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Human Papilloma Virus




Dogal enfeksiyon korumaz !
Dogal enfeksiyon sonrasi antikor cevabi:

HPV enfeksiyonu sonrasi kadinlarin ~ %50’si ol¢ulebilir antikor
cevabi olusturamaz

Dogal enfeksiyonu takiben olgulebilir antikoru olan kadinlarda da,
antikor duzeyleri cok dusuktur

Dusuk antikor duzeyleri de re-enfeksiyon veya re-aktivasyondan

koruyucu degildir

HPV-seropozitif kadinlarda HPV infeksiyonu orani
HPV-seronegatif kadinlarla aynidir
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Tip-spesifik
HPV enfeksiyonlarinin orani(%)
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Viscidi R, et al. Cancer Epidemiol Biomarkers Prev 2004;13:324-327

Carter J, et al. J Infect Dis 2000;181:1911-1919
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A CONTROLLED TRIAL OF A HUMAN PAPILLOMAVIRUS TYPE 16 VACCINE
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2004 Harper DM,Franco EL,Wheeler C et al

Efficacy of a bivalent L1 virus-like particle vaccine in prevention of infection with
human papillomavirus types 16 and 18 in young women:a randomised controlled
trial

Lancet 2004:364:1/57-65
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2005 Villa LL, Costa RL, Petta CA et al

Prophylactic quadrivalent human papillomavirus (types 6,11,16
and 18) L1 virus-like particle vaccine in young women: a
randomised double-blind placebo-controlled multicentre
phase Il efficacy trial

Lancet Oncol 2005:6:271-8
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Proper name: Quadrivalent Human
Papillomavirus (Types 6, 11, 16, 18)
Recombinant Vaccine

Tradename: GARDASIL

Manufacturer: Merck & Co., Inc., West Point, PA,
License #0002

Indication for Use: Vaccination in
females 9 to 26 years of age for
prevention of the following
diseases caused by Human
Papillomavirus (HPV) Types 6, 11,
16, and 18:

Cervical cancer

Genital warts (condyloma
acuminata)

and the following precancerous or
dysplastic lesions:

Cervical adenocarcinoma in situ
(AIS)

Cervical intraepithelial neoplasia
(CIN) grade 2 and grade 3

Vulvar intraepithelial neoplasia
(VIN) grade 2 and grade 3

Vaginal intraepithelial neoplasia
(ValN) grade 2 and grade 3

Cervical intraepithelial neoplasia
(CIN) grade 1
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Vaccine Use to Prevent Cervical
Cancer and Its Precursors

Debbic Sastow; PhD; Philip E. Castle, PhD, MPH; | Thomas Cox, MD; Diane D. Davey, MDy;
Mark H. Einstein, MD, MS; Daron: G. Fersis, MD; Sue J. Goldie, MD, MPH;

Dime M. Harpes, MD, MPH, MS; Witer Ky, MD; Araa-Barbara Moscicki, MD

Kenneth L. Nolle, MD; Cosctte M. Wheeler, PhD; Teni Ades, RN, MS, AOCN;

Kimberly S. Andsens; Mary 'K Dowshent, MA; Kelly Green Kahn; Christy Schmidt;

Omar Shafey, PhD, MPH; Robert A. Swith, PhD; Edwrd E. Partridge, MD

{for the Gynecologic Cancer Advisory Groupl; Francisco Gurcia, MD, MPH

ABSTRACT The American Cancer Soclety (ACS) has developed guidelines for the use of the
prophyfactic human papillomavirus (HPV) vaccine for the prevention of cencal intraepithelial
neoplasia and cenvical cancer. These recommendations are based on a formal review of the
avallable evidence. They address the use of prophylactic HPV vaccines, including who should
be vaccinated and at what age, as well as a summary of policy and iImplementation issues.
Implications for screening are also discussed. (CA Cancer J Clin 2007,57:7-28.) @ American
Cancer Sociely; Inc., 2007,
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Human Papillomavirus Vaccination

ABSTRACT: The U.S. Food and Drug Administration recenily approved a
guadrivalent iuman papillomavirus /HPV} vaccine for females aged 9-26
vears. The American Cafucge of Obsteiricians and Gynecologists recom-
mends the vaccination of females in this age group. The Advisory Committee
on Immunization Practices has recommended that the vaceination rourinely
be given to girls when they are 11 or 12 years old. Although obstetrician—

Copyright © September 2006
by the American College of
Obstetricians and Gynecologists.
All rights reserved. No part of this
publication may be reproduced,
stored in a retrieval system,
posted on the Internet, or trans-
mitted, in any form or by any
mems eleclmmc mechamcal

gynecologists are not likely to care for many girls in this initial vaccination
target group, they arve critical to the widespread use of the vaccine for
Jemales aged 13—26 years. The quadrivalent HPV vaccine is most effective if
given before any expesure to HPV infection, but sexually active women can
receive and benefit from the vaccination. Vaccination with the guadrivalent
HPV vaceine is nor recommended for pregnant women. It can be provided to
women whe are breastfeeding. The need for booster vaccination after 5 years
has not been established. Health care providers are encouraged to discuss
with their paticnts the benefits and limitations of the quadrivalent HPV vae-
cine and the need for continued routine cervical cvtoaloew sereenine

U.S. Food and Drug Administration
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http://www.fda.gov/default.htm
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CERVARIX

HPV 16-18

Approval Date:
FDA BL 125259/0, 16.10.2009




Cervarix® ve Gardasil® Igerikleri

e ®
Cervarix
/ Antijenler \ a AS04 adjuvan I
' Aluminium Immiin sistem
+ tuzu + uyarici
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(amorphous aluminium

hydroxyphosphate
sulphate [AAHS])

HPV 16 VLPs HPV 18 VLPs HPV 6 VLPs HPV 11 VLPs / k

\k 40 pg 20 pg 20 pg 40 pg
( .
\_ AAHS-igeren asi
MPL = monophosphoryl lipid A.

VillaLL Lancet Oncol; 2005 Harper DM Lancet; 2004




HPV-16 Monovalan Asinin uzun sureli (9.5 yila kadar)
proflaktik etkinliginin gosterilmesi

HPV-16 infeksiyonuna ve Servikal lezyonlara karsi proflaktik etkinlik

N N nAseO  HPV 16'ya kar etkinlik
Vakalar Vakalar ) 95% ClI
infeksiyon I 21 96 27-100
CIN |+ 0 8 100 41-100
CIN 2+ 0 7 100 29-100

* Protokol 005 in uzatma ¢alismasi; orjinal calisma son noktasi ve uzatma caligmasinin baslangici arasinda 2 yillik bir bosluk vardir.

Rowhani-Rahbar A et al. Vaccine 2009



Cervarix® Klinik Calismalar

HPV-010 karsilastirmali

immunogenesite ¢calismasi (18-45 yas)

HPV-015 orta yas kadinlarda
etkinlik calismasi (2645 yas)

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010

| HPV-001 _ ~ HPV-007 HPV-023 (9.5 yila
(primer etkinlik ¢caligmasi) (primer etkinlik uzaE|Im|§ takip calismasi ) uzatilmig alt grup takip
Nn= 1,113 n=776
calismasi)
n=437

\ \ A/

27 ayhk 4.5 yillik 5.5 yillik

takip takip takip 7.3 yllllk

takip

analiz

HPV-008 (PATRICIA) galigmasi Uzatilmig
Kontrol kolu (etkinlik calismasi 18-25 yas) takip
(Aliminyum [Al (OH);]) N = 18,644

Primer sonlanim noktasi:

HPV 16/18 icin asi etkinligi
14.8 ay 34.9 ay
Interim analiz ~Son analiz

Harper D, Lancet, 2004; Harper D, Lancet, 2006; Gall S, AACR, 2007; Paavonen J, Lancet, 2007; Harper D, SGO, 2008;
Romanowski B, Lancet, 2009; Carvalho ND, IPvC, 2009; Paavonen J, Lancet, 2009; Einstein MH, IPvC, 2009;
Carvalho ND, ESGO, 2009 Rotelli-Martins CM, Human Vaccines 2012; 8: 1-8




Bivalan asi : yuksek ve surekli anti-HPV
16/18 notralizan antikorlar* 9.4 yil takig

HPV 16 Dogal enfeksiyon %100
Iy . L3 .
-~ antikor seviyeleri seropozitivite
GMT, ED,,
10000 - .
Dogal
1000 - enfeksiyona
100 - gore
10 - 2 8 kat
yuksek
1 4
HPV 18
GMT, ED,,
10000 -
1000 - Dogal
enfeksiyoa
100 - -
gore
107 > 4 kat
1 = T T T T T T yuksek
C D D P WD P @D D PSSP
& Q\\\\S‘\ \\@\ ..,;bs&\ ,,;a’& be&&‘ (_;\’& 6;\3‘&\ 6‘5’&\ @é\ ,\‘)&‘\ ,\’\’& %,53'3‘ %ta’& 6&“\ ,\S‘{\ ,\1@\ ilk agilamadan
ARG R R R R R\ SRR R\ & & 8 sonraki aylar
HPV-001 HPV-007 HPV-023

PRE = agilanma éncesi; * PBNA. Sub-kohortta HPV-001/007/023 ¢aligmalari kombine analizi

Naud et al IPVC 2011 Presentation 018.04; EMA Einstein MH Human Vaccines 2011 7:12, 1- 16



HPV 16/18 CIN2+ icin yildan yila % 100 koruma:
Faz llb uzun donem takip ¢alismasi

HPV 16/18 Bivalan
iligkili asl

CIN2+ n % 95% GA

Kontrol Asi Etkinligi

Baslangig¢ Etkinlik 2.4 yil 0 3 100 NA
Calismasi

4.5 yil 0) 5 100 —7.7-100
Baslangi¢ etkinlik
calismasi ve 6.4 yil 0) 7 100 32.7-100
uzatilmis takip
calismasinin 8.4 yil 0 9 100 51.3-100
kombine analizi

9.4 yil 0 12 100 100 (<0, 100)
n = her grupta en az bir olay bildirilen birey sayisi
ITT analizi

Harper D et al. Lancet 2004; 364:1757-1765  Harper D et al. Lancet 2006; 367:1247-1255
Harper D et al. Next Generation Cancer Protection: The Bivalent HPV Vaccine for Females 2011
Einstein MH Human Vaccines 2011; 7:12, 1- 16



Cervarix® CIN3’e Karsi Etkinlik
Faz Il 34.9 ay

Asi etkinligi (96.1% CI)

Asl

Kl 5128 36.4 | 100 | 0.0038
Asl 6,303 | 0

el 5165 | 6 8.8 | 100 | 0.0146
Asi 6,794| 0 )

Kontrol 6746 3 100 | 0.1236

170.5

Paavonen J, et al. Lancet 2009; 374:301-314 HPV tipi atama analizi (ATP-E)



Cervarix®

Anormal Pap Test ve Eksizyon Islemlerine
Etkisl

TVC-naive
Azalma Asi Kontrol | Asi Etkinligi % | p-degeri

N =5,449 N = 5,436 (96.1% ClI)

Kolposkopi 14.7—36.4) < 0.0001

sonuclari

Servikal eksizyon 26 83 68.8150.0-81.2) | <0.0001
islemleri ‘

Azalma Asi Kontrol | Asi Etkinligi % | p-degeri
N =8667 |N=8,682 (96.1% Cl)

Kolposkopi 1,235 10.4 (2.3-17.8)
sonuglari

Servikal eksizyon 180 240 24.7 (7.4-38.9) 0.0035

islemleri

Paavonen J, et al Lancet 2009; 374:301-314.



