV complications: 22.0%
CHF exacerbation: 14.0%
New arrhythmia: 8.0%
Stroke: 2.0%
Myocardial infarction: 1.0% Increased

Lee et al. (68) 2009-20M Hang Kong, China 607 adults admitted with acute respiratory 14.3% (CHF exacerbation, atrial Risk
infection fibrillation, acute coronary event, or Ivey, K.S. et al. J Am Coll Cardiol. 2018;71(14):1574-83.

acute cerebrovascular event)

Falsey et al. (18] 1999-2003 Rochester, Mew York 132 patients =65 yrs of age or with chronic CHF: 13.0% (based on chest radiograph) Presumed association of respiratory virus infection and cardiovascular disease. Cardiovascular disease increases the susceptibility to respiratory syncytial
underlying cardiupulmonary disease virus and infection and respiratory syncytial virus increases the risk of cardiovascular events. IL — interleukin; RSV — respiratory syncytial virus;
hospitalized with acute respiratory TNF = tumor necrosis factor.
symptoms

Falsey et al. (13) 1989-1992 New York 145 adults age =65 yrs of age hospitalized wit CHF: 20.0% (based on principal
influenza-like illness or acute discharge diagnosis)
cardiopulmaonary disease

. . . .o .
RSV ve kardiyak hastalik arasinda ¢ift yonlu bir
W = cardiovascular; other abbreviations as in Table 1.

iliski vardir: RSV kalp hastaligini kdtulestirir,
kalp hastaligi da RSV’ye duyarhligi artirir.
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Risk Factors and Medical Resource Utilization of
Respiratory Syncytial Virus, Human Metapneumovirus,
and Influenza-Related Hospitalizations in Adults—A
Global Study During the 2017-2019 Epidemic Seasons
(Hospitalized Acute Respiratory Tract Infection [HARTT]
Study)

Ann R. Falsey,' Edward E. Walsh,' Stacey House,” Yannick Vandenijck,* Xiaohui Ren,’ Sofia Keim,’ Diye Kang,’ Pascale Peeters," James Witek,’ and
Gabriela Ispas’

"University of Rochester School of Medicing and Rochester Regional Health, Rochester, New York, USA, “Washington University School of Medicing, St Louis, Missouri, USA, Janssen Infectious
Diseases, Beerse, Belgium, *I0VIA Real-World Solutions, Courbevoie, France, and °Janssen Research & Development, LLC, Titusville, New Jersey, USA

RSV hastalarinda temel risk faktorleri daha fazladir (86,1% RSV olgularinda hastanede kalis stiresi (HKS) influenza ve hMPV’ye gore daha
vs 75,4%; p=0 002) uzundu (6 glin vs 5 giin; p=0,0043).

HKS >3 giin orani RSV (%73,5) ve hMPV (%75,0) olgularinda influenza’dan

En sik risk faktori 265 yas (influenza %51,9; RSV %60,9; (%70,8) yiiksekti.
hMPV %57,0), ardindan kalp hastaligi (%39—-42 civari) ve Ulkel ot i e el e (B i) AP v Al e (il
5 elere gore rark: en Kisa eKsSlika gun), Ve AvUuSstralya gun); en uzun
KOAH (%22_32) geld" Japonya (10 giin) ve Fransa (8 gin) (p<0,0001).
Astim veya KOAH oykusi RSV (%35,5) ve hMPV (%36,7) Uzun kalig ile iligkili faktorler:

Oksijen destegi,

75 yas ve Uzeri yas grubu,

Temel risk faktorlerinin varhgi (p=0,0003),
Yiksek NEWS skoru (p<0,0001).

NEWS: National Early Warning Score

grubunda influenza’ya (%23,9) gore daha fazlaydi.
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CDC RSV Asi Onerileri (Eriskinler icin)

Kimlere oneriliyor?

e 275 yas tum yetiskinlere

e 50-74 yas olup agir RSV riski yuksek bireylere
Mevcut asilar:

* GSK Arexvy

* Moderna mResvia
* Pfizer Abrysvo

Uygulama zamani:
* Herhangi bir zamanda yapilabilir,
* En uygun donem: son yaz — erken sonbahar (RSV toplumda yayilmadan 6nce).

Tek doz yeterli:
* RSV asisi yillik degil.
e Daha 6nce bir doz alanlar (gecen yil dahil) yeniden asilanmamal.
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Resplratqry Sync_ytla_l Virus Prefusion F ASO1E-adjuvanli RSV prefusion F
Protein Vaccine in Older Adults proteini (RSVPreF3 OA) asisinin
L. -F .:;r: :_ mf‘-ﬁ_. _’ : . T ‘d n :;l ,__ |. elen, cL u -.:l; |_| |T ;.|'|:.i “ |:| I.ml,.:h ' . guvenllk ve immﬂnojenisitesini
for the AReSVi-006 Study '::1':_‘-LIF. degerlendirmek.

* Randomize, cift kor, plasebo kontrolli faz 3 calisma.
e 17 tlkede yaratulda.

e 24,966 katilimci (12.467 asi, 12.499 plasebo).
 Takip suresi: ortalama 6,7 ay (ilk sezon).

* Primer sonlanim: RT-PCR ile dogrulanmis RSV-LRTD (alt solunum yolu
hastaligi).

* Sekonder: siddetli RSV-LRTD, RSV-ARI (akut solunum yolu infeksiyonu), alt
gruplar (yas, RSV alt tipleri, komorbidite, frailty).



Table 1. Characteristics of the Participants at Baseline (Exposed Population).®
R5VPreF3 OA Group PMacebo Group
Characteristic [N =12467) [N =12,499)
Age
Mean — yr 69.5+6.5 69 6=6.4
Distribution — no. [35)
=Thyr 5,504 (44.1) 5519 {44.7)
=EDyr 1,017 (B.2) 1,028 (B.2)
6069 yr 6,963 (35.9) 6,280 (55.8)
-T2 yr 4,487 (36.0) 4,491 (35.9)
Female sex — na. (58] 6,488 (32.0) 6,427 (51.4)
Race — na. (%)}
Black 1,064 (E.5) 1,101 (B.E)
Asian 953 (7.6) a56 (7.6)
‘White 5,BET (79.3) 9,932 (79.5)
Other 563 {4.5) 510 f4.1)
Geographic region — no. (3§
Morthern Hemisphere 11,496 (32.2) 11,522 (92.7)
Southern Hemisphers 971 (7.8) T (7E)
Type of residence — nc. (3]
Community 12,306 (98.7) 12,351 (98.8)
Long-term care facility 161 {1.3) 148 {1.2)
Frailty status — no. (3]
Frail 189 {L.5) 177 (1.4)
Prefrail 4,793 (38.4) 4,781 (38.3)
Fit 7464 (59.9) 7,521 ({60.2)
Unknown 21 0.2y 20{D2)
Charlson comorbidity indexy
Mean 132+12 32212
Distribution — no. (3]
Loww ar medium risk B,235 (66.1) B 363 [66.9)
High risk 4,232 [(33.9) 4,131 (33.1)
Coexisting conditions of int=rest — na. (35)]
Any preexisting condition 4,937 (39.6) 4,264 [38.9)
Cardiorespiratory preexisting conditicn 2,456 (20.0) 2,427 (19.4)
Endocrine or metabolic preexisting condition 3,200 (25.7) 3,236 {25.9)

