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Son Yilda One Cikan Literatiirler

 Pubmed

« Son 1 yil igerisinde
* Viral enfeksiyonlar * 104,416
« Viral enfeksiyon, Covid-19 < 77,284
* Viral enfeksiyon, non-Covid-19 < 586
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Giris

* HCV enfeksiyonu, dunya ¢capinda
« En yaygin kan yoluyla bulasan viral enfeksiyonlardan biri
 Bulasici hastaliklardan kaynaklanan olumlerin onde gelen nedenlerinden

* DAA tedavilerle yuksek tedavi oranlarina ragmen,

* 71 milyondan fazla insan kronik HCV enfeksiyonu ile yasiyor
» Tahmini olarak 1,75 milyon yeni enfeksiyon

* Her yil HCV enfeksiyonundan yaklasik 400.000 olum



Giris

« 2009'dan 2018'e kadar, HCV enf insidansi
« ABD’de Uc katina cikti
« Opioid enjeksiyonundaki artislarla...

* Yeni HCV enfeksiyonlarinin onlenememesi,
» DSO 2030 kuresel eliminasyon hedefi icin 6nde gelen tehdit

« Koruyucu bir HCV asisi,
» Bulagmay! kesintiye ugratarak
 Eliminasyon hedeflerine ulasmak igin
 Onemli bir arag saglayacak...



Amac

« HCV genotip 1b'nin
* (ChAd3-NSmut ve MVA-NSmut, GlaxoSmithKline) yapisal
olmayan proteinlerini (NS) kodlayan
« Rekombinant sempanze adenovirts 3 (ChAd3) ve

« Rekombinant modifiye asi Ankara (MVA) vektorleri ile
» Heterolog bir prime-boost asilama stratejisi degerlendirildi

* Faz-1 calismasinda,
* Bu asl rejiminin T hucre yanitlarini indukledigini
« Klinik olarak kabul edilebilir bir givenlik profiline sahip oldugu belirlendi



Amac

 Birincil hedefleri,
» Enfeksiyon riski yuksek olan HCV bulasmamis kisilere uygulandiginda
« ChAd3-NSmut ve MVA-NSmut'un gtvenligini degerlendirmek
« Kronik HCV enfeksiyonunun onlenmesinde
 Asi rejiminin plasebodan daha etkili olup olmayacagini belirlemek...

« [kincil amac,
« Asl immunojenitesini degerlendirmek...



Method

» Faz 1-2 ¢ift kor, randomize, plasebo kontrollu ¢calismay!
« 2012 ve 2018 yillar arasinda

» Johns Hopkins Universitesi'nde, California Universitesi, San Francisco;
ve New Mexico Universitesi gerceklestiriimis

« Katilimcilar, randomizasyondan onceki 90 gun iginde
» 18 ila 45 yaslari arasinda
» llac enjekte etmis saglikli,
« HCV ile enfekte olmamis yetiskinlerdi

« 68 katilimci kaydedildikten sonra, veri ve guvenlik izleme kurulu
2. asamanin baslatilmasini onerdi...



Method

« Katilimcilar, her calisma ziyaretinde
» Risk azaltma danismanligi ve
 Madde kullanimi tedavisi ve
« Siringa kullanim egitimi

« HCV enfeksiyonu kapmis olan tum katilimcilar,
« HCV tedavi degerlendirmesi dahil olmak uzere
* Klinik takip icin bagimsiz doktorlara yonlendirildi



Method

» [lac enjekte eden HCV bulasmamis kisiler,
0. glinde ChAd3-NSmut asisinin (2.5 x 1010 viral partikil) IM

« 56. ginde MVA-NSmut asisini (1.8 x 108 plak-forming Unite) almak Uzere
rastgele atandi (asi grubu)

0. ve 56. gunlerde salin plasebo (plasebo grubu).

 Randomizasyon 1: 1 oraninda gerceklesti
« cinsiyete ve IFNL3 genotipine gore tabakalandirildi,
» Her iki faktor de kronik HCV enfeksiyonuna ilerleme olasiligini degistirdi

e Hem ChAd3-NSmut hem de MVA-NSmut,

« HCV polimerazin katalitik bolgesine dahil edilen etkisizlestirici bir
mutasyonla

« HCV 1b genotipinden NS3, NS4, NS5A ve NS5B'yi kodladi



Method

* Veri ve guvenlik izleme kurulu,
« Gug ve ornek boyutu gereksinimleri icin
« Guvenlik, immunojenite ve dahil edilme sartlarina
« Odaklanarak ara analizleri gozden gegcirdi...

« Arastirmacilar, calisma boyunca
« Randomizasyon atamalarindan
« Sonuclarindan habersizdi...

« Katilimcilar, kayit olduktan sonra
« 20 ay HCV enfeksiyonu igin
« HCV tespitinden sonra 9 ay boyunca aylik olarak izlendi...