25 yas ustunde Cervarix HPV asisi

Efficacy, safety, and immunogenicity of the human

papillomavirus 16/18 AS04-adjuvanted vaccine in women
older than 25 years: 7-year follow-up of the phase 3,

double-blind, randomised controlled VIVIANE study

(osetteM Wheeler, S Rachel Skimner, M Rowena Del Resano-Raymundo, Suzanne M Garland Archana Chatterje, Edvardo Lazcano-Ponce,

Jorge Salmeran, ShellyMcNeil Jack T Stapleton, Celine Bouchard, Mark G Mart ens, Deborah M Maney, Swee Chang Quek, Barbara Romanowski
(arlos SVallejos, Bram ter Harmse Vera Priepskaya, Kah Leng Fong, HenryKitchener, Galing Minking, Yong Kuer TimathyLim, Tanya Stoney,

Nahida Chakhtoura, Margaret £ Cruickshank, Alevtina Savicheva, Daniel Pereira da Silvg, Murdo Ferguson, Anco C Malin, Wim GV Quint, Kann Hardk,
Dominigue Descamps, PemmarajuV Suryakiran, Naveen Karkada, Brecht Geeraerts, Gary Dubin, Frank Stru, forthe VIVIANE Study Group®

Funding GlaxoSmithKline Biologicals SA.

Vol 16 October 2016




CERVARIX bivalan asi VIVIANE calismasi
26-35 yas 36-45 yas >45 yas

012 — — HPV 16/18
-——- Conbrod

O- 1 — — [~

= O a2 - = =
_E ___-'_‘_ T _-

£ 064 Hi -7

= W ;I: ]E ‘ i 1
-2 — 1 i I
o T T T T T T T T T T T T T 1
o & 13 18 T4 Fal £ 42 48 o4 &0 1] 72 o a4

. Time {months)
Mumbkb=sr at risk i :

HF 18 2733 2663 2603 2353 24900 2444 3353 2238 3130 1996 1950 18393 1833 1718 12049

Control Z735 2671 2626 2554 501 X443 2327 X185 zopo 1913 1EB3 1820 1760 1561 1172
Cumulative
HPA 1613 L] &1 4 I 103 116 1315 120 137 152 155 162 165 168 170
Control o o3 63 O3 102 123 139 147 157 178 1Bg o FOS  213F A7

25 yas uzerinde asi kullanimi, CIN 1 + olugsmasini engellemede

75.5% basarihdir

Wheeler CM et al. Lancet Infect Dis. 2016



Cervarix icin FDA onayi

e Servikal kanser
°CIN 2+
eServikal AIS
eCIN1

FDA BL 125259/0, 16.10.2009



Cervarix®
EMA* Endikasyonlar

» Servikal kanser
* CIN

* VIN

*VValN

*EMA: European Medicines Agency, 06/02/2014



Gardasil Klinik Program

POO5/Faz ll: llke kanih
(N =2,392)
16- 23 yas arasi kadinlar!

Uzatilmis galisma®
(N = 291)

P0O07/Faz Il: Doz Saptama
(N = 1,158)
16- 23 yas arasi kadinlar?3

P0O13/Faz lll: FUTURE I CIN/EGL (N = 5,455)
16- 24 yas arasi kadinlar*

. _ Etkinligin kalicihgi kayit calismasi
PO15/Faz Ill: FUTURE Il CIN 2/3 (I\i— 12,167) Nordic Bélgesi (N = ~4,800)10.11
15-26 yas arasi kadinlar

Kuzey Ulkeleri HPV Takip ve Hastalik
Yiku/Toplumdaki Etkililik Calismasi

Faz Ill: Guvenlik/Immunojenisite (N = 2,797)
P016/018: 9- 15-yas arasi kizlar ve oglanlar®’

P019/Faz Ili: Eriskin Kadinlarda Etki (N = 3,819)

24- 45 yas arasi kadinlar!4

Adolesan ve
geng kadinlarda Kadinlarda Erkeklerde
kullanim onay ﬂ kullanim igin ﬂ kullanim onay @
EU onayi )
2003 2004 2005 2006 2007 2008 2009 2010 2011

CIN = cx infraepithelial neoplasia; EGL = ext genital lesion FUTURE = Females United to Unilaferally Reduce EndO/ECfOCGI'ViCCl’ Disease.
1.Koutsky LA et al. N Engl J Med. 2002;347:1645-1651. 2. Villa LL et al. Lancet Oncol. 2005;6:271-278. 3. Villa LL et al. Br J Cancer. 2006;95:1459-1466.

4. Garland SM et al. N Engl J Med. 2007;356:1928-1943. 5. FUTURE Il study group. N Engl J Med. 2007;356:1915-1927. 6. Block SL et al. Pediatrics. 2006;118:2135-2145.

7. Reisinger KS et al. Pediatr Infect Dis J. 2007;26:201-209. 8. Olsson SE et al. Vaccine. 2007;25:4931-4939. 9. Rowhani-Rahbar A et al. Vaccine. 2009;27:5612-5619.

10. Kjaer SK et al. EUROGIN 2011 Congress. 8-11 May 2011; Lisbon, Portugal. Abstract PS 2-6. 11. Bonanni P et al. Vaccine. 2010;28:4719-4730. 12. Data on file, MSD .
13 Giuliano AR et al N Enal ] Med. 2011:364:401-411 14 Mupoz N et al Llancet 2009:373:1949-1957



Gardasil®in HPV 6/11/16/18
lligkili CIN ve AIS Etkinligi

Per-protocol grup; ortanca takip 3.7 yil (16—26 yas)

Gardasil® | Plasebo olgulari | Asi etkinlik, | 95% Cl

| | olgulari . (n=9,075) | % |

(n = 9,075)

|HPV 6-/11-/16-/18-
|iligkili CIN veya AIS
Tipe gore
HPV 6-iligkili
| HPV 11-iligkili
| HPV 16-iligkili
HPV 18-iligkili

'Hastaliga gére

| CIN1

. cIN2/3
AIS

AlS = adenocarcinoma in situ.



GARDASIL: FUTURE /Il Galigma Sonu

HPV 6/11/16/18 iligkili CIN 2/3 veya AIS! karsi Etkinlik
16 — 26 yas arasi kadinlar 3-4 yil izlenmiglerdir

* Protokole gore etkinlik popiilasyonu

-
120 gl Hl GARDASIL Plasebo
110
100
% 98 % 98 % 100
. azalma azalma EXi azalma
L 80 1 WEERLL) (91, 100) (87, 100)
©
> 60 4
E
L 40 -
= 29
20 -
. 22 22 0
HPV 6/11/16/18 iliskili HPV 16 iliskili | HPV 18 iliskili
n=7,864 n=7,865 n=6,647 n=6,455 n=7,382 n=7,316

aBir vaka HPV 52 ile ko-infekte; Digeri HPV 51 ve 56 ile ko-infekte.
AlIS = adenokarcinomain situ;  CIN = Servical intraepitheliyal neoplazi.
1. Kjaer SK et al. Cancer Prev Res. 2009;2:868—-878.



GARDASIL: FUTURE I/l Calisma Sonu
HPV 6/11/16/18 iligkili eksternal genital lezyonlara karsi Etkinlik
16 — 26 yas arasi kadinlar 3-4 yil izlenmiglerdir

* Protokole gore etkinlik popiilasyonu

550 _ B GARDASIL Plasebo
227
193
200 - e % 99
E azalma azalma
FREERA (97, 100) (96, 100)
(1]
> % 100
— 6 100%
K~ 100 - Azalma el
50
2 2 0 0
O T T T 1
HPV 6/11/16/18 Genital VIN 1, VIN 2/3,
iliskili EGL Sigil VaiN 1 VaiN 2/3
n=7,900 n=7,900 n=7,902 n=7,900 n=7,902 n=7,900 n=7,902

EGL = eksternal genital lezyonlar; ValN = vajinal intraepiteliyal neoplazi; VIN =vulvar intraepiteliyal neoplazi.
1. Data on file, MSD. 2. Kjaer SK et al. Cancer Prev Res. 2009;2:868-878.



GARDASIL™ [Quadrivalent Human Papillomavirus (Types 6, 11, 16, 18) Recombinant Vaccine]

Eriskin Kadinlar Etkililik Calismasi

HPV 6/11/16/18 lligkili Persistan enfeksiyon veya
Servikal/Vulvar/Vajinal Hastalik Kombine Insidans!

Ortalama Takip:3.8 yil

Related Cases

- - _ - _—— -

. Total B GARDASIL  Placebo

80 -

60 -

40

20 +

86

Reduction
(78, 95)

91%
Reduction
(78, 97) (58, 95)

84%
Reduction

10
9 9
0 I

o I

24-to 45-Year-Olds ~ 24-to 34-Year-Olds  35- to 45-Year-Olds
n=1,601 n=1,599 n=7as n=790 n=816 n=809

SEfficacy after 3 doses in women 24-45 years of age naive to the relevant type at baseline.

1. Castellsague X et al. Br J Cancer 2011; May 31 [Epub ahead of print] 23



Gardasil®in Anormal Pap Test ve
Islemlere Etkisi

Plasebo
Asi grubu grubu
(n =4,616) | (n =4,679) | Azaltma, % 95% ClI

Pap test sonuclari

ASCUS HR-pozitif veya lizeri | 10-24 |
ASCUS HR-pozitif | 9-34 |
LSIL | 9-24 |
ASC-H | 10-55 |
HSIL | 4-69 |
AGC | NA |
Prosedur
Kolposkopi | 12-27 |
Servikal biopsi | 14-29 |
Definitif tedavi | 2854 |

Olsson SO & Paavonen J. IPVC, 2009



CIN ile lliskili HPV 6/11/16/18 Tiplerinde
Gardasil® Etkisi

Seronegatif / PCR-negatif Seropozitif / PCR-negatif

GARDASIL GARDASIL

| ™ olgulari Plasebo olgulari Plasebo
End Point End Point

Herhangi bir HPV tipi ile enfekte olan olgular diger 3

tipe karsi da buyuk oranda korunmus olacaklar

) -CIN veya 2

AlS

Seroneaqatif / PCR- Seropozitif / PCR-pozitif

GARDASIL GARDASIL
alaylari Plasebo

olgulan

End Point Terapotik etki

(N=797) 68) (N=580)

HPV yOktur

6/11/16/18-
CIN veya -CIN veya
INE Al

Tablolardaki olgular 1. glinde pozitif olan HPV tipleri ile agilanan ve buna baglh gelisen CIN olgularidir



Gardasil®in HPV Tip iliskili
Genital Hastaliklara Etkinligi

. GARDASIL AAHS Control
Sl N | Number of cases N | Number of cases A el
HPV 16- or 18-related VIN 2/3
Study 2 231 0 230 0 Not calculated
Study 3 2219 0 2239 6 (100.0)(14.4, 100.0)
Study 4 5322 0 5275 4 100.0§-50.3, 100.0)
Combined Protocols® 7772 0 7744 10 (100.0)(55.5, 100.0)
HPV 16- or 18-related ValN 2/3
Study 2 231 0 230 0 Not calculated
Study 3 2219 0 2239 5 (100.0)-10.1, 100.0)
Study 4 5322 0 5275 4 100.0 [-50.3, 100.0)
Combined Protocols® 7772 0 7744 9 \ 100.0)(49.5, 100.0)
HPV 6-, 11-, 16-, or 18-related Genital Warts
Study 2 235 0 233 3 (100.0 (+139.5, 100.0)
Study 3 2261 0 2279 58 100.0}(93.5, 100.0)
Study 4 5404 2 5390 132 98.5[(94.5, 99.8)
Combined Protocols* 7900 2 7902 193 [ 99.0)(96.2, 99.9)
HPV 6- and 11-related Genital Warts
Combined Protocols’ | 6932 | 2 6856 | 189 | (C99.0)96.2, 99.9)

PPE grubu 16-26 Yas kizlar ve kadinlar
FDA 9883613, 06/2010




Erkeklerde GARDASIL HPV 6/11/16/18 iligkili
eksternal genital lezyonlara karsi etkinlik

20 ] B GARDASIL
90.6%
40 - Reduction Placebo
(70, 98)
W
@
§ 30 -
-
3
T 20
@
o
10 -

3
0 L m—

n=1,394 n=1,404

HPV 6-, 11-, 16-, or 18-Related
External Genital Lesions

1. Haupt EM. Presented at: Advisory Committee on Immunization Practices (ACIP). 24 February 2010.

http://fwww.cdc.gov/vaccines/recs/acip/downloads/mtg-slides-feb10/02-6-hpv.pdf. Accessed
hMarch 15, 2010.