|
Table 2. Vaing Eficacy against First Occurrenca of RS- Related Lower Respiratory Tract Di sexss and RSY-Related Acute Respiratory Infaction [Modifisd Ewoul?wdﬂim]-"
Vaccine Efficacy
End Paint RSVPraF3 OA Group Plsceba Graup Eny
Na. af Na. af Ineidenss Ma. al Ma. af Inadence
Participantis Ewents Follonat-ug: Rate Participants Events Falloa-ug: Fate
noafl noaf
vl 1000 ewentls/ 1000
particinantpr  partidpani-pr participantpr  particpani-p %
RSV-related bow er respirastony
tract e se
Orverall 12,466 7 68659 140 12494 & 68573 58 B26
(57.91a94.1)
Severat 12,466 1 68679 al 12492 17 68677 L 94]
(62410 99.9)
Mccording to RSY subtype]
RSW A 12466 2 aR674 [(E] 1249 1 LR ] 18
(32110 98.3)
K5V B 17 466 5 [F..L ar 12494 26 6.B623 ¥ 1 §aa
(49,440 94 3)
Accarding to age group
=M0yr 5503 ] 30150 10 5515 18 10209 LE] Baa
(4691097 0)
=80 yr L0146 2 5514 L1 1028 3 5593 54 118
(477710 94.5)
069 yr 693 4 3B508 10 a9mM il ERLE 55 L0
(43610953
70-Myr 4,487 1 24636 a4 44587 16 24616 6.5 938
(60210 99.9)
Acoording to baseline coeisting
mnditions
Leww ar medium risk 8235 4 44958 aa Bia? 23 4. 5606 540 524
(4E.5 10 95.6)
High risk 4,731 3 23700 13 4127 17 2,2966 T 529
(40,5 o 96 5|
N copsisting conditiens of T.529 L] 410841 L5 AL Fr 41481 53 ]
infere st
=1 Coexisting condition of 4937 1 27718 a4 4561 18 20041 LR 45
i e 51 [65. 910 99.9)

* Plus—minus values are means £50. The exposed population included all the participants who received a single dose of
an ASD] -adjuvanted respiratory syncytial wirus (RSV) prefusion F protein-based candidats vaccine (RSYPreF3 OA) or
placebo. Percentages may not total 100 because of rounding.

1 Race was reported by the participant.

{ Northern Hemisphers countries that were included in the trial were Belgium, Canada, Estonia, Finland, Germany, ltaly,
Japan, Mexica, Poland, Russia, Spain, Scuth Korea, the United Kingdom, and the United States. Southern Hemisphers
countries were Australia, New Zealand, and South Africa.

{ Frailty status was assessed with the use of a gait speed test. A walking speed of less than 0.4 m per s2cond or an in-
ability to perform the test indicated frail status, a walking speed of 0.4 to 099 m per second indicated prefrail status,
and a walking speed of 1 m per second or faster indicated fit status.

4 This trial used an updated Charlson comarbidity index,"* which is calculated on the basis of 17 conditions, =ach of
which is assigned a weighted score of D, 1, 2, 4, or 6. Higher scores indicate more coexisting conditions and a higher
risk of death; the maximum score is 24. The Charlson comarbidity index was also adjusted for age by the addition of
1 paint far each decade after 40 years of age. & baseline score of 3 or less indicated low or medium risk, and a score
abaove 3 indicated high risk. The range of scores that was observed in this trial was 2 to 11.

| Comisting conditions of interest included chronic obstructive pulmonary disease, asthma, any chronic respiratory or
pulmionary dis=aze, and chronic heart failure (cardiorespiratory condition) and diabetes mellitus type 1 or type 2 and
advanced liver or renal disease {endocrine or metabolic condition).

Genel RSV-LRTD etkinligi: %82,6 (Cl %57,9-94,1).
Siddetli RSV-LRTD: %94,1 (Cl %62,4-99,9).

RSV-ARI: %71,7 (Cl %56,2-82,3).

RSV A ve RSV B’ye karsi etkinlik: benzer (A: %84,6; B: %80,9).
Yas gruplari:

60-69 yas: %81,0

70-79 yas: %93,8

>80 yas: belirsiz (olgu sayisi az, Cl genis).

Komorbidite:21 riskli hastalikta etkinlik: %94,6
Duslk/orta risk grubu: %82,4

Frailty:Fit: %80,0 Pre-frail: %92,9 Frail: belirsiz (olgu azhg).

Papi A. Et al. N Engl J Med
2023;388:595-608



A RSV-Related Lower Respiratory Tract Disease

1.0+
0.9+
0.24
& o7
E 0.6+
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E 0.5+
£
.44
e Placeba
E 01 e
Lo
0.2 ,r_,—/_/_r’_,—
0.1+ _rr’_).(I RSYPreF3 OA
0.0+ S T T T T T T T T 1
L] 1 2 3 4 5 & 7 ] g ] 11
Months since 15 Days after Injection
Mo at Risk
Placebo 12,454 12,403 12,250 11,BEY 11640 11,022 Bral 5464 2709 559 2 a
REVPr=F3 O 12,466 12,382 12386 11,892 11655 11046 Bizo 5495 2727 571 2 L]
Cumulative Ma.
of Cases
Placebo 1] 9 21 28 33 16 12 a0 40 40 40 40
REVPr=F3 O 1] 1 3 5 & & 7 7 7 7 7
B RSV-Related Acute Respiratory Infection
1.0+
0.9+
Placeba
0.2 ’r'_'_'_,_ﬂ
£ 07 T
g
E 06
=
-]
£ 034
g‘ r
" 0.4 /
El
E
0.3+ W T 1A
:r RS¥PreF OA
0.2+ ;])
r
0.1 /
0.0+ T T T T T T T T T 1
Li] 2 3 4 5 & 7 ] g ] 11
Months since 15 Days after Injection
MNo. at Risk
Placebo 12,454 12,350 12,268 11,853 11557 10,973 BI53 5441 2697 554 2 a
REVPr=F3 O 12,466 12,380 12382 11EEl 11641 11,009 Bi05 5481 2n7 570 2 L]
Cumulative Ma.
of Cases
Placebo 1] 27 43 62 76 26 a0 a5 a5 g a5 g5
REVPr=F3 O 1] 3 7 15 19 I3 24 26 27 a7 27 n

A. RSV’ye baglh alt solunum yolu hastaligi (RSV-
LRTD):

*Plasebo grubunda kiimiulatif insidans hizla
artmis (~%0,35).

*RSVPreF3 OA grubunda ¢cok dusuik kalmis
(~%0,05).

*Koruma etkisi ilk haftalardan itibaren belirgin.

B. RSV’ye bagli akut solunum yolu enfeksiyonu
(RSV-ARI):

*Plasebo grubunda vaka insidansi daha yliksek
(~%0,75).

*Asi grubunda daha distk (~%0,25).

*Asi koruyucu ama RSV-LRTD’ye gore etkinlik
biraz daha dusuk.