Method

» Yeni Gelistirilen Ilac Protokoll ¢cercevesinde

* Federal ve yerel etik kurul onaylari alinmis
Johns Hopkins Universitesi

Kaliforniya Universitesi

New Mexico Universitesi

Ulusal Allerji ve Enfeksiyon Hastaliklari Enstitlsu
« FDA

« Katilimcilardan yazili onamlari alinmis



Method

« Guvenlik analizleri her katilimci icin
» Ilk asI veya plasebo alim sonrasi

 Yan etki takibi calisma suresince
« Her enjeksiyon sonrasi 8 gun icerisinde; Ciddi, lokal yan etki

» Her enjeksiyon sonrasi 1 aylik periyotla; Laboratuvar degerlendirme
« BK, PIt, Hb, ALT, Kre
» Bayan katilimcilar i¢in * Idrar gebelik testi

* Gebeler ¢alisma disi birakilmis



Method

 Etkinlik degerlendirilmesi
« Katilimcilar aylik kalitatif HCV-RNA testi (gen-Probe)

e Pozitifler:
« Kantitatit HCV-RNA
« Genotiplendirme

« HCV enfeksiyonu
 Onceki HCV-RNA testi negatif olup pozitiflesenler
 Tarihide; son negatif ila ilk pozitif tarihinin ortasi



Method

* Birincil etkinlik son noktasi,
* 6 ay boyunca kalici viremi olarak tanimlanan
« Kronik HCV enfeksiyonu

 Kalici viremi, HCV RNA'nin tespit edildigi ilk ziyarette ve
» Enfeksiyondan sonraki 6. ayda kanda ayni virusun (HCV cekirdek — E1
bolgesinin siralamasi ve hiyogenetik analiz ile dogrulanan) varligi...
« HCV sekans analizinde bagimsiz bir uzman,
» Olay enfeksiyonu sirasinda ve daha sonraki zamanda
* Ayni virusle enfeksiyonu dogrulamak icin sekanslari karsilastirdi.



Method

* Viral klirens tarihi,
 Tespit edilebilir HCV RNA'siI ile
« Son test ile tespit edilemeyen HCV RNA ile
- |ki ardisik testin ilki arasindaki araligin orta noktasi olarak tanimlandi
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Method

 T-hiicresi yanitlari,

« Baslangicta (herhangi bir enjeksiyon yapilmadan once) ve
» {Ik enjeksiyondan 30 ve 56 giin sonra (ChAd3-NSmut veya plasebo) ve

* Ayrica 7 ve ikinci enjeksiyondan 34 gun sonra (MVA-NSmut veya
plasebo) Interferon-gama seviyeleri ELISpot ile olguldd...



Method

. |statistiksel Analiz:

» Orneklem boyutu hesaplamada;
* 6 aylik Kronik HCV enfeksiyonu insidansinin

« Asi grubu & Plasebo grubu * %60 daha dusuk
« Cift tarafli log-rank testi ile
* 43 Kronik HCV enfeksiyonun
* %85 glc saglayacag!
 Plasebo grubunda kronik enf insidansi < yillik %14
* 1,5 yillik izlemde, 292 katilimciyla * 43 kronik enf

« Katilimcilarin %65'nin protokol basina populasyonda kalabilecegi
« 450 katilimcl, insidans dusuk oldugundan < 540 hedef katilimci



Sonuclar

* 991 takip edilen, 548 dahil edilen

* Dislamanin en sik nedeni
* Hekim muayenesinde tespit edilen saglik problemi
« Anormal laboratuvar degerine sahip olma
* 103 kisi bu nedenle dislandi

548 kisi randomize as! & plasebo
« 1 kisi plasebo grubunda olmasina karsin
« 2 doz asi oldugu igin
« Asl grubuna dahil edildi

» 546 Kkisi ilk doz, 455 kisi 2 doz asI veya plasebo



Table 1. Baseline Characteristics of the Participants.

Age —yr
Median
Range
Sex — %
Fernale
Male
Body-mass index{
Median
Range
Hispanic ethnic group — %
Race or ethnic group — %
American Indian or Alaska Native

Asian, Mative Hawaiian,
or Pacific Islander

Black or African American
White
Multiracial
Mot reported
IFNL3 CC genotype — %{

Vaccine

Characteristic

30,0
1R-45

22
78

24.4
17.2-55.5
15

23
58
12

3
41

Placebo

29.0
1845

23
7?7

243
16.5-53.4
14

<1

19
64
11

4
41

All

P )

O. '

29.0
18-45

243
16.8-555

2
1

21
11

4
41

* One participant who had been randomly assigned to the placebo group was

erroneously given vaccine for both doses and is classified within the vaccine

group in all summaries and analyses.

{ The body-mass index is the weight in kilograms divided by the square of the

height in meters,

4+ Race and ethnic group were reported by the participants.
§ The IFNL3 CC genotype, which has been shown to enhance resolution of
hepatitis C virus (HCV) infection,”” was determined from the rs12979860

single-nuclectide polymorphism.
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Sonuclar

* Takip surecinde 75 kiside HCV enf gelisti
« 37 Kisi (%13) asI grubunda
« 38 kisi (%14) plasebo grubunda
« Asi grubundan 2 kisi akut HCV enf i¢in tedavi aldi

36 kiside 6 ay sonunda Kronik enf
* 19 kisi (%7) asi grubunda
« 17 Kisi (%6) plasebo grubunda

» 9 kigide 6 ay sonunda viremi yok
« 5 Kkigi asl grubu
* 4 kisi plasebo grubu



Table 2. Vaccine Efficacy against Chronic HCV Infection at 6 Months.*

Vaccine Placebo Vaccine Efficacy Hazard Ratio P
Analysis and Population (N=275) (N=273) (95% Cl)i (95% CI)§ Value¥|
Censored Chronic Censored  Chronic
Data Infection Data Infection
number of participants

pErcent
Primary efficacy analysis, per-protocol 261 259 1.53 (0.66-3.55) 031
population |
Secondary efficacy analysis, modified 256 257 @ -66 (-250to0 21)) 1.66 (0.79-3.50) 0.18
intention-to-treat population

* Included in the table are participants who received the assigned injections plus the two participants (one in each group) who received no
injections. Participants' data were included at the point at which the protocol definition of chronic infection was met or were censored at the
point at which at least one of the analysis population criteria was no longer met, whichever came first.