Gardasil®
Eksternal Genital Lezyon ve Enfeksiyonlarda

Etkinligi




Servikal, vaginal, Anal sigiller
vulvar kanser
AIN ve Anal

Genital sigiller kanser
CIN1, 2,3
Servikal AlS
VAIN 2, 3

Undiferansiye
VIN (VIN2,3)

AIN ve Anal
kanser

Erkekler

(-
0
=
S
C
4
v
>
(-
0
N
4

FDA 11/2010



Erkekleri HPV 16°ya karsi
asilamak sinirli ilave yarar saglar

>

- Vaccinate 10% of womon
8 - alone

-« Vaccinate 10% of women and
men

— Vaccinate 10% of 15 year old
and 30% of 20 year old
WOMEDN

- accinate 80% of women
alone

100 000 women

Vaccinate 90% of womon and
0 ' ] ' ' nen

0 10 20 30 40 S0 60 70 80
Time in years post vaccination

Annual HPV 16 ICC Incidence per

Barnabas RV, et al PL0S Med 2006;3(5): el13



gHPV asinin

onayh oldugu ulkeler Kasim 2016
g HPV 132 iilkede onayli (27 GAVI iilkesi dahil)

Cyprus Kosovo Romania
Aer Qq Czech Republic Latvia Russia
Denmark Lithuania Serbia
Kuze Albania Estonia Luxembourg Slovakia
H i Finland Macedonia Slovenia
Amerika Armenia \
e Austria France Malta Spain ope
Azerbaijan Germany Moldova Sweden ASVG PGSIfI k
Canada Belarus Greece Montenegro Switzerland
Mexico Belgium Hungary Netherlands Turkey & J a po nyq
USA Bosnia/Herzegovina+ Iceland Norway Ukraine -
. . Australia
Bulgaria Ireland Poland United Kingdom Bangladesh+

—

Croatia Italy Portugal Bhutan

° Brunei
Caribbean & ' " el Cambodia+
X . = Georgia
- L S = 3 9
O”'CI ! N X - 5 i = Hong Kong
o ; 4 L India+
Ame"ka =a ! e ) » Indonesia
j . - b Japan
Aruba 11 o ‘1'[ .'."- " ﬁgrz:é(hsian
gafi:;lca Egypt Namibia m«:laysia
Dominican Republic O_riq Ethiopia+ Ngsgr‘ar
Custemala Dogu& g ::g::;,{ New Zealand
Honduras . Oman Pa.k.isia.n+
Jamaica . Afrlka Ghana+ Qatar . ' SP!uhppmes
Nicaragua+ Bahrain Guinea+ Rwanda+ s:'??:r?l::e
Panama Botswana Israel Saudi Arabia Taiwan
Trinidad/Tobago Burkina Faso+ IJrgrr:!on ::x;grﬁgfa Thailand
- Cambodia K + T N Turkmenistan
Arger.lhnq Cameroon+ Kﬁ:/):i’t ngigia Uzbekistan+
:ollv.lya C.AR.+ Lebanon UAE Vietnam+
razi Chad+ .
Chile (1] Malawi+ Uganda+
Colombia Gun ey gg:gg (DRC)+ mq"*"f ;ems_"
Ecuador o Cote d'Ivoire+ auritius ambia+
Paraguay Amerika Morocco
Perv
Urugua
Vengezu);la GAVI — Eligible Registration Approvals (27 out of 56): Bolivia, Bosnia/Herzegovina, Burkina Faso,
Cameroon, Central African Republic, Chad, Congo (DR), Cote d’lvoire, Ethiopia, Ghana, Guinea (Conakry), India,
Kenya, Kyrgyzstan, Malawi, Mali, Mauritania, Nicaragua, Niger, Nigeria, Pakistan, Rwanda, Tanzania, Togo,
Uganda, Uzbekistan, Vietnam, Zambia.




HPV asisini Ulusal Asi Programinda

uygulayan

3

North America

USA**
Canada**
Mexico

7 =3
Caribbe Central America

Puerto.R s
Panama
Bahamas (4
Barl:g_a~d 4

Bermuda =
Trinidad & Tobago** .
Cayman Islands

St Martin (COM - part of )

South America lO

Argentina ®

Brazil**

Peru

Guyana -
Colombia
Uruguay
Paraguay
Surinam
Brazil
Chile
Ecuador

~SPo,
<

EFUNDING
4v/9vHPV Only
2vHPV Only
Both vaccines
*Male Recommendation
**Male Reco & Funding

ulkeler:

n=66

Kasim 2016

27

GAVI Demo Projects (23)

Benin, Burundi,
Cameroon, Cote d’lvoire;
Gambia, Ghana, Kenya,
Laos, Liberia;Madagascat,
Malawi, Mali, Mozambique,
Niger, Senegal, Sierra
Leone;-Solamon Islands,
Tanzafnia; Togo,Zimbabwe

-l

1

<3

Middle East & Africa

Botswana
Kuwait

UAE

Lesotho
Kazakhstan
Libya

Israel**
Rwanda (GAVI)
South Africa
Seychelles

Uaganda (GAVI)

Asia Pacific
Australia**
New Zealand*
Malaysia
Brunei

Macau

Europe
Austria**

Belgium
Bulgaria

Croatia**

Czech Republic
Denmark

Finland

France

Germany

Greece

Iceland

Ireland*

Italy

Latvia

Luxemburg
Macedonia
Netherlands
Norway s,
Portugal

Romapia

Slovgnia

S

8weden
Switzerland**
Liechtenstein**
United Kingdom
Uzbekistan (Gavi “16)
Hungary

Sadece kadin: 54 ulke; Kadin-erkek: 12 ulke



Aslyl Ulusal Programina Alan
Ulkelerin Uygulamalari

Avustralya|

Yas| [o] [10][11][12][13] 14][15] 16 [17] 18][a9][20] 21][22] [23] [24] 2] [2¢]

Hedef yas

Avusturya | |

Belgika

Telafi yag1 [

Kanada| | |

Danimarka|
Fransa|
Almanya|
Yunanistan|
italya
Liiksemburg
Norveg
ispanya
Isveg

f

Hiiﬂﬂ

isvigre

ABD
Birlesik Krallik

Wright TC Jr, Gynecol Oncol, 2008



Kuzey Amerika:

USA**
Canada**
Mexico

Giiney Amerika

Argentina
Ecuador
Brazil
Panama**
Costa Rica**
El Salvador**
Honduras**
Dominican Rep
Guatemala
Nicaragua**
Chile**

Peru
Columbia**

Orta Dogu ve Afrika

Israel (16-26)
Lebanon**
Qatar**

South Africa**

sIndications based on data from Protocol 20
**Includes anal cancer and/or AIN indication

GARDASIL Ruhsati*: Erkek Endikasyonu

76 Ulkede ruhsath— Anal kanser endikasyonu 20 iilkede

Avrupa

Bosnia
Iceland
Macedonia
Mentenegro
L 1 Russia
Switzerland

27 EU Member States Belarus

Croatia

Liechtenstein

Ukraine
Norway
Serbia
Turkey

L
L]

Asya Pasifik
Georgia
Kazakhstan
Kyrgyzstan
Uzbekistan
Philippines**
Malaysia**
Macau
Australia**
New Zealand**
Hong Kong
Singapore**
Taiwan (16-26)
Thailand
Korea**
Brunei**
Indonesia**




q HPV Asisi Efkililik verisi bulunan Ulkeler (Temmuz 2012)

Program
Baslangici

Program Tipi

Primer Kohortun
yas! (yil)

Yakalama
Programi

Erkek Asilamasi

| L7 *
S « *

*

Avustralya
2007

Okul Bazli

12 - 13

13 yasindan 26
yasina kadar
2-yil okul ve
bazli yakalama
programi

2012

A.B.D.
2006

Klinik Bazli

11-12

13 - 26

istege bagli2009;
universal 2011
(11-12 yas; 21
yasina kadar
yakalama)

Isveg
2006

Klinik Bazli
(Okul Bazli
2012’de basladi)

13-17
(11 - 12 okul bazh
programda)

2012 ‘de 13 - 18
yas arasinda
baslayacak

Su anda yok

Almanya
2007

Klinik Bazli

12 - 17

Su anda yok

Su anda yok

Belgika
2006

Klinik Bazli

12 - 13

18 yasa
kadar

Su anda yok



Avustralya’da ulusal HPV asi
programi

gqHPV asisi
12-13 yas (okul)
13-26 yas (catch-up)

Nisan 2007

+

gHPV asisi
12-13 yas (okul)
14-15 yas (catch-up)




Avustralya’da Dogmus 21 Yas Alti Kadinlarda

Genital Sigillerin Gorulus Dagilimi
Z  x

NS « *

*

.

20 ;

18

16
14

12
10

Percent

O N b OO @

D O D O D O AD O 0D O o O @ O O 2O
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DD D

Donovan B, Lancet Infect Dis 2011




Asilama programi sonrasi erkeklerde

HPV prevalansi

Fernale vaccination Malevacdination
10— programime (Apil, 2007) programme {Febirvary, 2013
—4— Amy HPY ganotypa
F0 - HPV genotypes 6, 11
an —i— HPY genotypes 16, 18

HPV ge notype prevalence (%)
(¥ g}
=]
l

20

Chow E et al. Lancet Infect Dis 2016



Seksuel Partner Cinsine Gore Genital

Sigillerin Erkeklerde Dagilimi sy=

Half year

= Heterosexual men

18
NS 16
%14_ - Ptrena=0.35
=
(_3 3 \_\—\ Ptrend<o'001
S
o 10
=
S \\./'—l—-\ P
.; 6
5 Pyoq=0.03 — -
e 4 PtrendEG-19
o
2 : - 5 .
Prevaccine period Vaccine period
O T T T T T T T T
» 2] o o QA QA Qo) Qo) ) ) Q Q
FTFTFSFLFSLFSFSFLFS S S SS
,\51« ,v‘l' ,\flv ,VW v ,‘;v ,\flv ,v"b ,\flv ,v‘b ,\flv ,v‘b ,\flv ,V‘L
DR RQX R QD RRXTRRXITNRRIIRRT R

== Men who have sex with men

Donovan B, Lancet Infect Dis 2011

| ***

-35%



Australya’da etki — Asi kapsama > % 70
Kadinlarda genital sigiller

(Melbourne Sexual Health Centre)

Asilama programinin
% of new patients baslamasi (Nisan 07) B %MSW <21

diagnosed with GW
25% H %Women <21

20%

15%

10% A

5% -

0% -
July 2004-June July 2005-June July 2006 - July 2007- July 2008 - July 2009 - July 2010 -
2005 2006 June 2007 June 2008 June 2009 June 2010 June 2011

Gardasil ile asilamanin baslamasindan sonra yeni genital sigil
olgularinda % 90 azalma

Adapted from Read TRH et al. Sex Transm Infect 2011



Yas Gruplarina Gore Kadinlarda
Genital Sigillerin Hastane Tedavileri

NLZ
1IN « *

X

450 -

400 -
350 -

300 -

Number

250 - —4—15-24
200 - —-25-34

100 -
50 -

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011

Australian Medicare Data



Avustralya’da asilamanin H SIL uzerine etkisi
qHPV Asi Programindan Once ve Sonra

18 y alti
1-60 — Asilama programinin
bagl:amam
™ o i
1-20 ® i
2 i
E’ 2 '
& 080- |
E 1
:
3 :
% 0-40 ,:I
0 I T I — T ] —

Gross et al. J Pediatr Adolesc Gynecol 2010
Brotherton JM, Lancet 2011

- 2003 2004 2005 2006 2007 2008 2009 2010
Year

Bu yas grubunda, agi oncesi ve sonrasi arasinda,
uygulamadan yaklasik 3 yil sonra ~ % 50 azalma
gozlendi, azalma devam ediyor.