Papi A. Et al. N Engl J Med
2023;388:595-608



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

Event RSVPreF3 OA Group Placebo Group
Participants Incidence (9596 CI) Participants Incidence (95% CI)
Ao % fo. %
Solicited safety population 879 878
Solicited reactions
Any solicited reaction 632 719 (68.83-74.9) 245 27.9 (25.0-31.0)
ic] ton ig FRN LA & 00ina
Solicited injection-site reactions
| Pain 535 60.9 (57.5-64.1) BLy 9.3 (7.4-11.4) |
Erythema b6 7.5 (5.0-9.5) Z 0.8 (0.3-1.6)
Swelling 48 5.5 (4.1-7.2) 5 0.6 (0.2-1.3)
Selicited systemic reactions
Fevers 18 2.0 (1.2-3.2) 3 0.3 (0.1-1.0)
Headache 239 27.2 (24.3-30.3) 111 12.6 (10.5-15.0)
Fatigue 295 33.6 (30.4-36.8) 141 16.1 {13.7-18.7)
Myalgia 254 28.9 (25.9-32.0) 72 8.2 (6.5-10.2)
Arthralgia 159 18.1 15.6-20.8) 56 6.4 (4.9-32)
Unsolicited adverse events
Any unselicited adverse event 131 14.9 (12.6-17 4) 128 14.6 (12.3-17.1)
Grade 3 unsolicited adverse event 12 1.4 (D.7-2.4) 12 1.4 (0.7-2.4)
Exposed population 12,467 12,499
Unsolicited adverse events]
Any adverse event 4117 33.0 (32.2-33.9) 2,229 17.3 (17.2-18.5)
Any grade 3 adverse event 246 2.0 (1.7-2.2) 158 1.3 (1.1-1.5)
Adverse event related to vaccine or placeba 3,105 24.9 (24.1-25.7) 731 5.8 (5.4-6.3)
Grade 3 adverse event related to vaccine or 112 0.9 (0.7-1.1) 25 0.2 (0.1-0.3)

Serious adverse events

Any serious adverse event
Serious adverse event related to vaceine or placebo
Fatal serious adverse event

Fatal serious adverse event related to vaccine or
placebo

Potential immune-mediated disease
Any potential immune-mediated disease

Patential immune-mediated disease related to
vaccine or placebo

40

4.2 (3.3-4.6)
0.1 {0.0-0.1)
0.4 (0.3-0.5)

0.3 (0.2-0.4)
0.1 (0.0-0.1)

4.0 (3.7-4.4)
0.1 (0.0-0.1)
0.5 (0.4-0.6)

0.3 (0.2-0.4)

5 <0.1 (0.0-0.1)

Yerel (enjeksiyon bolgesi) reaksiyonlar:
*Asi grubunda cok sik: agri1 %60,9;
eritem %7,5; sislik %5,5.

*Plasebo grubunda cok daha duistik (agri
%9,3).

Sistemik reaksiyonlar:

*Asi grubunda: bas agrisi %27,2,
yorgunluk %33,6, miyalji %28,9, artralji
%18,1, ates %2,0.

*Plasebo grubunda hepsi belirgin olarak
daha disuk.

*Cogu hafif-orta siddette, kisa siireli.

Ciddi advers olaylar: Her iki grupta da
benzer (~%4).

Asiya bagli ciddi advers olay: %0,1
(plasebo da %0,1).

Oliimcul olay orani: benzer (as1 %0,4;
plasebo %0,5).
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Efficacy and Safety of Respiratory Syncytial Virus (RSV)
Prefusion F Protein Vaccine (RSVPreF3 OA) in Older
Adults Over 2 RSV Seasons

Michael G. Ison,"* Alberto Papi, ™" Eugene Athan,™ Robert G. Feldman,” Joanne M. Langley,” Dong-Gun Lee,” Isabel Leroux-Roels,”
Federico Martinon-Torres,'""" Tino F. Schwarz,'* Richard N. van Zyl-Smit," Céline Verheust,' Nancy Dezutter,'* Olivier Gruselle,' Laurence Fissette,"
Marie-Pierre David," Lusine Kostanyan,'* Veronica Hulstram,"* Aurélie Olivier,"" Marie Van der Wielen,'"" and Dominique Descamps'"; for the

AReSVi-006 Study Group"
AReSVi-006 (RSVPreF3 OA) Calismasinin 2. Sezon Sonuglari
Faz 3, randomize, plasebo kontrolll. 60 yas ve lzeri bireylerde yapildi (n = 25.000).

Current analysis
(data lock, 31 March 2023)

O RSV_revaccination group 13

3 grup:
 —— Tek doz RSVPreF3 OA (sezon 1’de asl, sezon

RSV_1dose group

@

2’de plasebo),
1 J |} .
SOt B BTN R BTN Revaksinasyon (sezon 1’de ve sezon 2’de asi),
Season 0 SH . « Season 1 SH . “ Season 2 SH . on o
O RSVPeF30A (D Placsbo  ® Randomization (1:1) Plasebo (iki sezon boyunca).

Figure 1. Study design. Participants were randomized before RSV season 1 to receive 1 dose of RSV prefusion F protein-based vaccine (RSVPreF3 0A) or placebo.
RSVPreF3 DA recipients were re-randomized before RSV season 2 to receive a second RSVPreF3 OA dose (RSV_revaccination group) or placebo (RSV_1dose group).
Participants who received placebo pre—season 1 received a second placebo dose pre—season 2. Abbreviations: NH, Northern Hemisphere; RSV, respiratory syncytial virus;
SH, Southern Hemisphere.
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Efficacy and Safety of Respiratory Syncytial Virus (RSV)
Prefusion F Protein Vaccine (RSVPreF3 OA) in Older
Adults Over 2 RSV Seasons

Michael G. Ison,'* Alberto Papi,“* Eugene Athan,** Robert G. Feldman,® Joanne M. Langley.” Dong-Gun Lee,” Isabel Leroux-Roels,"

Federico Martinon-Torres,**>™ Tino F. Schwarz,"? Richard N. van Zyl-Smit,"* Céline Verheust,'* Nancy Dezutter,' Olivier Gruselle,'* Laurence Fissette,'
Marie-Pierre David," Lusine Kostanyan, Veronica Hulstrom,'* Aurélie Olivier,"* Marie Van der Wielen, " and Dominique Descamps'"; for the
AReSVi-006 Study Group®

2 sezon toplami (17,8 ay takip)

Tek doz RSVPreF3 OA:
RSV-LRTD: %67,2 (Cl 48,2—-80,0)
Siddetli RSV-LRTD: %78,8
RSV-ARI: %52,7

Revaksinasyon rejimi:
RSV-LRTD: %67,1 (Cl 48,1-80,0)
Siddetli RSV-LRTD: %78,8
RSV-ARI: %60,3

A RSV-LRTD after a single dose of RSVPreF3 OA

30 ——  RSVPreF3 OA (1 dose)
Placabo

- 25 =
£
g 2.0 =
2 1.5 o
® P
E 404 -
k -
© 05 o P —F‘_;_/_J_J_n—'i

o ————

a 1 2 3 4 5 -1 T 8 8 10 1 12 13 14 15 16 17 18 19 20 2 22

——— Time from day 15 post-dose 1 (months)

REVPeFY OA 12450 12,060 12,330 12284 12,288 12213 12,960 12,118 12,008 11,876 11358 10020 BO1T G840 S3E1  4B38 MB35 4046 2008 wBA2 [41L] 48 ]
Plachbe 12458 12400 12342 12706 12,228 12083 12930 12077 87T 11,888 11 &3 19,332 10853 10,486 GRST G4BT G219 BOBA  STE1  2aTR 1382 BA 1]

Cumulative number of cases
RSVPWFI0A 0 1 3 5 L 7 7 L] 3 3 ] & 10 i # % 23 28 = n k4 w n
Placebo 1] B 20 ar a2 aw g 41 43 45 AT 47 51 5 ] a2 3 137 13 135 138 138 139

B REV-LRTD after a first dose of REVPreF3 OA dose and a revaceination 1 year later

30 = REVPreF3 OA (revaccination)
' Placebo

25
2.0

18 =

Cumulative incidence (%)

05 = e

] 1 F 3 4 5 ] T ] k] w0 M 12 13 4 1§ 1w 17 18 19 20 21 22
" ke Tirne fram day 15 post-dose 1 (months)

REVPReFY Oa 12480 12,60 12,330 12204 12,265 12,273 12,980 12,015 12,008 11,674 11207 10,010 BT 6588 5373 4828 aBa41 4038 2653  TG05 66T 43 ]
Flacgks T2ASE 12,403 12,342 12278 12,225 12083 12,938 12077 1,077 11,888 11831 11,332 10650 10480 DBST G4BT G210 BOSA  SMH1 32T e BS ]