T The modified intention-to-treat population included all participants who received the first injection, were HCV negative at the time of the
first injection, and had sufficient follow-up data (at least three clinic visits after the second injection). The per-protocol population included

participants who met the criteria for the modified intention-to-treat population, received both injections, and had no major protocol devia-
tions that would compromise the assessment of vaccine efficacy.

I Vaccine efficacy was calculated as 100 (1 -hazard ratio).
§ Hazard ratios and 95% confidence intervals were obtained from a stratified Cox regression.
4 P values are from a score test comparing the groups, obtained from stratified Cox regression.

| In the per-protocol analysis, 202 vaccine recipients and 199 placebo recipients were eligible for the 6-month analysis throughout their follow-up

or until their visit 6 months after infection, whichever came first. In total, 73 of 275 vaccine recipients and 74 of 273 placebo recipients were
excluded because they met one or more exclusion criteria before that time point (Table S5).

Asinin etkin olduguna dair kanit yok
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Figure 1. Peak Vaccine-Induced T-Cell Responses in the Vaccine Group.
Peak responses (at 1 week after the MVA-NSmut injection) were assessed

by inteferon-y enzyme-linked immunosorbent spot assay according to non-

structural (NS) protein pool. In the box-and-whisker plots, the harizontal
line indicates the median, the top and bottom of the box the interquartile
range, the diamond the mean, and the whiskers the 95% confidence inter-

val. PBMC denaotes FII':rI'FI'!‘IL'r’EIl blaod menonuclear eell, and SFC 5pnl—fﬂrm-

ing cell.

- Immiinojenite verileri mevcut;

145 (%53) asi & 149 (%59) plasebo

« HCV’e T-hucre yaniti;

%78 asi & %3 plasebo

« ELISpot cevabi;

Interferon-gama cevabi
Plasebo grubunda cevap yok

Asi grubunda tum asi antijenlerine karsi
cevap mevcut

Ortalama deger 428,3 (0-3443)
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Tartisma

« Randomize, c¢ift-kor, plasebo kontrollu calisma
« ChAd3-Nsmut (Adenovirls-3) ve MVA-Nsmut (Modifiye asi Ankara)

« Ciddi yan etkisi yok
« HCV proteinlerine karsi T-hucre yanitini ortaya c¢ikardi
« Fakat Kronik HCV enf insindansini plaseboya gore azaltamadi



Tartisma

 Damar ici madde kullanicilari
* en yuksek HCV enfeksiyonu insidansina sahip oldugundan,
 onleyici asilarin test edilmesi ve uygulanmasi icin
* bu populasyonun hedeflenmesi kritiktir;
e ancak ayni zamanda zordur...

 Elde tutma oranini degerlendirmek igin
 ara analizler planlamak onemliydi ve
« devam eden erisim,
 katilimci katilimini en ust duzeye cikarmak igin cok onemliydi...



Tartisma

 Damar ici madde kullananlarda;
* Asl veya ilag calismasinin zorlugu
* Bu populasyonda asi calismasinin uygulanabilirliligi
« AsiI immunojenitesi dusuktur
« Saglikh gonullulerde yanit daha iyi
« HCV'ye karsi etkili asiyla da bu populasyonda yeterli cevap alinabilir



Tartisma

« Randomizasyon cinseyete gore yapilimis
« Kadinlarda daha yuksek spontan HCV klirensi mevcut
» Erkeklerde asi cevabi daha az olabilir

» Erkekler orantisiz sekilde ¢alismaya dahil edildi
« Damar ici madde kullanimi erkeklerde daha yuksek
* Anemiye bagli tarama yetersizligi nedeniyle bayanlar daha az dahil
* Bu da cinsiyetle iligkili inceleme yetersizligine yol acti

« Calismanin guclu yanlari;
* Irk, etnik gesitliliginin dagilimi
» Plasebo grubunun varhgi
« Madde kullanimi ve HCV enf iligkili arka plandaki yan etkilerinin tespiti



Sonug

 Kronik enf insidansi Uzerinde
« Asinin etkinliginin az olmasinin nedeni belli degil

 Adenoviral vektorler:;
 Vektor capraz reaktif antikoru olanlarda daha az immunojenik
« Damar i¢ci madde kullanlarda da bu antikor daha yaygin

* Madde bagimli HCV enf hastalar
« Etkili, guvenli tedavisi olmasina ragmen
« Tedaviye ulasma oranlari dusuk
« Korunmada asilama onemli



Articles I

Safety and immunogenicity of a purified inactivated Zika @ ™
virus vaccine candidate in healthy adults: an observer-blind,
randomised, phase 1 trial

Htay-Htay Han, Clemente Diaz, Camilo | Acosta, Mengya Liu, Astrid Borkowski

Han HH, Diaz C, Acosta AJ, Liu M, Borkowski A.