Ayni sekilde erken etki ABD de de anormal smear’ler
uzerinde gorulmektedir.



gHPV Asisindan sonra Kaliforniya’da
Genital Sigil insidansi

- 2006 ABD’de gHPV asisinin kadinlara uygulanmaya baglanmasi.!
— Primer kohort: 11-12yas
— Yakalama Kohort: 13 - 26 yas
« 2010 13 -17 yas arasi adolesan kizlarin % 32’si her u¢ dozu da
almisti.?
« 2011 sonunda, CDC HPV asi uygulama onerisini, 11 — 12 yaslan

arasindaki erkeklere de (21 yasa kadar yakalama ile)
uygulanmasi yoniinde genisletti.>

CDC = Centers for Disease Control and Prevention; gHPV = quadrivalent HPV.

1. Centers for Disease Control and Prevention. ACIP provisional recommendations for the use of quadrivalent HPV
vaccine. August 2006.

2. Centers for Disease Control and Prevention. MMWR. 2011;60:1117-1123
3. Centers for Disease Control and Prevention. MMWR. 2011;60:1705-1708.



gHPV Asisindan sonra Kaliforniya’da
Genital Sigil insidansi Sonugclar?

PACT programi, Yas gruplarina gore genital sigil tanisi 2007 ‘den 2010’a.
Genital sigil ort tani: Kadinlar % 0.7 Erkekler % 3.3
Hem kadinlarda hem erkeklerde en yuksek oran 21-25 yas geng erigkinlerde
gorulmektedir En dusuk hiz>30y

1.2 4 6.0
© 1.0+ Y 21-251 P<0001)) & 5.0 l P <0.001
% w _(]9‘) -/'-\-\@ 25)/ (D
S ® 2
=
Z 08 . c 4.0+ Yas 26-30y ] P =0.05)
= Yas 26—30yI(P =0004) 5
c e c

_| ) O -
S 06 < S 30 . o
E) ,,,,77\:/ @
Soa : : : s
= Yas 23 ’YI(P =0005) E Yas =31y  Dedisim yok
3 02- 3 10-
‘ 0.0
2007 2008 2009 2010 2007 2008 2009 2010
Yil Yil
Kadin 1.754.000 Erkek 258.000

<21 y kadinlarda, genital sigil tanisi %0.94’ten %0.61’e dugmustur (P trend < 0.001)
Disus <21y; 21-25y kadinlar, <21 y; 21-25 y erkeklerde goriilmustur

PACT = Planning Access Care and Treatment; qHPV = quadrivalent HPV.
Bauer HM et al. Am J Public Health 2012;102(5):833-835



Isveg’te gHPV Asisinin istege bagh
uygulamasinin Populasyona etkisi

Genital Sigil Vakalarinin 2007 ve 2011 I
0 41 arasindaki azalmasi N e
azalma 0% 29
Yillk J azalma %10
ortalama azalma

dusus

100000/ Yillik

ortalama
diisiis Yilhk
100.000/ ortalama

dusus
0.7 vaka 100.000/

0.5 vaka D
@)
£
by
c
<

0.2 vaka

- Kadinlar Erkekler - Kadinlar Erkekler
Y Y
15 - 19 yas 20 — 24 yas

15 — 24 yaslarn arasindaki gen¢ kadinlardaki genital sigil
vakalarindaki azalma gHPV asisina bagli olabilir.

*Podophyllotoxin is used only to treat GW and is the first-choice treatment for GW in Sweden.
Wikstrom A et al. Presented at the EUROGIN 2012 Congress. Prague, Czech Republic. July, 2012. Abstract SS 12-1.



qHPV asisi uygulanmaya baslamasindan sonra
Almanya’da Genital sigil insidansi -

« 2007 Mart ayindan beri 12 — 17 yas arasi kadinlara
HPV asisi onerilmektedir.

Saglik sigortasi asiyi geri odemektedir.

* Bu genital sigil insidansini degerlendirmek i¢cin 2005
ve 2008 yillar arasinda yapilan retrospektif bir
calismadir.

Veriler yasal saglik sigortasi organizasyonu (6
milyondan fazla sigortalisi olan) kullanilarak
toplanmistir

(Alman nufusunun %8’den fazlasi)

ICD-10 = International Classification of Disease, Tenth Revision; qHPV = quadrivalent HPV.

Mikolajczyk RT et al. Presented at the EUROGIN 2012 Congress. Prague, Czech Republic. July, 2012. Abstract SS12-3.



qHPV asisi uygulanmaya baslamasindan sonra
Almanya’da Genital sigil insidansi -

2007 ikinci ¢ceyreginden baslayarak
GS’lerin kadinlardaki insidansi azaldi
(15 ile 19 yas)

Tum GS’lerin insidansi arth
(10ile 79 yas)

350 350
S 300 g 300
o o
8 250 g 250
— 196 -
8200 148 0 5 200
Q. o
® 150 - o 150
< c
$100 | g 100
£ 50 9 50

0 - 0

2005 2008
Year Year

Bu veriler bu geng yetigskin kadinlardaki genital sigil insidansina
asilamanin etkili oldugunu dustndurdu J

GS = genital warts;  gqHPV = quadrivalent HPV.

Mikolajczyk RT et al. Presented at the EUROGIN 2012 Congress. Prague, Czech Republic. July, 2012. Abstract SS12-



qHPV asisi uygulanmaya bagslamasindan sonrasinda
Belcika’da Genital sigil insidansi l l

« 2006 yilindan beri 12 — 18 yas arasi kadinlarda HPV asilamasi
onerilmekte

2003 ve 2011 yillar arasinda genital sigil insidansini gostermek
icin yapilan retrospektif gozlemsel bir calismadir

* Degerlendirilen papulasyon:
— 6-20yas arasi 55,193 kadin, 13,117’si qHPV asisi ile agilanmistir.

« 435 genital sigil vakasi gozlenmistir
— asilanmayan kadinlarda 423

12
| Astlanmis | Agilanmamis | p Degeri

Genital Sigil kumulatif % 0.12 % 0.93 P<0.0001
insidans

— asih kadinlarda

16 — 20 yas arasi asilanmamig kadinlar agilanmis kadinlara gore 8 kat daha fazla
genital sigil riski tasimaktadir.

qHPV = quadrivalent HPV.
Van Tielen R et al. Presented at the EUROGIN 2012 Congress. Prague, Czech Republic. July, 2012. Abstract P 2-1.



Yeni Zelanda
Genital Sigillere Asinin Etkisi

0 Males <20y
@ Females <20y

vizitteki ylizdeleri

—
[ =
e
Q9
>
Q
l=
0
>80
‘"
©
-t
[ =
(b}
O

2007 2008 2009 2010

22010 yih sadece ilk alti ayina ait veri mevcuttur: 2007-2010 arasinda 40,793 yeni katilimci
(11-12 yas kizlarda okul asilamasi, 20 yasa kadar telafi asilamasi)

Oliphant J, N Z Med J 2011



HPV Genoprevalansinin Asilama Oncesi
ve Sonrasi Hizlari

37.6%
31.2%

28.7%

Prevaccine

B Postvaccine

X
>
a.
- -
[T
o
Q
o
c
K
o
>
@
S
Q
o
c
Q
o

6.7%

. .

Any HPVtype  HRHPV HR HPV excl HPV 6,11, 16,
16 & 18 18

Genotype

Garland S, EUROGIN 2012




HPV Asilamasinin Erken Etkileri
(NHANES Survey) ABD

14-19 Yas kizlarda HPV-tip prevalansi (ABD)

B
N B

£
e
g 10
(1]
>
Q
} .
Q.

7,1 j]r

3,6

HPV 6/11/16/18 HPV 16/18

Prevaccine era (2003-2007) W Postvaccine era (2007-2010)

Cl=confidence interval; NHANES=National Health and Nutrition Examination Survey.
Markowitz L, Journal of Infectious Diseases Advance Access published June 19, 2013




Impact and Effectiveness of the Quadrivalent Human
Papillomavirus Vaccine: A Systematic Review of 10 Years of
Real-world Experience

Suzanne M. Garland,” Susanne K. Kjaer? Nubia Mufioz.? Stan L Block." Darron R. Brown,® Mark J. DiNubile.* Brianna R Lindsay.* Barbara .J. Kuter,®
Gonzalo Perez,*’ Geraldine Dominiak-Felden,® Alfred J. Saah® Rosybel Drury,® Rituparna Das,® and Christine Velicer®

Asilama sonrasi HPV 16/18 prevalansinda azalma

Ausiralia, 18-24 wo 2S00
(Tabrizi 2014) TS5

Suasioralia, =25 L=
(Chow 2015) TE2%
UsS, 14-19 yo S22 %0

i Markowitiz 2078) S3%0
=, &S24 =50

i Biarkowuitr Eﬂijéﬁ L 5590
S, 14-20 yo 59550

[ Schilechy 2012) 838 %%

UsS, 14-17 yo

CCummings 2012) FoL,
S, 13-26 wor
(FKahm 2012) 57 %%

LIS, &0-29 o
[(Chmme 2015 N

Sweden, 13-22 2%
[ Soderunc-Sirand 3::1:'3} 45 o

Belgium, 15-19 g =
| Polla o 21:-13-::; =50

Balgmrm A0-24 yos 1475

(Delera 2014) -
T L] |
0% 20% 40T, 0% B0 1 D25
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Clinical Infectious Diseases™ 200663141519-27



gHPV Asisinin Gercek Dunya Etkinlik
Erken Sonuglari: Ozet

gHPV asilamasindan sonra genital sigil
oranlarinda belirgin dusus saptanmistir

Global olarak qHPV asisiyla asilanan
genc¢ kadinlarda HPV enfeksiyonu ve
iligkili hastaliklarda belirgin dusus
saptanmistir



Proflaktik Asilarin Etkinligi: Sistematik
Bir Review & Meta-Analysis

B. CIN2+ associated with HPV 18

Vaccine Control Risk Ratio Risk Ratio
Study Events Total Events Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
Intention-to-treat populations
FUTURE Il & 6087 29 6080 0.21[0.09, 0.50)] ‘@_
Harper et al 0 4381 o 470 Mot estimable
PATRICIA 2 7455 24 7480 0.08[0.02, 0.35] —&8—
Total {95% CI) 8 14023 53 14030 0.16 [0.08, 0.34] ‘

Heterogeneity: Chi* = 1.10, df =1 (P = 0.29); I = 9%
Test for overall effect: Z = 4.76 (P = 0.00001)

Per-protocol populations
FUTURE Il 0 5085 11 4970 0.04[0.00, 0.73] -

PATRICIA 2 6794 15 67456 0.13[0.03, 0.58]
Total (95% CI) 2 11849 26 11716 0.10 [0.03, 0.38]

Heterogeneity: Ghi? = 0.48, df =1 (P = 0.49); I = 0%
Test for overall effect: £ = 3.39 (P = 0.0007)

0002 01 1 10 500
Favors vaccine Favors control

Beibei Lu, BMC Infect Dis 2011



HG SIL Tedavisi Sonrasi HPV Asilamasi

« 2007-2010 /37 olgu

 LEEP yapilip takip edilen CIN 2-3
—Asilanan 360 olgu

—Asilanmamis 377 olgu

- lligkili HPV tipleriyle rekiirren
hastalik:

—Asili grupta % 2.5
—Asilanmamis grupta % 8.5

(HR=2.840; CI: 1.335-6.042; p<0.01)
Kang WD, Gynecol Oncol, 2013



HPV Asilamasi Sonrasi Seksuel Davranis
« 339 olgu (13-21 vy kizlar)

seksuel iliskide bulunmamis % 42.5
onceden seksuel iliskide bulunmus % 57.5
olguda STl acisindan devam eden

donemde OR 0.13, 95% [CI] 0.03—0.69)

 HPV asilamasindan sonra seksuel
davranis deqisikligi gosterilememistir.

All (n=339)  Sexually Experienced at  Sexually Inexperienced

Baseline (n=193) at Baseline (n = 144)
Mean (SD) Mean (SD) Mean (SD) Pvalue®
Risk perceptions (5-item
subscales)
Need for safer sexual 16 (1.6) 1.6 (1.7) 15 (1.4) 059
behaviors”
STl risk perceptions® 39(20) 3.7 (21) 4.0 (2.0) 0.18

Mayhew A, Pediatrics 2014
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15

10

Percentage vaccinated

Isvec’te qHPV Asisinda uyum pg s
.