Cumulative number of cases
REVPRFI 08 O 1 3 5 6 T T -] B B a B 12 12 18 g 24 a7 30 30 o 30 30
Placebo a B 20 2 a2 ar 35 &1 43 45 47 47 51 57 T 82 13 12T 135 138 138 128 138

Figura 3. Cumulative incidence of RSV-LATD ower 2 ASV seasons. Analysis includes cases reported from day 15 post—dose 1 until 31 March 2023 for participants who
received dose 2 or until 30 Sepiember 2022 for those who did not receive dose 2. A, For the analysis of a single vaccine dose, participants who received 2 vaccine doses
(ASV_revaccination growup) contributed 1o RSV season 1 but were censored before dosa 2 administration. 8, For the analysis of the revaccination regimen, participants who
received vaccing as dose 1 and placebo as dose 2 {ASV_1dose group) contributed 1o season 1 but ware eansored before dose 2 administration. Abbreviations: RSV, respiratary
syncytial virus; RSV-LRTD, RSV-related lower respiratory tract disease confirmed by the adjudication committes; RSVPreF3 DA, RSV prefuzsion F protein-based vaccine.
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Table 3. Vaccine Efficacy of a Single Dose of RSVPreF3 OA Against a First Occurrence of RSV-LRTD and RSV-ARI After Different Follow-up Times

Postvaccination (Modified Exposed Population)

ASV-LRTD, % (19 Severe REV-LATD," % (CF) RSW-ARI, % (CI°)
With Season as Without Season With Season Without Season Wiith Seazon Without Season
Followw-up Postvaccination a Covariate as a Covariate &5 & Covarigte &5 & Covariate as a Covariate as a Covaeniate
Season 1(6.7 ma) A B26(57.9 84.1) MN& 4.1 (62.4, 99.9) MA 71.7 (562, B2.3)
1w (12 mal [ 78.9(57.6, 90.5) MA ND MA MND
Season 1+ mid-season 2 (13.9mo}  77.3160.2, 87.9) 50.9(66.7, B9.8) B84 6 (56.4, 96.1) B6.8 (63.0, 96.6) 56.5 (41.6,68.00 628 (503, 72.6)

Season 1+ 2 (17.8 mal

67.2 48.2, 80.0) 74.5160.0, 84.5)

758.8 (52.6, 92.00

82.7 161.6, 93.4) 52.7 (40.0, 63.0 62.1 (52.1, 70.3)

“Season 17 follorer-up mchuded cases collectad from day 15 post-doese 1 ungil 11 Agnl 2022 {endof Northern Hemisphere season 1). The 1 year” folow-up ncluded cases collecied from day 15
post-dase 1 uriil dose 2 sdminssration or il 30 Saptermber 2022 {end of Scuthern Hemisphere season 1) # no dosa 2 was admmistersd. “Sesson 1« mid-season 27 follow-upnciuded cases
callected from day 15 poss—doss 1 until dose 2 admnistration or untl 30 Septemiber 2022 jend of Southern Hemisphere season 1] # no dose 2 was administersd and cases collected from dose 2
urtil 30 Movembear 2022 (mad-Hartbern Hemisphere season 2. “Season 1« 27 follow-up included cases collected from day 15 post-dase 1 until dose 2 admirestrabon or witl 30 Saptember
2022 [end of Southam Hemisphare ssazon 1] # no doses 2 was adminsiered and cases collacted from dose 2 until 31 Marnch 2023 {end of Mosthesn Hemsphere season 7). Vaccine sfficacy was
esSmated using a Posson model adjusted for age, region, and season (*with season a5 a covanate ™) or for ape and region [“without season as a covariabe” ; post hoc anabyses).
Abbrevistions: Cl, confidence interval; M4, naot applicable; ND, not determined; ASY, respiratory synoytial wires; RSY-AR], AS\-related acute respratary dlnass; ASV-LATD, RSv-ralsted lowesr
respiratory tract disease confinmeed by the adjudicagion commitiee; RSVPreF3 OB, RSV prefusion F protesr—based vaccine.

0 05% I for primary endpoint (ASACLATD, season 1) 97 5% Cl for confirmaiory sscandary andpaint (RSY-LATD, =sason 1 & 2k 95% C| for other sndpoints.

“Severe disease according to either of the 2 case definitions {definition 1 based an clinical signsfinvestigator assessment or definition 2 based on supportive therapy, see Supplementany

Methods).

RSV-LRTD (alt solunum yolu hastaligi):
*Sezon 1 (6,7 ay): %82,6 (Cl: 57,9-94,1).

1 yil (12 ay): %78,9.

*Sezon 1 + mid-sezon 2 (13,9 ay): %77,3.

*Sezon 1 + 2 (17,8 ay): %67,2 (Cl: 48,2-80,0).
Zamanla etkinlikte kismi azalma var ama koruma

edevam ediyor.

Revaksinasyon sonrasi RSVPreF3 OA, 2
sezon boyunca RSV-LRTD’ye karsi
yiiksek koruma sagliyor (%67).

Siddetli hastaliga karsi etkinlik %79 ile
daha da giiglii.

Komorbiditeli ve riskli gruplarda etkinlik
korunuyor, ozellikle kardiyorespiratuvar
hastalik olanlarda cok ylksek (%81).

Hafif enfeksiyonlarda koruma daha
disik (%60).



Table 5. Solicited and Unsolicited Adverse Events After a Second REVPreF3 0A Dose or Placebo

RSV_reweccination RSV _1doss Placebo
Adverse Event n % (95% CI n % (95% ClI) n % (85% CI)
Dose 2-solicited safety population MN=327 MN=345 M=6GG67
Solicited AEs (within 4 d post-dose 2)
Any solicited AE 208 &3.6 (58.1, 68.8) a1 264 (21.8, 31.4) 147 22010188, 254)
Grade 3 15 4.6 (2.6, 7.5) 3 092 258 10 15(7 2.7
Solicited administration-site AE 177 54.1 (486, 59.6) 3 96 (6.7, 133 51 76 (5.7, 99)
Grade 3 "10* il *10®
Solicited systemic AE 146 44,6 (39.2, 50.2) T4 21.4(17.2, 26.2) 121 18.1 (1583, 21.3)
Grade 3 B 1.8 (.7, 4.00 3 0482 25 10 15(7 2.7}
Unsaolicited AEs (within 30 d post-dose 2}
Any unsolicited AE 51 15.6 (11.8, 20.0) 36 104 (7.4, 14.3 Til 106 (8.4, 13.2)
Grade 3 ] 2811.3 52 7 20108, 4.1) o 13 (6, 2.5
Dose 2-exposed population N = 4966 =491 M=10033
Unsolicited AEs (within 30 d post-dose 21*
Any unsolicited AE 1416 TH5(27.3, 298) 791 15.8 (14.8, 169} 1495 144 (14.2, 15.6)
Grade 3 107 22018 28| B4 1.1 08, 1.4) 120 12010, 1.4)
Any related unsolicited AE Q47 18.1 (18.0, 20.2) 215 43038 449 326 32249 38)
Grade 3 56 1.1 (8, 1.5 T 0101, 3 12 0141, .2
Anmy medically attended unsolicited AE 337 6.8 (6.1, 7.5) 306 6.1 (5.5 6.8 630 6.3 (5.8, 6.8)
Serious AEs and potential immune-mediated diseases (within 6 mo post—dose 2)
Any serious AE pali] 4.2 (3.7, 4.8) 219 4.4 (3.8 5.00 461 4.6 (4.2, 5.0)
Any potential immune-medisted disease 14 0.31.2, 5 14 0d (.2, B) as 0.3 (2, 5)
Serious AEs and potential immune-mediated diseases (from dose 2 up to data lock point)
Any related serious AE” 4 0.1 40, .2 2 0o ia, 1) 4 0.0 (0, 1)
Any related potential immune-mediated disease® 1 0.0 40, 1) 1 oo ia, 1) 2 0.0 (0, 1)
Any fatal serious AE 20 0.4 (.2, 8 i -] 0.5 (3, 8 LAl 0.4 (3, .6l