Safety and immunogenicity of a purified inactivated Zika virus vaccine candidate in healthy
adults: an observer-blind, randomised, phase 1 trial.

Lancet Infect Dis. 2021 Published Online May 18, 2021 doi: 10.1016/S1473-3099(20)30733-7.
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Giris

e ZIka virus;
« Aedes aegypti ve Aedes albopictus sivrisinekleri tarafindan bulasan
* Flavivirus olup,
« Konjenital malformasyonlar ve
* Norolojik komplikasyonlar ile iligkili...

« Spesifik tedavinin olmamasi,
 Profilaktik bir Zika viris asisini
« Karsilanmamis bir tibbi ihtiya¢ haline getirir...



Amac

 Flavivirus-naif, saglikli bireylerle
 Flavivirus-temasli yetigkinlerde

« Saflastiriimis,

. Inaktive edilmis,

 Zika virus asisi adayinin

» Ug dozunun glvenligini ve

» Immiinojenisitesini degerlendirildi...



Method

- |ki parcali, cok merkezli, gbzlemci kor, randomize, plasebo
kontrollu,

* Faz 1 denemesi
« ABD'de yedi ve Porto Riko'da iki tip kliniginde yapildi.
* 18-49 yas arasi saglikl yetigkinler




Method

« Katilimcilar, randomizasyon semasi kullanilarak,
 Salin (plasebo)
e 2 ug, 5 Mg, 10 ug iceren TAK-426 antijeni
« 28 gun arayla iki doz
* IM enjeksiyon
« Dort gruba rastgele atandi (1: 1: 1: 1)

« Katilimcilar, arastirmacilar ve aslyi yoneten personel,
* Grup atamasindan habersiz



Method

« Calismanin
* 1. bolumu flavivirus-naif katilimcilari
* 2. bolum flavivirus-temasl katilimcilari degerlendirdi...

* En az bir doz asi alan tum katilimcilarda
« Guvenlik degerlendirmeleri yapildi...



Method

* Birincil sonuclar, her dozdan sonraki
* 7 gun icinde tespit edilen lokal reaksiyonlara ve
 Tespit edilen sistemik advers olaylara dayanan
« Guvenlik, tolere edilebilirlik ve immunojenisi...

* Her dozdan sonraki 28 gun icinde
- Istenmeyen advers olaylar ve
 Ciddi advers olaylar

» [kinci dozdan 28 glin sonra
» Notralize edici anti-Zika virus antikorlarinin
« Geometrik ortalama titreleri (GMT'ler).



Method

» Immiinojenite degerlendirmeleri,
 En az bir doz asi olanlar
- Baslangicta ve
* En az bir agilama sonrasi
» Gecerli seroloji sonuglari bulunan
« Tum katilimcilari igeren degerlendirme yapildi

 Hicbir major protokol ihlali olmaksizin,
* Her protokol kumesi degerlendirildi...



Sonuclar

« 13 Kasim 2017 ile 24 Ekim 2018 tarihleri arasinda
« 894 gonullu tarandi
« 271 gonullu kaydedildi

« 125 flavivirus-naif
* 146 flavivirus ile daha once temasli
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Placebo group <_1HTMF.-¢1'E- gﬁz 5 pg TAK-426 group

Maive[n=31) Primed(n=38) Maive(n=31} Prmed(n=37) Naive(n=31} Primed{n=37} Maive (n=32) Prmed [n=36)

Age, years 367 (8-9) 34-7(8-2) 349 (95} 355 (87 158 [8.9) 37-0{8.9) 34-1(E5) 35-4 (H-4)
Sex

Fernale 21 (B8%) 21 (68%) 16 [52%) 18 (49%) 18 (58%) 26 (F0%%) 14 [44%) 24 (673%)

Mala 10 {32%) 15 {42%) 15 (48%) 15 (51%) 13 (42%) 11 {30%%) 18 (96%) 12 (33%)
Ethnicity*

Hispanic or Lating 1(3%) 16 (100%) 1{3%) 36 (97%) 2 (%) 36 (97%) 4(13%) 35 197%)

Not Hispanic orLatino 30 (97%) o 30 [97%) 1{3I%} 29 (94%) 0 28 (B8%) 1(3%)
Race

Black or Africam & (19%) B {17%) 5 (16%) 4 (11%) 3{10%) 7 (19%) 4(13%) 10 (28%)

Arnerican

Native Hawaiian or 0 1(3%) ] 1{3%) a 0 0 0

Pacific klander

White 13 (74%) 27 (75%) 26 (B4%) 31 (B4%) 26 (B4%) 30 (B1%) 27 (B4%) 25 (69%)

Mutiracial 0 1{3%) 0 1(3%) 2 (6%) 0 1{3%) 1{3%)
Body-massindex, kgim®  27.9{42)  27-4(35) 275(4-8) 71(4N 537 27.0(41) 26-B(3-7 281(45)