Vaccination Coverage Rates

32%

NQo7
LU /0

10%

~0%

15 to 19 years old 20 to 24 years oIdJFemoIes, aged 20 Males, any age

Males c:rY\d females
Age

gHPV = quadrivalent HPV.

Wikstrom A et al. Presented at the EUROGIN 2012 Congress. Prague, Czech Republic. July, 2012. Abstract SS 12-1.
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48.7% of adolescent
80 girls aged 13-17 y
recenved ot loast 1 dose
70 of the HPV vaccine

32% recoved all 3
racommendad doses

50
40
30
20

HPV vaccination coverage (%)

21 dose 3 dose

8

90
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HPV Asilari Uygulama

Temel hedef 11-12 yas kiz ve erkekler

Tercihan seksuel aktivite baslamadan

Catch-up (Telafi) asilama 13-26 yas kadinlar; 6zel
durumlar hari¢ 13-21 yas erkekler

45 Yasa kadar kadinlarda endikasyonludur, bHPV'de
yas ust sinir yoktur




Asi Oncesi

HPV
Servikal enfeksiyonu
smear veya tip
tayini

GereKil
deqildir




2 dozvs 3doz

Immunogenicity of 2 Doses of HPV Vaccine

in Younger Adolescents

vs 3 Doses in Young Women GHPV asis:
A Randomized Clinical Trial

Faz 3
calisma

Kanada hiikiimeti destekli I*I

Primer amag: 2 ve 3 doz takvimlerinde HPV 16/18 Ab

cevabi

Dobson SRM et al JAMA 2013



Calisma Dizayni

/ n=€f25 \

Grup 1 Grup 2 Grup 3
9-13 yas 9-13 yasg 16-26 yas
n=256 n=260 n=302
gqHPV: O ve 6. ay gHPV: 0, 2 ve 6. ay

Primer sonug: /. ayda (son dozdan 1 ay sonra) anti-HPV 16
and 18 geometrik ortalama titreleri

Dobson et al JAMA 2013



Orta donem takip

24. ay 36. ay
Anti-HPV 6 (0.6%-708.97) (0.406?(56-90)
Anti-HPV 11 (0.7%"817_09) (0_5%,7f,03)
Anti-HPV 16 (0.6%,812.02) (0.5%,812-20)
Anti-HPV 18 (0.3%’43_68) (0_2%,481_74)

Non-inferiority: >0.5

Dobson et al JAMA 2013
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MSD

~1 European Medicines Agency’s Committee

% for Medicinal Products for Human Use’dan
Gardasil’in

E 9-12 yas arasi adolesan kiz ve erkeklerde

=~ 2 doz uygulama igin

=1 olumlu gorus aldigini duyurur

"We are delighted of the CHMP's positive opinion, said Dr Benoit Soubeyrand, Director, Medical Affairs Europe for Sanofi Pasteur
MSD "and we are very proud to be able to propose a simplification of the dosing regimen of this important vaccine, which may

Pra

18 Dec, 2013, 08:00 GMT

enable better vaccine coverage in adolescent girls and boys." Pivotal Study of Investigational
9-Valent HPV Vaccine Demonstrates

The European licence application is supported by the results of a study performed in Canada by Dobson et al. "1 It demonstrates Additional Protection Against

that antibody levels 1 month after a 2 dose schedule (0,6 months) of Gardasil in 243 girls 9-13 years old are non-inferior to the HPV-Related Disease

ones observed 1 month after a 3-dose schedule (0, 2, 6 months) in 272 16-26 years old women, population in which efficacy has 04 Nov, 2013, 12:30 GMT

RS [ T S S |



Human Vaccines 7:12, 1374-1386; December 2011; @ 2011 Landes Bioscence

Immunogenicity and safety of the HPV-16/18
ASO4-adjuvanted vaccine administered
as a 2-dose schedule compared
with the licensed 3-dose schedule
Results from a randomized study

Barbara Romanowski,* Tino F. Schwarz,? Linda M. Ferguson,® Klaus Peters,* Marc Dionne,” Karin Schulze,® Brian Ramjattan,”
Peter Hillemanns,? Grégory Catteau,? Kurt Dobbelaere,® Anne Schuind™ and Dominique Descamps?®

(. -EVARRIX

9-14 yas araliginda 2 doz asilama yeterli
— Yuksek immunolojik yanit

Romanowski B. Human Vaccines. December 2011



Cervarix 1+1 Doz Onayi

-llk dozu 9-14 yas arasinda 2 dozluk
asilama
— 9-14 yas arasi: 0- 6. ay olacak sekilde 2 doz
— 14 yas ve ustu: 0-1- 6. aylar olacak sekilde
3 doz

‘Uygulama pozolojisinde ust yas sinir
bulunmamaktadir.



HPV Asilari Kime ve Nasil
(EMA)

 pHPV
—9-14 yas kizlar iki doz (0.- 6. ay)
—>15 yas Kizlar ve kadinlarda 3 doz
 qHPV

—9-13 yas kiz ve erkeklerde iki doz
(0.-6. ay)

EMA: European Medicines Agency, 06/02/014



Tek Doz ?7?77?

Henuz klinik calismalarla
kanitlanmis bir bilgi olmamakla
birlikte, NCI Costa Rica
calismasinda tek doz asi
uygulanan olgularda da stabil ve
uzun sureli serum antikorlari elde
edildigi saptanmistir.

Lowy D. Ulusal Kanser Haftasi Sempozyumu. Ankara. 02.04.2014



Immn Bellek

10,000
Immune bellek
gosterilmistir
1,000
100 Gardasil

n=78

ﬁ\ ﬁ\ Plasebo (Sero (-) ve PCR (-) \’

n=70 _l,
023 67 12 18 24 30 36 54 60/‘\61

Aylar 60+1
ay

GMT 95% CI
[log,, scale])

=
o

Asilama 0., 2. ve 6. aylar
Immune challenge 60. ay

Olsson SE, Vaccine, 2007



Tekrar Doz (Rapel)

Tekrar doz

immiin bellek varlig: 5. yil

@ sonunda gosterildiginden gerekll

degildir
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A Randomized, Observer-Blinded Immunogenicity Trial
of Cervarix® and Gardasil® Human Papillomavirus
Vaccines in 12-15 Year OIld Girls

Eve Draper’', Sara L. Bissett', Rebecca Howell-Jones?, Pauline Waight?, Kate Soldan?®, Mark JitZ,
Nicholas Andrews?®, Elizabeth Miller?, Simon Beddows'*

1 Wirus Reference Department, Health Protection Agency, London, United Kingdom, 2 HIV/STI Department, Health Protection Agency, London, United Kingdom,
3 Statistics, Modelling and Economics Department, Health Protection Agency, London, United Kingdom, 4 Immunisation, Hepatitis and Blood Safety Department, Health

Abstract

Backgroypd: §h neration of Human Bage aygus @PV) vacqggnes, Cervarix® and Gardasil®, exhibit a high
degree Db F\i riai!ﬁst tife JWp kv}l Ae[ﬁf;lin the vaccines (HPV16 and HPV18).
High levels of heltralizing antibodieS are elf@§itéd agdinst the vaccin ! ent with preclinical data showing that
neutralizilg antibodies cgp mediate tyge-specific protection in the ghsence gf other immune effectors. The vaccines also
confer prRthcy m 5 I mgmp Ij:: m ear to differ in their
degree o E!-Ir t m; 05 a l . sought to compare

the breadth and magnitudes of neutralizing antibodies against non-vaccine types elicited by both vaccines and establish
whether such antibodies could be detected in the genital secretions of vaccinated individuals.

e 2 A G S RIY B C RV KB, M (o A B SR ey

types were brgader and, of higher magnitude in the Cepvarix®, compared to the Gardasil®, ygccjnaged individuals. Leyels of
e F GG ONMIZE-GOTIOPAOTII OFy soc kD QA B we A 0Tk
with Cervarix® having a media™2.5 (inter-quartile range, 1.7-3.5) fold higher ge®fhetric mean HPV-specific IgG ratio in
serum and genital samples than Gardasil® (p=0.0047). There was a strong positive association between cross-neutralizing

antibody seropositivity and available HPV vaccine trial efficacy data against non-vaccine types.

Conclusions: These data demonstrate for the first time that cross-neutralizing antibodies can be detected at the genital site
of infection and support the possibility that cross-neutralizing antibodies play a role in the cross-protection against HPV
infection and disease that has been reported for the current HPV vaccines.

Competing Interests: The authors have declared that no competing interests exist.
Received October 24, 2012; Accepted March 12, 2013; Published May 1, 2013 supported by the United Kingdom Medical

Research Council

PLOS ONE | www.plosone.org May 2013 | Volume 8 | Issue 5 | e61825



NOTRALIZAN ANTIKOR ORANLARI VE GMT
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Draper E etal PLOS ONE 2013; 8(5): 61825



GENITAL SEKRESYONLARDA
NOTRALIZAN ANTIKOR ORANLARI VE GMT

100 HPV31 N oo PV

enital sekresyonlardaki notralizan antikor
seviyeleri Cervarix’de 2,5 kat daha fazla elde
edilmistir.

0 2 7 12 0 ) 7 19

Ik kez g“e‘n‘i‘tal Balgéde cross-neutralizing
antikorlar gosterilmistir

Cross-neutralizing antikorlarin HPV
enfeksiyonuna karsi korumada rol

alabilecegini desteklemektedir

ervarix (mavi ardaasl Irmizi

Draper E et al. PLOS ONE 2013 ;8(5): 61825



Capraz Koruma Asi Etkinligi
(Costa Rica Calismasi Sonuclarr)

« HPV tip 31, 33 ve 45'e karsi kismi etkinlik
gozlenmigsken asilamadan sonraki 4. yilin
sonunda dusus gorulmustur

 HPV 31 icin u¢ marker’la (HPV 16 Ab

seviyeleri, HPV 31 notralizasyon potansiyeli
ve HPV 16 aviditesi) multivaryan OR 0.51 (CI

95%: 0.33-0.80)

Marker’lardan hicbiri HPV 45 ve herhangi bir
diger HPV ile belirgin koruma iligkisi
gosterememistir

Safaeian M, Hum Vaccin Immunother 2013



Etki suresi agisindan 6 aydan uzun suren persistan
infeksiyona karsi capraz etkinlik: Bivalan Asi Calismalari

En kisa takip suresine sahip ¢calismadan (PATRICIA, ~4 yil) uzun sureli takip
calismalarina kadar (HPV-007, ~6 yil; HPV-023, 9+ yila kadar) etkinligin zaman
icinde azaldigi gorulmekte.
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100 - — T

A

Qo
(&)
|
’ —

)

C

(95%
o & 3

Vaccine Efficacy

N
O
|
S

I

o
/

u

\gél

4 N

HPV 31 HPV 33 HPV 45 HPV 52 HPV 58

o
(&)
|

o
(&)
|

Malagon T et al. Lancet Infect Dis; 2012



Capraz korumanin suresi ?

* Mevcut veriler 4 yil sonunda, bivalan asi ile
olusan capraz koruma azalmaya
baslamaktadir'~

« Su anda 4 valanh asi ile olusan capraz koruma
ile ilgili veri olmamakla birlikte, bunun da kisa
sureli olacagi dusunulmektedir.

1. Lehtinen M, Paavonen J, Wheeler CM et al. Lancet Oncol. 2012;13:89-99. 2. Wheeler CM et al. Lancet Oncol.
2012;13:100-110. 3. Brown D, for the GARDASIL investigators. Presented at: 27th International Papillomavirus
Conference; September 17-22, 2011; Berlin, Germany. Abstract P-18.13.

4. GlaxoSmithKline clinical study register. http://www.gsk-clinicalstudyregister.com. Human Papillomavirus Types
16 and 18 Vaccine. GSK Study ID 109616 (Y7). Accessed January 26, 2012.