“Grade 3" was defined as diameter =100 mm for erythema and swelling. temperature x3%00°C for fever, preventing normal evenyday activities for all other events; “nelated” indicates

warmadered ralatad 1o vaccine/placebo sdministration by imeestigator assessmant

Abbreviations: AE, adverse event; Cl, confidence interval; rg%, numbserfpescentage af participants reparting the ewent at lesrst once (numbers between asterisis, eg, *10, * indicate that data
by group are biinded o aveid participart-lbevel unblinding of the study tearm; the rumber betwesn the sstesisks shonws the tatsl riumber acrass the 3 graups); M, nember of participants in the
ndicated analysis papulstion; placebo, group of participants who received placebo pre—ssason 1 and pre-season 2; RSV, respiratony synoytial wires; ASY_1dose, group of panticipants who
received a single RSY prefusion F protein-tersed vaccine {R5YPref3 O&) dose pre-sexson 1 and a placsba dose pre-season 2; RSV _revacoration, group of participants who received a

first dome of REWPreF32 0& pre-sexson 1 and a sacond RSWPreF3 04 dose (revscdretion| pre-seasan 2.

“Most unsolicited adverse avents in the REV_resaccination group wese reactogenicity events, primarily in participants who were not included in the reactogenicity-immunogenicity cohort and

thius reposted reactogenicity events as unsolicited AEs.

“Refated senous AEs and potential mmune-mediabed diseass are detailed in the Supplemensary Results

Glivenlilik
*Yan etkiler:

* Ensik: enjeksiyon bolgesinde agri,

yorgunluk, bas agrisi.

* Cogu hafif-orta siddette ve kisa stireli.
*Ciddi advers olaylar ve immiin aracili
hastaliklar:

e Gruplar arasinda benzer oranlarda.

e Guillain-Barré, ADEM veya ciddi

demiyelinizan hastalik raporlanmadi.
Atrial fibrilasyon:
* ilk doz sonrasi plaseboya kiyasla biraz
daha fazla rapor edilmis, fakat klinik
iliski zayif.



AReSVi-006: Adjuvanli RSVPreF3 OA Asisinin ug¢ tam
p— I RSV sezonu boyunca asi etkililigini gosteren Faz 3

calismasidir.

Cok merkezli, randomize, gozlemci-kor, plasebo kontrolli.
Efficacy, safety, and immunogenicity of the @"'\ Q
ASO01.-adjuvanted respiratory syncytial virus prefusion F ‘ . o
protein vaccine (RSVPreF3 OA) in older adults over three 17 tlkede, 275 merkezde yurutu Im us.

respiratory syncytial virus seasons (AReSVi-006):
a multicentre, randomised, observer-blinded,

placebo-controlled, phase 3 trial Katilimcilar RSVPreF3 OA veya plasebo almis; sonraki
e N sezonlarda yeniden randomizasyon yapilmis.

Marie-Pierre David, Aurélie Olivier, Marie Van der Wielen, Dominique Descamps, on behalf of the AReSVI-006 study groupt

ASO1E-adjuvanli prefusion F protein asisi (RSVPreF3 OA)'nin etkinlik, glivenlik ve immunojenisitesini OA: Older Adults (Yasli
yash erigkinlerde (260 yas) degerlendirir. Eriskin)

Takip: li¢ RSV sezonu boyunca.




A RSV-LRTD aftera single doss of RSVPreF] DA

1K o ESViPreF 3 O (single dose
¢ —— Flacebin

ol A. Tek doz RSVPreF3 OA
*Plaseboya kiyasla RSV’ye bagl alt solunum

N _ | s yolu hastaligi (RSV-LRTD) kiimdlatif insidansi
. - eSS belirgin sekilde daha diisiik.

— _—_ — *Koruma etkisi ilk dozdan sonra hizlica ortaya
N ctkiyor ve takip boyunca devam ediyor.

ESVFPref3 0A 14068 I ESE] 1233 13127 11979 11343 Forod G470 4335 4878 441 4813 4755 4672 EEE iTH7 1530 55
Placeho 12498 Ly 121595 1110 11949 11611 I0H43 10064 g,ran 903 Sb3% 9561 g 9243 EES EE 5] 1014 L)

Cuimailarne

mumber of cases
REVPref 1 OA 1 ] 5 b f 7 ] 8 . 8 10 1 1 18 3 25 29 3 o 31 12 312 1 1 15 37 39 41 46 46 47 48 4B 48
Placebo 0 8 2 37 37 I7 OI9 41 43 45 47 47 S1 57 70 92 113 177 140 144 146 149 150 153 163 156 160 170 185 204 209 MF X4 25 215 215

B REV.LRTD after a farst dose of REVPreF3 OA and a second dose 1 year later (revaccination)

W [ revacomatson

15f — B. Bir yil sonra tekrar doz (revaksinasyon)

sIkinci doz sonrasi RSV-LRTD insidansi yine

20- —— plaseboya gore ¢cok daha dusuk.

E — | *Revaksinasyon ile koruma etkisi uzamis ve

" — gliclenmis goriniyor.
P T T T T I T k 1 |I 1 '.I. :I.- I'_ |II ;'r ;" E l!_ T -'II 71 S I} T T T — T {I.
Mumber at risk g Frcemy cay 16 pu Tehs
FSVPeFa0A LGB LI L7 LT 0% e B 11 1916 4848 819 1496 1691 i 55 Qo5
Plsoebo 1498 1217 17145 12110 11545 11641 10843 10065 g7HL 4703 5635 2581 - feg BO7E - ot e

Hem tek doz hem de revaksinasyon, RSV’ye

rrurnber of cases
E5WPref] 0A 1 i b 7 B B B ] B 12 12 16 18 ¥ XM 1 31 31 ;| 31 32 32 34 34 35 36 3B 3| B 3E 3B O3B

flaks 0 8 30 7 R W W A4S G 4 S5 0 % 13127 40 e W6 19 150 153 153 154 156 164 171 184 187 190 191 192 192 13 karsi yiiksek koruma saglyor.

Figure 2: Curmlative incdence of RSY-LRTD over thres RSV seasons (modified exposed population)

e P B e Lea e e e o . LOg T Revaksi nasyon ile baé (N klik daha uzun sireli

test: pe0-D000 For the analysis of the revaccination regimen (B), participants who receteed R5VPreF3 OA a3 dose one and placebo as dose bwo [ESY single-dose group|

wene cersoned at dose bwo. Log k test p=0-0001L For both analyses, the time at sk s ¥ 15 post-dose one and ended at the hrst soourrence of an event, rthern .. .. .
hemisphese season three (&pnl 30, 2024). Participants (in all groups] who did not receive dose two were censored at the end of southern hemisphere season one (Sept 30, 2022). For the anabysis of the Ve g u gl u h a I e ge | Iyo r-

revaccination regimen, participants who recetved dose three wene censored at dose three. Additionally, participants who received an RSV vaccine not planned per protocol were cermoned at receipt of

that vaccine 97-5% Cls {depicted a5 shaded arcas) were computed at each case reported and end at the last reparted case in each group. RSV =respiratony syncytial vines. RSV-LETD=respiratory syncytia
vinus-related lower respiratony tract disease. RSYPref 3 DA =-respiratory syncytial wirus prefusion F protein-based vaccine