Diata are mean (SD) orn (%), "One lavivirus-primed participant in the S pg TAK-426 group did not report ethnicity

Table 1: Demographics and baseline characteristics (safety set)
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Placebo group 2 pg TAK-426 group 5 pg TAK-426 group 10 pg TAK-426 group

Maive(n=31) Primed{n=36)1 Nale{n=11}) Primed(n=37) Naive(n=31) Primed(n=37) Naive{n=32) Primed {(n=34)

Anyunsolicited adverse:  13(42%) 11 (31%) B (26%) 10 {27} 12 {39%) 11 (30%) 6 (19%) B (22%)
event
Vaccine related 0 1{3%) 1(3%) 1(3%) 1{3%) 0 1(3%) 2{6%)
Severe 0 0 (v 1(3%) 0 1({3%) 0 0
Any serious adverse 0 1(3%) 1(3%) 2 (5%) 0 0 1{3%) 0
event

Data are n (%) Participants could have more than one adverse event and could have adverse svents relsted and unrelated bo vacchnation. There wens no serhous adverse
events related Lo vaccination.

Table 2: Unsolicited adverse events up to 28 days after the second vaccination and serious adverse events up to database lock (safety set)




Flavivirus-naive participants Flavivirus-primed participants
Placebo group g TAK-426 group 5 pg TAK-426 group 10 pig TAK-426 group Placebo group 2 pg TAK-426 group 5 g TAK-426 group 10 pig TAK-426 group
Dose 1 Dose 2 Dose 1 Dose 2 Dose 1 Daose 2 Dose 1 Dose 2 Dose1 Dose 2 Dose 1 Dose 2 Dose 1 Dose 2 Dose 1 Dose 2
(n=30}) {n=28) {n=30) {n=27) (n=31) {n=30) {n=31) (n=30) {n=36) (n=33) {n=33) {n=32) (n=36} (n=32) {n=35) (n=34}
Any local reaction 4{13%)  5(18%) 9{30%) B(30%) 12(39%) 11(37%) 13(42%) 12 [40%) 5(14%) 6(18%) 15(45%) 7 {22%) 15(42%) 10(31%) 13(3M) 11 {32%)
Pain 4(13%)  4(14%) g{30%) B(30%) 10(32%) 11(3I7%) 12{39%) 12 (40%}) 3{B%) 6({18%) 15(45%) 7{22%) 14(39%) 9{(28B%) 13(3I7%) 10(29%)
Erythema 1(4%) o o 1{3%) 1(3%) i(6%) 0 1(3%) 2(6%) 1{3%) 1(3%) a 1(3%)
Induration (1} - 0 3 (10%) 2 (6%) 0 0 13%) © 7 (6% 1{3%) i 1 {3%)
Swelling o = o 0 ] 1] 0 2{6%)  1(3%) 2 (6%%) (1] 1(3%) 2 (6:%)
Any systemic adverse 13(43%)  B(29%) G{30%) 9(33%) 12(39%) 3(10%) 15(48%) & (27%) 12 (33%) 7(21%) B(24%) 6(19%) 13(36%) 10 (31%) 13{3m) F(21%)
event
Faver 1(3%) = 0 (i} 1{3%) 4 - - s
Headache 10(33%) I (11%) 5(17%) - 4(15%) 8(26%) 1(3%) 4(13%) 6 (20%) S{14%) 3(9%) 5{15%) 2(6%) 8(22%) 5{16%) 6{17%)  4(12%)
Fatigue 7(23%) b (31%) 7{23%) 3 (%) 6{19%) Z2(/%) 10 (32%) 5 (L7%) 0({25%) 3(9%) 319%)  1(3%) g(25%)  4(13%) B(17%) 5(15%)
Arthralgia 1(3%)  1(4%) 1(3%) 27w 1(3%) o0 3{10%)  1(3%) 3(Bw) o 4(12%)  3{9%) 4%} 3(9%) 2(6%)  2(6%)
Myalgia 3(10%})  2{7%) 3{20%)  2({7%) 5{16%)  1(3%) 4[13%) 2 (7%} 7(19%) 3(9%) B{18%) 4{13%) S5{1a%m)  3(9%) 4(11%)  4(12%)
Malaize A013%)  2(7w) 2 (7%) o 2{b%) o A(13%) 3 (10%) Bi22%) 5(15%) 4(12%) 1(3%) 6(17%)  4(13%) B(23%)  3(9%)

Data ara n (%). The following reports of adverse events are still masked so it is unknown which group they are in: one erythema after first dose, one induration after second dose, two swelling after second dose, and two faver after second dose in
flavivirus-naive participants; and one report of fever after first dose and two reparts of fever after second dose in flavivines-primed participants. - =still masked. TAK-426=purifiad inactivated Zika virus vaccing.

Table 3: Salicited local reactions and systemic adverse events during the 7 days after vaccination (safety set)
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Sonuclar

 Tum TAK-426 dozlari,

e olum olmaksizin,

 aslya bagli ciddi yan etkiler olmaksizin ve

» temelde hafif ila orta dereceli yan etkilerin benzer oranlari ile
* iyi tolere edilmisgtir.

 TAK-426,
* hem flavivirus-naif
* hem de flaviviris-prime edilmis katilimcilarda
 antikor GMT'lerinde
» doza bagl artislar ortaya cikardi.