WHO Assessment of Cross-Protection

WHO, Weekly Epidemiological Record 2011

« Cross-protection has been shown for both vaccines for a
proportion of women who are HPV-naive at baseline (...). It is
difficult to compare cross-protection because multiple types of
HPV may be detected in many lesions. Determining which HPV
type caused the lesions is problematic. Furthermore, the trials
assessed different populations and used different clinical and
laboratory methods. The clinical relevance and duration of

cross-protection is unknown. »

http://www.who.int/wer/2011/wer8622.pdf



http://www.who.int/wer/2011/wer8622.pdf

Sonug

 HPV asilari

—Kilinik etkinligi yuksek duzeyde ve uzun
sureli

— Toplumda hastalik yukunu azaltmada
etkili

—Asi icinde bulunmayan tiplere karsi
koruma saglayabilir ?

—Bircok ulkede maliyet-etkin
— Guvenli



YAN ETKILER
2




HPV

Lacks L2 proteir

Virus-like Particles (VLPSs)
Virus Benzeri Partikul

Infectious HPV

-

eViral DNA olmadigindan
Enfeksiyon yapamaz
Kanser yapamaz

Lacks viral DNA

N Gulcli immiinolojik etki

Kirnbauer R, Proc Natl Acad Sci USA, 1992; Syrjanen KJ, Syrjanen SM. Chichester, United Kingdom: John
Wiley & Sons Inc, 2000




gHPV Asisi Guvenligi Bircok
Yéntemle Izleniyor

)

Pasif siirveyans :

5 faz 3 klinik calisma ! >100 lilkede ruhsatl’
>21,000 ergen ve kadin >50 miyon doz dagitildi

Aktif slirveyans >

Zaman 1
A.B.D. Ruhsati, 2006

Ruhsat sonrasi

1. Bonanni P et al Vaccine 2010;28:4719-4730

2. Vaccine Adverse Event Reporting System (VAERS). Centers for Disease Control and Prevention website.
http://www.cdc.gov/vaccinesafety/Activities/vaers.html. Accessed February 6, 2013

3. Chen RT et al. Bull World Health Organ. 2000;78:186-194

4. Baggs J et al. Pediatrics. 2011;127(Suppl 1):S45-S53.



Ruhsat Sonrasi Yogun Global Siirveyans

Calisma adi Sponsor velveya
Destek
Protocol V501-015-021 Denmark, Iceland, Norway, Sweden Merck & Co., Inc.
Protocol V501-018-11 North America, Latin America, Europe, Asia Merck & Co., Inc.
Protocol V501-033-00 Denmark, Iceland, Norway, Sweden Merck & Co., Inc.
Protocol V501-031-00 United States Merck & Co., Inc.
GARDASIL™ pregnancy registry Canada, France, United States Merck & Co., Inc.
HPV type distribution Italy Sanofi Pasteur MSD
HPV surveillance Belgium Sanofi Pasteur MSD
PGRx autoimmune disease study France Sanofi Pasteur MSD
HPV-EST France Sanofi Pasteur MSD
REMPAR HPV France Sanofi Pasteur MSD
CRISAP-RA France Sanofi Pasteur MSD
EFFICAE France Sanofi Pasteur MSD
HPV surveillance Sweden Sanofi Pasteur MSD
EudraVigilance Europe EMA, national authorities
HPV surveillance Australia National
HPV surveillance Canada National
GARDASIL™ monitoring United States CDC, national

CDC=Centers for Disease Control and Prevention.

Bonanni P et al. Vaccine. 2010;28:4719-4730.



Klinik Calismada Guvenlik: Sonuglar

* Gruplar arasinda siddetli yan
etki agisindan fark yok

 Plasebo grubunda yeni tibbi
sorunlar daha ¢ok

« Allerjik reaksiyonlar veya diger
immun durumlar i¢in bulgu yok

 Asi grubunda daha ¢ok
enjeksiyon yeri yan etki ve hafif
ates var

* Yan etkiye bagl asiyi1 yarim
birakma ¢ok nadir

aAluminum igeren veya icermeyen.

bTekrarlayan vajinal kanama, gastroenteritis,
bronkospasm, ulseratif kolit, kombine bas agrisi ve HT.
‘Hipersensitivite, soguk alginhgi/bas agrisi/ates.
AE=adverse event; SAE=serious AE.

Tum toplumda siddetli yan etki

Asl

Plasebo®

(n=11,778) (n=9,686)
n (%) n (%)
Sistemik 107 (0.9) 103 (1.1)
;ee?gl\(/tli-ren 5 (0.04)° 2 (0.02)c
Enj yeri ile
"g‘my 1 (0.01) 0 (0)

Yan etkiye bagh ¢alisma kesilmesi

Asi, n (%) Plasebo, n (%)
Erken kesme 24 (0.2) 18 (0.2)
Tedavi
gerektiren 10(0.1) 701
Siddetli yan
otki 11 (0.1) 9(0.1)

Block SL et al Pediatr Infect Dis J 2010;29:95-101




gHPV asisi icin Ciddi Olmayan VAERS sistemine

bildirilen yan etkiler (AE)
2006—-2008 ile 2006—2011 karsilastirmasi

15 1y M Jun 2006-Dec 2008 (N=12,424)2
15 - : 14 -

13,7 B Jun 2006-Sep 2011 (N=18,569)2
_QU')
L
<< 10 -
o
£
o
Q
o 5
£
2
X 0 -

Syncope Dizziness Nausea Headache Injection-site
reactions

aTotal includes 772 SAEs.

bAEs coded using MedDRA preferred terms; more than 1 code may have been assigned to a single event.
AE=adverse event; MedDRA=Medical Dictionary for Regulatory Activities; gHPV=quadrivalent human papillomavirus;
SAE=serious AE; VAERS=Vaccine Adverse Event Reporting System.

1. Slade BS et al. JAMA. 2009;302:750-757. 2. Gee J. Presented at: Advisory Committee on Immunization Practices Meeting;
October 25, 2011; Atlanta, GA.



Yan Etkiler 56 milyon doz asi

7,000

6,000+ MNonserious reports (n=19,523)
B Scrious reports (n=1,671)

5,000-

MNo. of reports
o
=
-
T

3,000 -
2,000 -
1,000 -
0
2006 2007 2008 2009 2010 2011 2012 2013
Year
Total yan etkiler (ciddi ve hafif) = 21.194 / 56 Milyon doz
The Vaccine Adverse Event Reporting System ( )'e gore ciddi yan etkiler;

hastaneye yatis, uzamis hastaneye yatis, kalici sakatlik, hayati tehdit eden hastalik
veya olum



Avustralya Pasif Takip Veri tabani*

Yan Etki (AE) n (%)

6 milyon doz dagitiimis

1,534 AE Haz 2010’dan beri

— Genellikle asi bolgesi hafif
reaksiyonlari

— 16 anaflaksi bildirimi; diger
cocukluk ve adolesan asilari ile
karsilastirilabilir tahmini milyonda
2.6 gorulme orani

— 133 urtiker bildirimi

— Demyelizan bozukluk orani sans
eseri bulunabilecek sayiya esit

« Atfedilebilir 6lim yok

 gHPV asisiicin bildirilen AE’ler az ve
diger yeni asilar ile kargilastirilabilir
sayidadir

Enjeksiyon bolgesi

reaksiyonu 294 (19.1)
Bas agrisi? 316 (20.5)
Bas Donmesi?aP 214 (13.9)
Bulanti 237 (15.4)
Yorgunluk ve Laterji 152 (10)

Ates 148 (9.6)
BayilmaP 134 (8.7)
Kusma 123 (8)

1. Gardasil (human papillomavirus vaccine). Australia Government Department of Health and Ageing website. http://www.tga.gov.au/safety/ alerts-medicine-

gardasil-070624.htm. Accessed February 6, 2013.




Oliimler

* Klinik ¢alismalarda 32 olum bildirilmigtir
* Bu olumlerin higbiri agitya bagh degildir
* Olum nedenleri

— Viral hastaliklar; akut myokardit, meningoensefalit,
influenza B viral sepsisi

— Kardiyomyopatiye bagli kalp aritmisi

— Diabetik ketoasidoz

— Epilepsi tanili hastada epilepsi krizi

— Pulmoner emboli, DVT

— llag aliskanligi olan olgularda ila¢ yuksek dozu
— Trafik kazasi

— Diger ilaglar

— Cinayet

The Vaccine Adverse Event Reporting System ( ),

The Vaccine Safety Datalink ( ),

The Clinical Immunization Safety Assessment ( ) Network
http://www.cdc.gov/vaccinesafety/Vaccines/HPV/jama.html



Otoimmun Hastaliklar

Summary of Girls and Women 9 Through 26 Years of Age Who Reported an Incident Condition
Potentially Indicative of a Systemic Autoimmune Disorder After Enrollment in Clinical Trials of
GARDASIL, Regardless of Causality

GARDASIL AAHS Control* or Saline
Conditions (N =10,706) Placebo
(N =9412)

n (%) n (%)

Arthralgia/Arthritis/Arthropathy** 120 (1.1) 98 (1.0)
Autoimmune Thyroiditis 4(0.0) 1(0.0)
Celiac Disease 10 (0.1) 6(0.1)
Diabetes Mellitus Insulin-dependent 2(0.0) 2(0.0)
Erythema Nodosum 2(0.0) 4(0.0)
Hyperthyrmdlsm*“ 27 (0.3) 21(0.2)
Hypothyroidism' 35(0.3) 38 (0.4)
Inflammatory Bowel Disease’ 7(0.1) 10(0.1)
Multiple Sclerosw 2(0.0) 4(0.0)
Nephntls 2(0.0) 5(0.1)
Optic Neuritis 2(0.0) 0(0.0)
Plgmentatlon Disorder® 4(0.0) 3(0.0)
Psoriasis® 13 (0.1) 15(0.2)
Raynaud's Phenomenon 3(0.0) 4(0.0)
Rheumatoid Arthritis'" 6(0.1) 2(0.0)
Scleroderma/Morphea 2(0.0) 1(0.0)
Stevens-Johnson Syndrome 1(0.0) 0(0.0)
Systemic Lupus Erythematosus 1(0.0) 3(0.0)
Uveitis 3(0.0) 1(0.0)

All Conditions 245 (2.3) 218 (2.3)




ABD Ruhsat sonrasi Guvenlilik izlemi:
Otoimmin Guvenlilik Sonuclari!

« gHPV asilamasindan sonra otoimmunite ile ilgili her hangi bir guvenlilik sinyali

alinmamisgtir

« Asilama zamani, doz semasi, ve yas ile daha onceden belirlenmis otoimmiun
durumlar igin iligki gosterilmemistir

Hastalik

Asilanan Asisiz

insidans/100,000 Kisi-Yil

insidans Orani
(95% Cl)

Graves Hastaligi 18.2 25.8 0.72 (0.50-1.01)
Hashimoto Hastahgi 104.8 81.1 1.29 (1.08-1.56)
Tip 1 Diyabet 10.3 18 0.57 (0.47-0.73)
ITP 6.8 5.9 1.16 (0.85-1.83)
JRA 3.4 7.7 0.48 (0.26-0.91)
MS 3.4 2.5 1.37 (0.74-3.2)
Optik Norit 5.7 3.9 1.45 (1.00-2.91)
Diger demyelizan CNS Hastaliklari 1.1 1.6 0.71 (0.38-2.13)
RA 4.6 7 0.71 (0.39-1.45)
SLE 11.4 10.3 1.07 (0.69-1.6)
Uveit 8 11.9 0.67 (0.49-1.02)

Cl=confidence interval; CNS=central nervous system; ITP=immune thrombocytopenia; JRA=juvenile rheumatoid arthritis;
MS=multiple sclerosis; qHPV=quadrivalent human papillomavirus; RA=rheumatoid arthritis; SLE=systemic lupus erythematosus.

1. Chao Cet al. J Intern Med. 2012;271:193-203.



Saglik otoriteleri arasindaki konsensus
(FDA, CDC, WHO, EMA, ECDC)

 Bugune kadar devam eden gozlemsel calismalar gHPV
asisi icin guvenlilikle ilgili endise ortaya cikarmamistiri-°

* Ruhsatlama sonrasi erkeklerde gorulen advers etkiler
kadinlarda veya ruhsat oncesi yapilan ¢alismalardaki
advers etkilerden farkli degildir*

* Her iki cinste de guvenlilik verilerinin izlenmesine devam
edilmesi dnerilmektedirl°

CDC=Centers for Disease Control and Prevention; ECDC=European Centre for Disease Prevention and Control; EMA=European Medicines Agency; FDA=Food and
Drug Administration; qHPV=quadrivalent human papillomavirus; WHO=World Health Organization.