AREsVi-006 Faz 3 Calismasi (Lancet Respir Med 2025)



A Single dose pre-season one n/N
RSVPreF3 0A  Placebo

826
Season one - ' L 2 4 7112 466 40/12494
561
Season two - i =3 ] 20/4991 91/10031
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Season three ! o i 16/4988 61/10031
I 1 1 | |

B Dose one pre-season one + dose two pre-season two (revaccination) n/N
RSVPreF3 0A  Placebo

559
Season two b o) i 20/4966 91/10031
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Season three I ® 4 6/3582 38/7224
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Figure 3: Vaccine efficacy of a single dose of RSVPreF3 OA or of a first dose followed by a second dose 1 year
later (revaccination) against RSV-LRTD during each RSV season (modified exposed populations)

Season one data included cases reported from day 15 post-dose one until the end of northern hemisphere season
one (efficacy database-lock: April 11, 2022)." Season two data included cases reported from day 15 post-dose

two until the end of northern hemisphere season two (efficacy database-lock: March 31, 2023). Season three data
included cases reported from the start (Oct 1, 2023) until the end (efficacy database-lock: April 30, 2024) of
northern hemisphere season three. The median follow-up time was 67 months (IQR 5.7-7-8) for season one,

6.3 months (5.7-6-8) for season two, and 7.0 months (7.0-7-0) for season three. N refers to number of participants
in the modified exposed population (season one) or dose two-modified exposed population (seasons two and
three); for the analysis of the revaccination regimen during season three, this excluded participants who received
dose three. n refers to the number of participants with at least one RSV-LRTD. RSV=respiratory syncytial virus.
RSV-LRTD=respiratory syncytial virus-related lower respiratory tract disease. RSVPreF3 OA=respiratory syncytial
virus prefusion F protein-based vaccine. *96-95% (I applies for efficacy of a single dose during season one
(primary, confirmatory objective, as published by Papi and colleagues;™ A); 95% Cls apply for all other endpoints.

RSVPreF3 OA Asi Etkinligi (Sezonlara Gore)

A. Tek doz (sezon 6ncesi uygulama):
Sezon 1: Etkinlik %82,6 (yiiksek koruma).
Sezon 2: Etkinlik %56,1.

Sezon 3: Etkinlik %48,0 (zamanla azalma).

B. Revaksinasyon (1. doz + 1 yil sonra 2. doz):
Sezon 2: Etkinlik %55,9.

Sezon 3: Etkinlik %68,4 (tek doza gore daha
yiiksek ve daha kalici koruma).




Ciddi advers olaylar ve potansiyel immiin aracili hastaliklar

RSV single-dose RSV revaccination Placebo group

group (N=6226) group (N=6243) (N=12503)

n % (95% 1) n % (95% CI) n % (95% C1)
Related serious adverse event 8 01(01-03) 12 02(01-03) 12 0-1(0.0-0-2)
Fatal serious adverse event 111 1.8 (1.5-2:1) 120 19(16-23) 265 21(1.9-2.4)
Related pIMD 7 01(0-0-0-2) 5 01(00-02) 9 0-1(0:0-01)

Related serious adverse events and pIMDs are those considered related to vaccine or placebo administration by
investigator assessment; details of these events are provided in the appendix (pp 10-11). The RSV single-dose group
consisted of participants who received a single dose of RSVPreF3 OA pre-season one, were randomly assigned to
receive placebo pre-season two, and might have received placebo pre-season three. The RSV revaccination group
consisted of participants who received a first RSVPreF3 OA dose pre-season one, were randomly assigned to receive

a second RSVPreF3 OA dose (revaccination) pre-season two, and might have received RSVPreF3 OA pre-season three
The placebo group consisted of participants who received placebo only. pIMD=potential immune-mediated disease.
RSV=respiratory syncytial virus. RSVPreF3 OA=respiratory syncytial virus prefusion F protein-based vaccine. N refers to
the number of participants in the exposed population. n/% refers to the number/percentage of participants reporting
the event at least once.

Table 3: Serious adverse events and potential immune-mediated diseases from dose one until the end of
the trial (exposed population)

RSVPreF3 OA tek doz grubu (N=6226):

iliskili ciddi advers olay: %0,1

Fatal (6limcil) ciddi advers olay: %1,1
Potansiyel immun aracili hastalik (pIMD): %0,1
RSVPreF3 OA revaksinasyon grubu (N=6243):
iliskili ciddi advers olay: %0,2

Fatal ciddi advers olay: %1,9

pIMD: %0,1

Plasebo grubu (N=12.503):

iliskili ciddi advers olay: %0,1

Fatal ciddi advers olay: %2,1
pIMD: %0,1



AREsVi-006 Faz 3 Calismasi (Lancet Respir Med 2025)

AReSVi-006 Calismasi Sonuclari NEJM AReSVi-006 Faz 3 Calismasi

* ilk sezon analizi, Adjuvanli RSVPreF3 OA Asisi nin, 60 yas ve lizeri yetiskinlerde RSV alt
tipine bakilmaksizin tim RSV hastaligi spektrumuna karsi yuksek ve tutarh etkililik
sagladigini gostermistir

Tum RSV sezonu boyunca etkililik (mevsim 1 analizine dayal olarak):

%82.6 %94.1 %94.6
RSV-LRTD* Siddetli RSV-LRTD RSV-LRTD
(60 yas ve uzeri) (60 yas ve uzeri) (21 6nemli komorbidite*)

* Bir doz Adjuvanli RSVPreF3 OA Asisi, altta yatan komorbiditeleri** olan yetiskinlerde ve ileri
yaslardaki yetiskinlerde, 3 tam RSV sezonu boyunca siddetli RSV hastaligi dahil olmak Gzere RSV
ile iliskili ASYH ‘ne kargi kalici etkililik saglamaktadir

Adjuvanli RSVPreF3 OA Asisi, iyi tolere edilir ve kabul edilebilir bir guvenlilik profiline sahiptir

Ontanimli reaksiyonlarin ¢cogu hafif ila orta siddetli ve gegicidir

. - Ugtincti doz Adjuvanhh RSVPreF3 OA Asisinin reaktojenisitesi ve glvenlilik profillerinin ilk doza
Guvenlilik paralel oldugu goriimustir

Calisma boyunca ciddi advers olaylarin sikligi dusuk ve olasi immun-aracili hastaliklar calisma
gruplari arasinda dengeli kalmigtir. Calismanin sonuna kadar GBS ya da akut disemine
ensefalomiyelit olgular bildiriimemigtir

*RSV-LRTD: RSV ye bagl alt solunum yolu hastaligi **Kronik obstriktif akciger hastaligi, astim, herhangi bir kronik solunum/akciger hastaligi ve kronik kalp yetmezligi (kardiyospiratuar), tip 1 veya tip 2 diyabet ve ilerlemis karaciger veya bdbrek hastaligi (endokrin veya metabolik) dahildir
LRTD, alt solunum yolu hastalig

1. Papi A et al. N Engl J Med 2023;388(7):595-608; 2. RSVPreF3 OA Vaccine. Presented at ACIP, 21 June 2023 https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2023-06-21-23/03-RSV-Adults-Friedland-508.pdf Accesse d July 2023
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Grading of Recommendations, Assessment, - —_—
Development, and Evaluation (GRADE): Pfizer ayls

RSVpreF Vaccine (ABRYSVO)

60 yas ve uzeri yetiskinlerde RSV ile iliskili alt solunum yolu
hastaligini 6nlemek amaciyla tek doz Pfizer RSV asisinin
ABOUT (ABRYSVO)

CDC vaccine recommendations are developed using an explicit evidence-based method based on the Grading of Recommendations,
Assessment, Development and Evaluation (GRADE) approach.