Sonuclar

e 2. dozdan 28 gun sonra,
* Flavivirus-naif katilimcilarda

 Plak-reduksiyon notralizasyon testi GMT'leri
« 2 ug TAK-426 grubunda 1130 (% 95 CI 749-1703),
* 5 ug TAK-426 grubunda 1992 (1401-2833) idi ve
« 10 yg TAK-426 grubunda 3690 (2677-5086).

- |kili karsilastirmalarda, 10 ug grubundaki en yuksek



A0 = Flavis rus-rnoree pargiciparrts POINT sy / = Flawtvinm-premed porticipacts FRNT sy
1 o Phairbuigrop i
o Fpg Y o o £
= &ty FIV ;
§ o] A3 /ﬁ _
E a
= -
a {
? oy 4
= i
£ .
] &
b -
T T T
- i primsd participant 2k BUP ssoy
. |
i z 4 4
3 = R
g A 5 o e
3 E ) £ o i
: : =
Ui g :
g 4 2 ?’-. J I
& g y
-1 = £ ; = =3
il 5 R
n T T T T T T
1 i g 1 AL ] b7
Mg I
Figere 2: Sercconiwesion mates of neutralisng antibodies measured by PRNT and Zka RVF assay Tiqere 2 Geamesrk tares of lis d=zdi by MTIAT aind Ziks PVI saey

Frenr s shioe Y43 Ol Flmanm-reive pliceho moipienisdid nit o sy neotealeing anb oo b sy timegeeim . PERTs pligps mckerbon et ralnodam rest
FVP=rzparter wirus paride.

Ermarers sherw 095 Us, £, ~balt eracerwum effoctive concertration, GM-geoeretric meen tre. PR <plague reduction restalsaton tess.
RUP=reporne ving partiie:

45




Sonug

* TAK-426,
 kabul edilebilir bir guvenlik profiliyle
* lyi tolere edildi ve
* hem flavivirUs-naif
* hem de flavivirus-temasli yetiskinlerde immunojenikti.

* Degerlendirilen tum TAK-426 dozlarinin
« guvenlik ve immunojenisite profillerine dayali olarak,

* 10 ug TAK-426 dozu

 daha ileri klinik gelistirme icin secilmis...



Climical Micrabialygy and [nlecisan 37 {2020 ) 96104

R e e Contants lists available at. Sciancalliract C M I
; i TE S

i

e . S . CLINICAL

F**:mg; Clinical Microbiology and Infection MICROBIOLOGY
{; | E |i . AND INFECTION

: ; ! L
journal homapage: waw . clinicalmicrabialagyandinfection.com Beescmic

Original article

Lower respiratory tract infection in the community: associations

between viral aetiology and illness course

LM, Vos °, R. Bruyndonckx * °, N.PA, Zuithoff %, P. Little ”, ] ]. Oosterheert | _

B.D.L. Broekhuizen %, C. Lammens “, K. Loens “, M. Viveen °, C.C. Butler *, D. Crook ¥,

K. Zlateva ?, H. Goossens ™7, E.CJ. Claas 7, M. leven *, AM. Van Loon ", T].M. Verheij ,
EE.]. Coenjaerts -, on behalf of the GRACE Consortium

Vos LM, Bruyndonckx R, Zuithoff NPA, Little P, Oosterheert JJ, Broekhuizen BDL, Lammens C, Loens K, Viveen M, Butler CC,
Crook D, Zlateva K, Goossens H, Claas ECJ, leven M, Van Loon AM, Verheij TUM, Coenjaerts FEJ; GRACE Consortium.

Lower respiratory tract infection in the community: associations between viral aetiology and
illness course.

Clin Microbiol Infect. 2021 Jan;27(1):96-104. doi: 10.1016/j.cmi.2020.03.023.
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Giris

« Calisma,

» Akut oksuruk ve / veya supheli alt solunum yolu enfeksiyonu ile
« Basvuran birinci basamakta eriskin hastalarda

« Solunum virusleri ile sonraki hastalik seyri arasindaki

- [ligkileri belirlenmesi amaclanmis...



Method

 Avrupa birinci basamak saglik hizmeti prospektif calismasina,
« Kasim 2007 ile Nisan 2010 arasinda
 Alt solunum yolu enfeksiyonu semptomlari
 Olan yetiskinler dahil edilmis...

 AltI yaygin solunum virusunu test etmek icin
« Real-time in house polimeraz zincir reaksiyonu (PCR) testi

» Rhinoviris, Influenza, Coronaviriis (CoV), RSV, Parainfluenza (PiV),
Human metapneumovirus (hMPV)...



Method

« [kincil analizde,
« Semptom siddeti
 (skor 1: problem yok, skor 2: hafif, skor 3: orta, skor 4: siddetli)
* Semptom suresi,
 Sirasiyla regresyon ve Cox orantili tehlike modelleri kullanilarak
 Farkli viral etiyolojilere sahip gruplar arasinda karsilastirildi...

« Ek olarak, temel viral yuk (dongu esigi (Ct) degeri) ve hastalik
seyri arasindaki iligskiler de degerlendirildi.