@ For Everyone
SEPTEMBER 8, 2024

RSV-LRTI: Asi etkinligi %84,4 (Cl %59,1-95,2) - orta dlizey kanit.

Medikal basvuru gerektiren RSV-LRTI: %81,0 (Cl %43,5-95,2) - orta diizey kanit.

Hastaneye yatis: Etkinlik %66,7 (Cl cok genis, -315-99,4) = cok distk dizey kanit.
Oksijen/ventilasyon gerektiren siddetli hastalik: %0 (Cl -7750-98,7) - cok disik dizey kanit.
RSV’ye bagl 6lim: Hig¢ vaka yok.

Guvenlik Bulgulari

Ciddi advers olaylar: Asi ve plasebo kollarinda dengeli (RR 1,041; yiksek gliven).

Reaktogenisite >3: Asi %1,0; plasebo %0,7 (RR 1,43; orta gliven).

Norolojik olaylar: Faz 3 calismada 3 olgu rapor edildi (1 Guillain-Barré sendromu, 1 Miller Fisher sendromu, 1 motor-
sensor polindropati). Plasebo grubunda yoktu.

Faz 1/2'de ise hic¢ vaka goriilmedi.

L Sonuc:Pfizer bivalan RSVpreF asisi, yash eriskinlerde RSV-LRTI’ye karsi yiiksek koruma sagliyor.

Hafif ve orta hastaliklarda glicli etkinlik var; hastaneye yatis ve 6lim Gzerine etkinlik gosterilemedi (olgu sayisi yetersiz).
Guvenlik profili genel olarak dengeli, ancak nadir norolojik olaylar (GBS vb.) yakindan izlenmesi gereken bir nokta.
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Pfizer (ABRYSVO)

ORIGINAL ARTICLE

Efficacy and Safety of a Bivalent RSV
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,

N. Hussen, L.). Bont, J. Cardona, E. DeHaan, G. Castillo Villa, M.

Ingilizova,

D. Eiras, T. Mikati, R.N. Shah, K. Schneider, D. Cooper, K. Koury, M.-M. Lino,
A.S. Anderson, K.U. Jansen, K.A. Swanson, A. Gurtman, W.C. Gruber, and
B. Schmoele-Thoma, for the RENOIR Clinical Trial Group*

ABSTERACT

60 yas listu, Faz 3, Bivalan RSV PrefiizyonF

Asi etkinligi: %85.7 (Glven araligi: %32.0-%98.7).

RSVpreF asisi, 6zellikle alt solunum yolu enfeksiyonlarinda
(23 semptomlu olgular) cok yiksek koruma sagliyor.

Akut solunum yolu enfeksiyonlarina karsi da orta-yuksek

diizeyde (%62) etkinlik gosteriyor.
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Efficacy and Safety of a Bivalent RSV
Prefusion F Vaccine in Older Adults
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Tachypnea *Nefes darlig %=20.
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B Participants with =3 Signs or Symptoms

Panel B (23 belirti/semptom):

Cough .
Sputum Production *Okstrik yine en sik (%=80).
Wheezing *Balgam Uretimi %=75.
Shortness of Breath *Hisiltil solunum %=80.

Tachypnea *Nefes darligl %=65.
0 2 50 7% 100 ‘Ta$i pne %=25.
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Figure 3. Incidence of Signs or Symptoms of RSV-
Associated Lower Respiratory Tract Illiness.

Shewn are the incidences of signs and symptoms of
RSV-associated lower respiratory tract illness in partici-
pants with at least twe signs or symptoms (Panel A)
and at least three signs or symptoms (Panel B).
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Figure 4. Local Reactions and Systemic Events.

Panel A shows local reactions and Panel B shows systemic events reported within 7 days after administration of
RSVpreF vaccine (3621 recipients) or placebo (3539 participants). Data are from the electronic diary subgroup of
the safety population (a subgroup of participants at selected U_5. and |apanese sites who recorded reactogenicity
events in an electronic diary), the demographic characteristics of which are shown in Table 59. Severity scales are
summarized in Table 510. I bars denote 35% confidence intervals. The percentages of participants with fever, red-
ness, and swelling do not include 2 participants in the RSVpreF vaccine group and 7 participants in the placebo
group because they did not receive a thermometer or caliper.
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CORRESPONDENCE

RENOIR Trial — RSVpreF Vaccine Efficacy
over Two Seasons

Table 1. Efficacy of RSVpreF Yaccine Assessed in Two RSV Seasons.*
End Point End of Season One End of Season Two Seasons One and Two
REVpreF Waccine Efficacy RSV pre F Wagcine Efficacy RSV praf Wacdne Efficagy
Waccine Placebo (95% Cl) Waccine Placebo (95% CI) Waccine Placebo (95% CI)
na of casesf no. of cases/ no. of cases/
Aotk £ Sait ek 24 24
REW LRTI, 218,050 18/18,074 B8.9 (53.6-98.7) 816,164 16/16,059 778 (51.4-9L.1) 10/ 18,050 54/18,074 81.5(63.3-91.6)
=3 symptoms
REW LRTI, 15718050 43 718,074 65.1 (35.9-82.0) 391, led B8/16,059 55.7 (34.7-70.4) 54118050 131/18,074
=2 symptoms
R5Y-associated 37/18,050 G8/18,074 62.2 (44.4-74.9) 145/16,164 236/16,059 36.9 (22.248.9) 186/ 18,050 334/18,074 44,3 (332-53.7)
AR

Asi etkinligi
81.5

Bivalan RSVpreF asisinin iki RSV sezonu boyunca RSV A ve RSV B’ye bagl daha agir alt solunum yolu hastaliklarina
karsi etkili kalmaya devam ettigini gostermektedir.

Devam eden c¢alismalar, RSVpreF asisinin sagladigi korumanin siresini ve olasi yeniden asilamaya duyulan ihtiyaci
daha iyi anlamamiza katki saglayacaktir.
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ORIGINAL ARTICLE

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

MRNA temelli RSV asisi yakin zamanda FDA ve EMA tarafindan onaylanmistir.

Bu asi, RSV A'nin preflizyon F proteini icin kodlama yapmaktadir ve 60 yas ve Gzerindeki yetiskinlerde
kullanim amaciyla gelistirilmistir.

Klinik calismalarda umut verici sonuglar elde edilmis; iki veya daha fazla semptomla seyreden RSV iliskili
alt solunum yolu hastaligini 6nlemede %83,7, li¢ veya daha fazla semptomlu olgularda ise %82,4 etkinlik
gostermistir.

Ortanca takip siresi 3,7 ay olmustur.

Bu asi genel olarak iyi tolere edilmis ve klinik calismalar sirasinda 6nemli bir giivenlik sorunu gézlenmemistir.



RSV Asilari Karsilastirmali

Respiration

Clinical Investigations

Received: November 29, 2024
Accepted: February 13, 2025
Published online: March 9, 2025

Respiration 2025;104:556-574
DOI: 10.1159/000544919

RSVPreF3 (Arexvy®, GSK) RSVpreF (Abrysvo®, Pfizer) RSVpreF mRNA (mRESVIA®,
Moderna)

Teknoloji

Antijen

Kullanim endikasyonu

Sunum sekli

Saklama

Yan etkiler

Rekombinant monovalan,
ASO1E adjuvanh

Preflizyon konformasyonunda

RSV glikoprotein F

60+ yas ve yuksek riskli 50+
yaslarda aktif immiinizasyon

Toz ve sUspansiyon,
sulandirilarak uygulanir

2—-8 °C buzdolabinda

Enjeksiyon yeri reaksiyonlari,
yorgunluk, bas agrisi

Rekombinant bivalan,
adjuvansiz

RSV A ve RSV B’den
rekombinant prefiizyon
glikoprotein F

Yenidoganlarda pasif koruma
(gebelikte maternal asilama)
ve 60+ yaslarda aktif
immunizasyon

Onceden doldurulmus
enjektor ile toz hazirlanir

2—-8 °C buzdolabinda

Ates, kas agrisi, bulanti

MRNA temelli

Prefizyon RSV glikoprotein
F (mRNA ile kodlanmis)

60+ yaslarda aktif
immunizasyon

Kullanima hazir, 6nceden
doldurulmus enjektor

—40 °Cile —15 °C,
cozuldikten sonra 2—8
°C’de 90 gline kadar

Enjeksiyon yeri sisligi,
yorgunluk



2025-2026 sezonu icin UGclu (trivalan) asilara gecisle birlikte, asilar iki influenza A susunu (H1N1 ve H3N2) ve bir
B susunu (B/Victoria soyunu) icerecek; bu degisiklik, dolasimdaki virts suslarindaki farklilhiklari yansitmaktadir.

Diinya Saglik Orgutii tarafindan influenza B virusunun Yamagata susunun dolasimda bir siiredir hastalik etkeni
olarak saptanmamasi /sirkiilasyonda aktif olarak yer almamasi nedeniyle bu sene 3 valan (2 influenza A + 1
influenza B virusu) olarak asi hazirlanmasi énerisinde bulunmustur.

2025-2026 dénemi icin de DSO 6nerisi 3 valan asinin uygulanmasidir.

Ulkeler hangisine ulasabildiyse onu kullanabilir (Klimik)

Yiksek doz inaktive asilar, bagisiklik yanitlarini gliclendirmek icin daha yuksek konsantrasyonda hemaglutinin
icerir ve Ozellikle 60 yas ve Gzerindeki kisiler icin onerilmektedir.

MF59 adjuvani iceren adjuvanli inaktive asilar ise daha kiiglk antijen miktarlariyla daha gli¢lt bagisikhik yaniti
olusturmak tzere tasarlanmistir ve 50 yas ve Uzerindeki bireylerde endikedir.



influenza Asisi

Ulkemizde Grip Asisi Asagida Belirtilen Durumlarda SGK Tarafindan Karsilanmaktadir:

*65 yas ve uzerindeki kisiler

*Yasli bakimevi ve huzurevinde kalan kisiler

*Gebeligin 2. veya 3. li¢ ayinda (trimesterinde) olan gebeler

*Astim dahil kronik akciger ve kalp-damar sistemi hastaligi olanlar

*Diyabet dahil herhangi bir kronik metabolik hastaligi bulunanlar

*Kronik bobrek yetmezligi olanlar

*Kan hastaligi (hemoglobinopatisi vb.) olanlar

*Bagisikhk sistemi yetmezligi olan veya bagisikligi baskilayan tedavi alanlar

*6 ay-18 yas arasinda olan ve uzun streli aspirin (asetil salisilik asit) tedavisi alan cocuk ve ergenler.

Bu kisiler icin grip asisi, hastaliklarini/gebelik durumunu belirten saglik raporuna dayanilarak her branstan
hekimlerce recete edildiginde yilda bir defaya mahsus olmak tizere karsilanmaktadir.



2023-2024 COVID-19 asilama sezonu, diinya genelinde bircok ulkede dustk asilanma oranlariyla dikkat cekmistir.
Ornegin, italya’da Eyliil 2023 itibariyla niifusun yalnizca yaklasik %4’tiniin asilandigi tahmin edilmektedir.

SARS-CoV-2’nin devam eden evrimini dikkate almak 6nemlidir; clinki bu virts, heniliz soguk aylarla senkronize
olmamakla birlikte, bagisikliktan kacis ozellikleri ve yeterli viral uyumla karakterize edilen 6nemli varyantlarin
ortaya cikisiyla cakisan ardisik dalgalar olusturmaya devam etmektedir

COVID-19 asilarinin hizli gelistirilmesi, pandeminin kiresel etkisini azaltmada kritik bir rol oynamistir. Ancak, yeni

SARS-CoV-2 varyantlarinin stirekli ortaya cikisi, etkinligin korunabilmesi icin asilama stratejilerinin de evrim
gecirmesini gerektirmektedir.

e Comirnaty (Pfizer-BioNTech) COVID-19 asisi — mRNA (2024-2025 formiilii)
* Spikevax (Moderna) COVID-19 asisi — mRNA (2024-2025 formiilii)
* Nuvaxoid (Novavax) COVID-19 asisi - rekombinant protein (2024-2025 formiilii)



RZV (rekombinant adjuvanl asi): Shingrix

«2017’de FDA, 2018’de EMA onayi aldi.

*50 yas ustunde %97.2, 70 yas ustiinde %91.3 etkinlik gosterdi.

*Uzun sureli koruma 10 yila kadar devam etmektedir.

simmiinkompromize bireylerde de kullanilabilir

*Yapisi: Glikoprotein E + ASO1B adjuvan sistemi.

*Uygulama: 2 doz, immunkompromize bireylerde de gtivenle kullanilabilir.
*Yan etkiler: En sik enjeksiyon bolgesi agrisi, kas agrisi, yorgunluk, bas agrisi.

Varisella zoster asisi, 50 yas ve Gzerindeki bireyler icin
onerilmektedir; 6zellikle 65 yas ve tzerindekiler ile KOAH, astim,
diyabet ve immunsupresyon gibi kronik hastaligi olanlara vurgu
yapilmaktadir.

Rekombinant adjuvanli asi ile asilama, ayrica zona (HZ) ve
komplikasyonlari acisindan artmis risk tasiyan 18 yas ve Uzerindeki
immuinkompromize bireylerde de endikedir.



Table 5. HZ vaccination recommendations for adults

Age group Vaccine  Doses Schedule Motes

Adults aged 50 years and Shingrix 2 2-6 months apart Recommended regardless of prior HZ or

older (RZV) doses varicella history. ZVL is no longer available

Adults aged 18 years and Shingrix 2 Typically, 2-6 months apart, Recommended for those who are

older with a weakened (RZV) doses but in some cases, it can be immunodeficient or immunosuppressed due

immune system 1-2 months apart to disease or therapy. It can be given during
antiviral treatment if necessary

Individuals previously Shingrix 2 Minimum & weeks after ZVLs protection wanes over time, so RZV is

vaccinated with (RZV) doses Zostavax recommended even for those previously

Zostavax (ZVL) vaccinated with ZVL

Coadministration with other Shingrix N/A It can be given with other RZV can be administered alongside non-

vaccines (RZV) vaccines adjuvanted flu, pneumococcal, COVID-19 and
diphtheria-tetanus-pertussis vaccines at
different anatomic sites

Source [129].

HZ’nin (zona) asli ile 6nlenmesine yonelik gerekceler ve motivasyonlar; 6nemli epidemiyolojik etkisi, sik gorilen ve
yasami kisitlayici komplikasyonlar (6zellikle PHN), hastalarin yasam kalitesi Gzerindeki olumsuz etkiler, komplikasyonlarin
tedavisindeki yetersizlik, ayrica akut HZ, hastane yatislari, komplikasyonlar ve HZ'ye bagli sosyal maliyetler igin gerekli
tanisal ve klinik-terapotik yonetim maliyetlerinden kaynaklanmaktadir.
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20:00-20:30 Eriskin Kronik Akciger Hastaliklarinda RSV Enfeksiyonu, Prof. Dr. Ozlem ERCEN DIKEN
20:30-21:00 RSV Asilan, Prof. Dr. Gilistan KARADENIZ
21:00-21:15  Tartisma ve Sorular
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