Exclusion
Patients vithout cough at
presentation {not meeting
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n=6
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duration =29 days (not
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ne 47
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ne62 oo

n=2957
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Table 1
Baseline characteristics included patients (n = 2957)

Demographics Patients (n = 2957}
Age (years) 30 (36-63)
Gender (male) 1105 (40.4%)
Caucasian ethnicity 2862 (96.8%)
Comorbidites”
COoOPD 176 [6.0%)
Asthima 307 (10.4%]
Other lung disease B2 (2.1%)
Heart failure 57 (193
Ischemic heart disease 159 (5.4%)
Other hearth disease 111 [3.8%)
Diabetes 190 [(6.4%)
Smoking past or current 1603 (54.2%)
Disease relared characteristics at presentation
Sewvere cough 083 (33.2%)
Sputum production 309 (10.4%)
Shortness of breath 215 (7.3%)
Wheeze 115 (3.9%)
Blocked or runny nose 355 (12.0%)
Fever 122 [(4.1%)
Chest pain 155 [5.2%)
Muscle aching 163 (5.5%)
Headache 226 (7.6%)
Disturbed sleeE 5437 (18.3%)
Feeling generally unwell 349 [11.83%)
Interference with normal daily activities 344 (11.6%)
Confusion/disorientation 6 (0.2%)
Diarrhoea 16 (0.5%)
One or more abnormalities at lung auscultation 1165 (39.4%)
Breaths { per min} 16 {15=18)
Heart rate {beats per min) Te {(70-83)
Systolic blood pressure (mmHg) 127 (117-140)
Diastolic biood pressure (mmHg) BO (70=-85)
Oral temperature {“C) 3 7Y
Medication prescribed for illness' 2086 (70.5%

COPD, chironic obstructive pulmonary disease.

* Demographics are given as absolute numbers with % for categorical variables or
as median with interquartile range for continuous variables.

B Some patients had multiple comorbidities.

© Prescribed medicarion included antibiotics, antitussives, mucolytic drugs, anri-
histamines, bronchodilators and anti-inflammatorny drugs.



Sonuclar

 Dahil edilen 2957 kisinin 1354'unde (% 45,8)

« Yaygin gorulen bir solunum virtsu igin PCR pozitif bulundu...
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v

Patients with viral pathogen Patients without viral pathogen
n=1354 n=1603

" _ v
Patients with only viral pathogen Virakbacterial coinfection Bacterial pathogen detected No pathogen detected
n=1031 | n =323 n =370 n=1233

A YO T O " Y N T

CoV | hMPV = N | PV RV | RSV 2viruse: Cov | | hMPV IV PiV RV | RSV | 2viruse
n=139 "nzﬂi" ‘n=199 | n=52 n=402 n=105  n=42% n=35| |n=22| 'n=77| |n=16| n=135 | n= n=15**
- 1 1 il ) e, T i -
VA ‘ VB | Unde«t‘ VA | IVB  Undet
§n=11'['.ii n=62 Irjz-'!_?| n=36 n=31 n=10
Follow-up data available | Follow-up data available Follow-up data available I Follow-up data available
n =841 (81.6%) n =268 (83.0%) n=315(85.1%) ‘ | n =993 (80.5%)

Fig. 2. Detected viral pathogens in included patients (n = 2957) and availability of follow-up data. CoV, coronavirus; hMPV, human metapneumovirus; IV, influenza virus; PiV,
Parainfluenza virus; RV, rhinovirus; RSV, respiratory syncytial virus; Undet, influenza virus type undetermined. * The following combinations of viral pathogens were found:
CoV +RV(n=10), IV+ RV (n=8), CoV+ hMPV (n =5),CoV +RSV(n=4), RV+RSV(n=4),IV+ RSV (n=3),CoV + IV(n = 2), AMPV + RV (n = 2), IV + PiV (n = 1), CoV + PiV
(n=1), RV + PiV (n = 1), RSV + PiV (n = 1). ** The following combinations of viral pathogens were found: CoV + RV (n =5),IV + RV (n = 3), CoV + IV (n = 3), CoV + RSV (n = 1),
RV+RSV(n=1),IV+RSV(n=1),RV+PiV(n=1)
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Sonuclar

« Basvuru sirasindaki
« Genel ortalama semptom skoru 2.09

» Orta derecede, kotu veya siddetli semptomlarin duzelmesine kadar
» Gecen medyan sure 8.70 gundu
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Table 2
Symptom severity” at presentation in patients consulting in primary care with a detected virus or no detected virus (n = 2957)

Mean (SD) symptom score at presentation Unadjusted difference between groups (95% C1) Adjusted difference between groups (95% CI)"

No virus(es) (n = 1603)  2.02 (0.49) (Ref) (Ref)
>1 virus(es) (n = 1354)  2.18 (0.52) 0.17 (0.13-0.20) 0.13 (0.10-0.17)
No virus(es) (n = 1603 2.02 (0.49 EJRECI Eﬂeﬂ

VLS (11 = T8 (0. 16 (0.13-0.20) 13(0,09-0.16)
2 viruses (n = 57) 2.27(0.54) 0.13 (0.06-0.19) 0.22 (0.09-0.35)
CoV (n = 205) 2.15 (0.48) 0.10 (0.03-0.18) 0.09 (0.02-0.16)
hMPV (n = 121)° 2.18 (0.52) 0.16 (0.06-0.25) 0.16 (0.07-0.26)"
Influenza virus (n = 297)° 2.32 (0.55) 0.30 (0.23-0.36) 0.25 {0.19--{.'!.31)‘!
PiV (n = 73 2.13 (051) 0.10 (-0.01 to 0.22) 0.07 (-0.04 to 0.19)"
Rhinovirus (n = 572) 2.15 (0.50) 0.12 (0.07-0.16) 0.07 (0.02-0.12)"
RSV (n = 143) 2.17 (053) 0.14 (0.05-0.22) 0.12 (0.04-021)"

Cl, confidence interval; CoV, coronavirus; hMPV, human metapneumovirus; Piv, parainfluenza; RSV, respiratory syncytial virus; SD, standard deviation.

3 Calculated as the mean (SD) symptom severity score for all 12 symptoms at presentation.

b Estimates controlled for age, gender, pulmonary comorbidities (asthma, chronic obstructive pulmonary disease and other lung diseases), hearth failure, current smoking,
influenza vaccination during the preceding fall or winter, coinfection with at least one respiratory bacterium or with Aspergillus and duration of symptoms before
presentation.

© Reference group is no CoV, hMPV, influenza virus, PiV, rhinovirus or RSV, respectively.

9 By including all six viruses in the model, estimates were additionally controlled for coinfection with another respiratory virus.
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Table 3
Symptom duration® (days) in patients consulting in primary care with detected virus or no detected virus (n = 2393)

Median (IQR} time to resolution of symptoms rated Unadjusted hazard ratio {95% CI) Adjusted hazard ratio (95% CI)"
moderately bad or worse
No virus(es) (n = 1288) 6 (4—-10) (Ref) (Ref)
=1 of six viruses (n = 1105) 7 (5=11) 0.93 (0.86-1.01) 0.93 (0.86-1.02)
No virus(es) (n = 1288) 6 (4-10) (Ref) Ref]
1 of six viruses (n = 1056) 7 (5-11) 0.94 (0.87-1.03) 94 (0.86-1.03)
2 of six viruses (n = 49) 8 (5-15) 0.74 (0.55-1.00) D 76 (0.56-1.03)
CoV (n=177) 7 (4-11) 0.92 (0.78-1.09) 0.95 (0. SIZI—HE]TI
hMPV (n = 108)° 8 (6-12) 0.80 (0.65-0.98) 0.77 (0.62—0.94)°
Influenza (n = 243)° 7 (5-10) 1.12 (0.97-1.28) 1.08 (0.93—1.24)
PiV (n = 60)° 8 (5-11) 0.98 (0.75-1.28) 0.97 (0.74—1.26)"
Rhinovirus (n = 445)° 7 (5-11) 0.90 (0.81-1.01) 0.93 (0.83-1.04)°
RSV (n =121 8 (5-14) 0.79 (0.65-0.96) 0.80 (0.65-0.96)"

A hazard ratio <1 indicates a disadvantageous effect on symptom resolution. CI, confidence interval; CoV, coronavirus; hMPV, human metapneumovirus; IQR, interquartile
range; Piv, parainfluenza; RSV, respiratory syncytial virus.

 Calculated as the median (IQR) number of days with symptoms rated moderately bad or worse by the patient following initial presentation.

b Estimates controlled for age, gender, pulmonary comorbidities (asthma, chronic obstructive pulmonary disease and other lung diseases), heart failure, current smoking,
influenza vaccination during the preceding fall or winter, coinfection with at least one respiratory bacterium or with Aspergillus and duration of symptoms before
presentation.

¢ Reference group is no CoV, hMPV, influenza virus, PiV, rhinovirus or RSV, respectively.

4 By including all six viruses in the model, estimates were additionally controlled for coinfection with another respiratory virus.
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Sonuclar

» Influenza, hMPV, RSV, CoV veya Rhinovirisu olan hastalar,

» |zole virlis olmayan hastalara gore

* Anlamli derecede daha yuksek semptom skoruna sahipti

* (0,07-0,25 puan veya % 2,3-8,3 daha yuksek semptom skoru)
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Sonuclar

* Belirti cozulme suresi

« RSV enfeksiyonlarinda (duzeltilmis tehlike orani (AHR) 0.80,% 95 CI
0.65-0.96) ve

 hMPV enfeksiyonlarinda (AHR 0.77,% 95 CI 0.62-0.94) izole edilmis
* VirUs olmayan enfeksiyonlara gore daha uzun...

* Genel olarak,

« Baslangictaki viral yuk semptom siddeti ile iligkilendirildi (fark 0.11,% 95
Cl, 10 dongu basina 0.06-0.16 Ct degerinde azalma),
« Ancak semptom suresiyle iligkili degildi...



Sonug

* Genel populasyonda;

 Pratisyen hekime akut oksuruk ve / veya supheli alt solunum yolu
enfeksiyonu ile basvuran saglikli, calisan yetiskinlerde

« Sadece influenza dedil,
« Diger viral alt solunum yolu enfeksiyon etkeleri
 Akilda tutulmali..

* Bu nedenle viral solunum yolu enfeksiyonlari
« Toplum sagligi noktasinda
» Daha ¢ok goz onunde bulundurulmali...



Sabriniz icin tesekkurler...