1. Harrington T. Presented at: National Foundation of Infectious Diseases 15th Annual Conference on Vaccine Research; 7-9 May, 2012; Baltimore, MD.
Presentation 3B. 2. Gee J. Presented at: Advisory Committee on Immunization Practices Meeting; October 25, 2011; Atlanta, GA. 3. Gardasil Pediatric Utilization
and Safety Review for the Pediatric Advisory Committee Meeting — May 7-8, 2012. Food and Drug Administration website.
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/PediatricAdvisoryCommittee/UCM302352.pdf. Accessed February 6, 2013.
4. World Health Organization (WHO). Wkly Epidemiol Rec. 2009;84:37—-40. 5. Gardasil: Procedural steps taken and scientific information after the authorisation.
European Medicines Agency website. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Procedural_steps_taken_and_scientific_information
_after_authorisation/human/000703/WC500021147.pdf. Accessed February 6, 2013. 6. European Centre for Disease Prevention and Control. Introduction of
HPV vaccines in EU countries — an update. Stockholm: ECDC; 2012. http://www.ecdc.europa.eu/en/publications/publications /20120905_gui_hpv
_vaccine_update.pdf. Accessed February 6, 2013.



Proflaktik Asilarin Guvenligi:
Sistematik Review & Meta-Analysis

B. Injection-related serious adverse events

Vaccine Control Risk Ratio Risk Ratio

Study Subjects Total Subjects Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
FUTURE | 1 2673 0 2672 3.00[0.12,73.58] v
FUTURE Il 3 6019 2 6031 150(0.25,8.99 °
Harper et al 0 53t 0 538 Not estimable
Koutsky & Mao et al 0 1194 0 1198 Not estimable
Munoz et al 0 1908 0 1902 Not estimable
PATRICIA 11 9319 6 9325 183(0.68,496] -
Villa et al 0 272 0 274 Not estimable
Total (95% CI) 15 21916 8 21940 1.82[0.79, 4.20] i
Heterogeneity: Chi* = 0.14, df = 2 (P = 0.93); P = 0% ’ t t \
Test for overall effect: Z = 1.39 (P = 0.16) °'F(:'vm3:cc - : Fm:g con":)?o

Beibei Lu, BMC Infect Dis 2011



Yan Etkiler

.
Asi canli veya 6lii virus tasimadigindan virusa ait enfeksiyon veya

benzeri istenmeyen etki mimkin degildir
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o Kizariklik

* Minimal agri
o Sislik

o Hafif ates
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Bulanti, bag donmesi, goz kararmas|
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Human Papillomavirus Vaccination
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Human Papillomavirus Vaccination
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HPV asilar 11-12 yas kizlar ve erkeklerde HPV iligkili
anogenital kanser ve sigilleri azaltmak i¢in rutin
uygulanmaldir.

q HPV asisi kiz ve erkeklerde, b HPV asisi sadece kizlarda
onayhidir

Telafi asi 26 yasa kadardir

Gebelikte uygulanmamalidir, ama asidan once rutin gebelik
testi gerekmez

Laktasyonda asi yapilabilir

Sitolojik tarama asili grupta da devam etmelidir.
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Recommendations:

Gender Neutral Vaccination Against HPV
USA

ACIP review and approves the recommendation for the UNIVERSAL vaccination
against HPV for boys with the quadrivalent vaccine (Gardasil®)

Routine use: 11 to 12 years Catch-up: 13 to 21 years
May be vaccinated: 22 to 26 years

For the prevention of anal cancer and anal pre-cancerous lesions caused by HPV
16 and 18 and for the prevention of genital warts caused by HPV 6 and 11.

In Australia, ATAGI, recommends vaccination against HPV (Gardasil®
for boys aged 11 to 13 years with 2 years of catch-up. Program got started.

In Canada, NACI, recommends vaccination against HPV (Gardasil®) for boys aged

O to 26 years to prevent anal pre-cancerous lesions (AIN) grades 1,2,3, anal cancer
and genital warts.

Ministry of Health announced a male vaccination program to be started February 2014;
school based program for Grade 4 = 9years of age

1.MMWR / May 28, 2010/ Vol. 59 / No. 20
2. ACIP meeting 25 October 2011
3. Canada Communicable Diseases Report, An Advisory Committee Statement (ACS) (NACI), January 2012, Vol 37




Tarama Devam Edecek mi?

[Kesinlikle evet

e Asi tum HPV tiplerine karsi korumaz

e Bazi hanimlar kullanim siirelerine tam
uymayabilir ve bu nedenle asinin etkinligi
disebilir

e Daha once asinin etkiledigi bir tip ile
enfeksiyon gecirilmis olabileceginden o tipe
karsi koruma olmayacaktir




Gardasil® Gebelik Sonuclari

Quadrivalent

HPV vaccine Placebo

Outcome No. (%) No. (%)
Women with pregnancies 1,115  (10.7) 1,151 (12.6)
No. of pregnhancies 1,244 1,272

Infants/fetuses 996 1,018

with known outcomes

Live births* 621  (62.3) 611  (60.0)
Spontaneous miscarriage* 249  (25.0) 257 (25.2)
Late fetal deaths” 11 (1.1) 8 (0.8)
Congenital anomalies* 15 (1.5) 16 (1.6)

Source: Food and Drug Administration.



Cervarix® Gebelik Sonugclari

| > 25Y Kadinlar

Guvenlik sonuglar (TVC) ’7|—’—

Gebelik #

Asilanan grupta gebelik #*

Gebelik sonuglari, %

Normal infant/devam
eden gebelik

Premature infant
Elektif terminasyon
Spontan abortus | | |

[Kategori B]

Descamps D, Hum Vaccine 2009



Gebelik ve HPV asi

* Gebelikte baslanmamalidir

* Asilamada ilk doz yapilip gebe
kalindiysa dogum sonrasi “0” dan
baslanip 3 doz yapilmalidir

- Iki doz yapildiysa 6. ay dozu igin
gebelik sonrasi emzirme donemine
birakilmali ve bir yil icinde yapilmalidir

 Emzirme doneminde guvenle baslanip
yapilabilir



Mevcut asilarla kansere karsi en fazla
% 70 koruma

Capraz koruma ?
Siiresi ve klinik onemi belirsiz

!

Daha fazla onkojenik HPV'ye karsi koruma
saglayacak yeni bir asi1 ?

Schiller JT, Vaccine 2012



Invaziv serviks kanserindeki HPV tipleri

8.977 serviks Ca

= 9% 18.5 tip 31/33/45/52/58
= 9 89.4 tip16/18/31/33/45/52/58

SCC'de % 89.1
AdenoCa’'da 9% 95.5

Serrano B, Infect Agent Cancer 2012



9vHPV asisindaki HPV tiplerinin
serviks kanserine etkileri

mEHPV 16 B HPV 18 m HPV 45 B HPV 31 O HPV 33 BmHPV 52 0D HPV 58
HPV 16 [

+ HPV 13_

+ HPV 45_

+ HPV 31_

+ HPV 33_

+ HPV 52_

+ HPV 5o | @D

0 20 40 60 80 100

Cumulative contribution (%)

Serrano et al., Infect Agent Cancer, 2012
Sanjose et al., Lancet Oncol, 2010



Bolgelere gore HPV 16,18,31,33,45,52,58 sikhgi

Table 1 Relative contribution of HPV 16/18/31/33/45/52/58 in cases of ICC HPV-positive, by region
World Africa Asia Western/ Eastern Latin South Central Morth Europe Oceania
Central Asia America America America America
Asia
(n=8977) (n=544) (n=2,641) (n=8386) (n=1,805) (n=3404) (n=2529) (n=775) (n=160) {n=2,058) (n=170)
RC % RC % RC % RC % RC % RC % RC % RC % RC % RC % RC %
(959C]) (95%C1) (95%C1) (95%C1) (95%6C1) (95%6C1) (95%C1) (95%C1) (85%C1) (85%6C1) (95%C 1)
Combinations of HPV types
9 HPV types" 854 859 915 920 9213 882 852 846 955 8a.1 894
(B8.8-50.1) (F3E-80.7) (o0.4-92.5) (BR.5-937) (FR.0-026) (B7.0-88.2) (879-903) (B15-87.1) (912-983) (877-904) (B38-935)
16/18 708 703 a 775 689 682 694 644 788 7B 782
(E0E-71.7) (66.2-74.0) (69.8-734) (745-803) (E6.7-71.1) (66.6-508) (676-71.1) (505-678) (716-848) (708-747) (713-842)
31/33/45/52/58 185 16.7 198 145 223 128 196 203 169 162 88
(17.7-193) (13.7-20.1) (183-213) (122-170) (20.4-243) (185-212) (181-212) (175-23.3) (114-23.8 (145178 (5.0-14.1)
Other Types 106 130 85 (7508) 80 a7 18 109 154 46 (18488 105 106
- (25-112) (103-16.3) (63-100) (74-101) (10.8-130) (97-12.1) (125-181) (85123 (64162
§
Specific HPV types
16 605 477 605 66.7 576 592 613 520 s 655 586
(585-515) (433-519) (5R6-623) (63.3-608) (55.3-598) (575-708) (594-632) (4R4-556) (643-789) (634-675) (510-663)
18 103 226 112 108 113 9.1 21(7192) 125 69 73 62-85) 199
(2.5-108) (192-26.4) (100-124) (RD-133) (95129 (B1-10.1) (103-15.1) (345-11.8 (143268
31 37 (3341 19(0934)  30(2438  2B(1640) 32 (244)) 49 65 (5676)  43(3059  34(1090) 34(2743) 07(00-32)
[42-59
33 iB (3443) 15 (0629)  35(2843) 25 (1638) 40 (3.149) 35 50@360) 29(1544) 310071 STMATSE 11({0451)
(3.2-45)
45 50 (5464) 99 55 [4765) 70 (5490) 49 (3560) 68 317(3044)  75(57986) 54 35(3148  55(15-98)
(76-128) (5.8-77) (26104
52 18 (2537) 26 (1443)  3B(31<46) 0B ([03-17) 53 [4364) 27 10(2437) 160929 19010710 1901426  06(00-32)
(2233
58 73 (2026) 0702418 393247  13{0723) 50 [4163) 0 14(1020)  389(2655) 19 1308118  00(00-22)
(33-25) (03954
6 o1 (01902 0007 000D 000004 01{00o3) 01{@e03) 01@003) 000005 000023 02{0004)  1B([D451)
11 00 (Do0) 00 (@007 00002 000004 010003 00(@e0z) 00@o02) 000005 000023 00@0092) 000023

Serrano B et al. Potential Impact of a nine valent vaccines. Infectious Agent and Cancer 2012



NONA VALENT (9 VALAN’LI) ASI

Serrano B et al Potential Impact of a nine valent vaccines.
Infectious Agent and Cancer 2012

HPV 6-11-16-18
31, 33, 45, 52, 58

Merck & Co
Gardasil 9




Nonavalan asi (Gardasil 9)

11 Aralhik 2014 FDA onayi
9-26yas kiz ve 9-15yas erkeklerde

Mart 2015
US-ACIP tarafindan uygulama onerisi

Tip 6, 11, 16, 18, 31, 33, 45, 52, 58

% 90 korunma
HPV ile iliskili diger hastaliklardan da koruma
potansiyeli

Pils S, Clin Microbiol Infect 2015  Sankaranarayanan R, Int J Gynecol Obstet 2015



4'lu asl icerigi: |

= 20 ug HPV 6 VLP ﬁl‘jmf;‘;um

* 40 yg HPV 11 VLP hidroksifosfat siilfat
= 40 pg HPV 16 VLP

= 20 pg HPV 18 VLP 225 g AAHS
9’lu asi icerigi:

= 30 ug HPV 6 VLP

40 pug HPV 11 VLP

60 ug HPV 16 VLP

40 pg HPV 18 VLP

20 pg HPV 31 VLP 500 g AAHS

20 ug HPV 33 VLP

20 ug HPV 45 VLP

20 ug HPV 52 VLP

20 ug HPV 58 VLP



CIN ve AIS'daki HPV tipleri
15-45 yas 12.514 kadin

Tip 16/18/31/33/45/52/58

CIN1 % 43-55
CIN 2 % 70-78
CIN 3 % 85-91
AIS % 95-100

sorumlu 1111

Joura EA, Cancer Epidemiol Biomarkers Prev 2014



Joura

4'lu as1 + tip 31/33/45/52/58
(9'lu asl, 2. Jenerasyon asl)

Ik 2 as1 kadar etkin olursa;

% 90 kondilomdan
%% 70-80 CIN 2'den
%/0 85-90 CIN 3’ten
% 95-100 AIS'dan

% 90 invaziv kanserden \

Invaziv ve preinvaziv /
hastaliklarda onemli
oranda azalma

Koruma potansiyeli

EA, Cancer Epidemiol Biomarkers Prev 2014  Serrano B, Infect Agent Cancer 2012



9’lu asidaki HPV'lerin diger kadin anogenital
kanserlerindeki rolu

= 0/ 87.1 vulva Ca
= 0/ 85.5 vajen Ca
= 9% 95.9 kadin anal Ca | gy asi

= % 94.1 VIN 2-3
= 0 78.7 ValN 2-3

= 0/ 86.2 kadin AIN 2-

WORLD
EUROPEA
ASIA&OCEANIA -
AMERIC A
AFRICAA

IVuC

IVaC IARC 1cc
E; gl qs.g Eﬁqq
1 T T T I T 1 T T I T [ T T T T T T

WORLD
EUROPES
ASIA&OCEANIA -
AMERIC A

AFRICAA

0 20 40 60 80100 O 20 40 60 80100 O 20 40 60 80100 O 20 40 60 8O 100

HGVa HGVu HGAR
787 94,1 86.2
ND ND ND

0 20 40 60 80 100 O 20 40 60 80 100 0 20 40 60 80 100
Relative Contribution (%)

I srviens [ | uevell [ HPV 31/33/45/52/58 4 Cumulative SHPV 95%C]I

= HPV (+) kadin
anogenital kanserlerinin
% 90’undan

= Tum kadin anogenital
kanserlerinin %
88’inden

korunma potansiyeli

Serrano B, Eur J Cancer 2015



The D E W E DT C S LA td > T B N AL of BHMEIDEIC I N E

O R ICIN AL AR T ICTLE

S 9O-Valent HPWV Vaccine against Infection
and Intraepithelial Weoplasia in Women

E_ A Jowura, AR, Giuliamno, O .-E. lversen, <. Bouchard, <. Mao, J. Mehlsaen,
E.. Moreira, Jr.. . RNganmn, L. K. Petersemn, E. Lazcanmno-Ponce, P. P tiswuttithws rr,
14 Restrepo, G. Stuart, L. Woelber, w.C. vwang, ). Cuzick, S.h. Sarlarnd, vW_. Huh,
S. K. Kjaer, &O. M. Bautista, 1.S.F. Chamn, J. TChen, R. Gessar, E. PMoeller, M. Ritter,
S. Wuocolo, and AL Luxermbouwurg, for the Broad Spectrurm H P “Waccine Study =

FEERUARY 19, 2015

Cift kor randomize faz II-lll calismasi
14.215 hasta
1,2 ve 6. aylarda 9vHPV vs 4vHPV

Serumda antikor yaniti1 (9 tipe karsi seroneg.)

HPV-DNA testi (9 tip icin 7. ay sonuna kadar PCR neg.)
Sivi-bazi sitoloji
Dokuda HPV

Joura EA et al, A 9-Valent HPV Vaccine against Infection and Intraepithelial Neoplasia in Women, N Eng J Med, 2015




HPV 31, 33, 45, 52, 58’e bagl
2 CIN 2 vakalari

48 aylik takip

3.2
284

2.44

9vHPV asisi olan grupta
(n=5948) 1 vaka

2.0+

1.6

1.24

0.8+

Cumulative Incidence 34)

0.4

4vHPV asgisi olan grupta | I
(n=5943) 27 vaka e

Joura EA et al, A 9-Valent HPV Vaccine against Infection and Intraepithelial Neoplasia in Women, N Eng J Med, 2015



Baslangicta HPV (-) olup
2 CIN 2 gelisen vakalar

48 aylik takip

9vHPYV asisi olan grupta
26 vaka

Cumulative Incidence (%)

4vHPV agisi olan grupta £ I ,
40 Vaka 0 & 12 18 24 30 36 42 48

Months since Day 1

Joura EA et al, A 9-Valent HPV Vaccine against Infection and Intraepithelial Neoplasia in Women, N Eng J Med, 2015



HPV 6, 11, 16, 18’e bagl
2 CIN 2 vakalari

9vHPYV asisi olan ve 4vHPV asisi
olan gruplarda benzer

40 ayhk takipte
1 vaka /5823
1 vaka /5832

oura EA et al, A 9-Valent HPV Vaccine against Infection and Intraepithelial Neoplasia in Women, N Eng J Med, 2015



Immiinojenite analizi:
per-protocol populasyonunda;

= 3. doz sonrasi 1 ay icinde ~ %100 serokonversiyon
= 4'lu asi ile karsilastirmada 6, 11, 16, 18 icin ‘non-inferior’

degil

= Bu tiplere bagh enfeksiyon ve hastalik oranlar 4’'lii asiya benzer

qHPV Vaccine
(N=6795)

Anti-HPV Type

Anti-HPV-6

Anti-HPV-11
Anti-HPV-16
Anti-HPV-18

Anti-HPV Response

HPV-6 cLIA =30 mMU/m|

HPV-11 cLIA =16 mMU/ml
HPV-16 cLIA =20 mMU/ml
HPV-18 cLIA =24 mMU/ml

Joura EA, NEJM 2015

9vHPV Vaccine

(N=6792)
Participants GMT
no. mMU/ml
3993 893.1
3995 666.3
4032 31311
4539 804.6
9vHPV Vaccine
(N =6792)
Participants Seroconversion
no. no. (%)
3993 3985 (99.8)
3995 3994 (100)
4032 4031 (100)
4539 4532 (99.8)

Participants

no.
3975
3982
4062
454]

GMT

mMU/ml
875.2
830.0
3156.6
678.7

qHPV Vaccine
(N=6795)

Participants
no.
3975
3982
4062
4541

Seroconversion

no. (%)
3969 (99.8)
3980 (99.9)
4060 (100)
4528 (99.7)

GMT Ratio
(95% C1)

1.02 (0.99 to 1.06)
0.80 (0.77 to 0.83)
0.99 (0.96 to 1.03)
1.19 (1.14 to 1.23)

Difference
(95% CI)

percentage points
0(-0.3t00.2)
0(-0.1t00.2)
0(-0.1t00.2)
0.1 (-0.1to 0.4)



HPV ile enfekte olmayan grupta per-protocol etkinlik
analizi:
Ilave 5 tiple iliskili HG servikal, vulvar, vajinal
hastalik insidansi:

= 4'lu asi grubunda 1.6/1000 kisi-yil
= 9'lu asi grubunda 0.1/1000 kisi-yil
= 9’lu asinin etkinligi % 96.7

Bunlarla iliskili hastaliga karsi etkinlik % 96.3

Bunlara bagl persistan enfeksiyonlara karsi etkinlik
%0 96.0

Joura EA, NEJM 2015



n (%) n (%)

2 1 yan etki 6640 (94) 6419 (91)
Enjeksiyon yeri ileilgili 6414 (91) 6012 (85)
yan etki

(agr, odem, eritem, kasinti)
*agi1 sonrasi 1-5 giin iginde

Sistemik yan etKki 3948 (56) 3883 (55)

(Bas agrisi, ates, bulanti, bas
donmesi)
*ag1 sonrasi 1-15 giin iginde

Ciddi yan etki 5(0.1) 5(0.1)

(81iim)

Joura EA et al, A 9-Valent HPV Vaccine against Infection and Intraepithelial Neoplasia in Women, N Eng J Med, 2015



Sonu¢ 9’lu asi:
Ilave 5 tiple iliskili;
Servikal, vulvar, vajinal hastaliklari onler
Persistan enfeksiyonu onler
Tip 6, 11, 16 ve 18’e karsi antikor yaniti ve iliskili

hastalik insidansi 4'lii asidan kotii degil
9’lu asida onceki 4 tipe etkinlik 4'li asidakine benzer

Yan etkiler iki asida genel olarak benzer

Lokal yan etkiler 9°lu asida daha fazla
Daha fazla antijen ve adjuvan

Cogu hafif-orta
Limitasyonlar:
= Plasebo (kontrol) grubu yok
=  Minimum koruyucu antikor duzeyi tayini yok
= Takip suresi kisa
= Maliyet-etkinlik?
= 2 dozun etkinligi ?

JJoura EA et al, A 9-Valent HPV Vaccine against Infection and Intraepithelial Neoplasia in Women, N Eng J Med, 2015



9vHPV Asisi

 Klinik gelisim sonuclari etkin
— Tum etkinlik ve immunojenisite sonuclari
tamamlanmistir
« HPV 6, 11, 16 ve 18 tipleri icin gHPV
asisiyla koruma esit
« HPV 31, 33, 45, 52, 58 ilintili
nastaliklar icin %97 koruma

» ImmUnojenisite agisindan addlesan vs
erigkin sonuclari ayni

Luxembourg A, 9vHPV Vaccine Key Results, ACIP 2014



Immunogenicity and Safety of
a 9-Valent HPV Vaccine

Pierre Van Damme, MD, PhD?, Sven Eric Olsson, MD®, Stanley Block, MD¢, Xavier Castellsague, MDY Glenda E. Gray, MD¢,
Teobaldo Herrera, MD', Li-Min Huang, MD¢ Dong Soo Kim, MD" Punnee Pitisuttithum, MD', Joshua Chen, PhD’,
Susan Christiano, MS' Roger Maansson, MY, Erin Moeller, MPH!, Xiao Sun, PhD!, Scott Vuocolo, PhD/,

Alain Luxembourg, MD, PhD!

= Asl esas hedef grup (ideal asilama yas grubu)
olan cinsel aktif olmayan 9-15 yastaki kiz ve

erkeklerde etkili mi?
(Cogu lilkede 15-19 yasta cinsel aktivite baslar)

Wellings K, Lancet 2006

16-26 yas kadinlarla karsilastirma



9-15 yas:
1935 kiz cocuk
669 erkek cocuk
16-26 yas:
470 geng kadin
0, 2, 6. aylarda, 0.5 ml i.m. uygulama
Bazal ve 7. ayda serumda antikor yaniti
Yash grupta bazal ve 7. ayda HPV-DNA PCR

Sonuclar:

7. aydaki antikor duizeyleri 9-15 yas grubu kiz ve erkeklerde 9 tip
icin de 16-26 yas kadinlardan daha yuksek
7. ayda 9 tipe karsi >% 99 serokonversiyon orani

Asiya devam etmeme; n=1
Ciddi yan etki; n=2
Lokal ve sistemik yan etkiler 9-15 yasta daha dusuk

Van Damme P, Pediatrics 2015



G Model
JVAC-16628; No,of Pages 10

Vaccine xxx (2015) XXX-XxxX

%

Contents lists available at ScienceDirect .
\/accme

Vaccine

journal homepage: www.elsevier.com/locate/vaccine .

Immunogenicity and safety of the 9-valent HPV vaccine in men

X. Castellsagué®*, AR. Giuliano®, S. Goldstone, A. Guevara“, 0. Mogensen®,
.M. Palefsky' T. Group#, C. Shields®, K. Liu®, R. Maansson#, A. Luxembourg?, S.S. Kaplan®



16-26yas 1106 HM, 313 MSM, 1101 kadin
0, 2 ve 6. aylar, 0.5 ml i..m.
Bazal ve 7. ay serum antikor tayini

Sonuclar:

Etkin:
= 3 grupta da 9 HPV'ye karsi 7. ayda >% 99

serokonversiyon
= HM grubunda en yuksek antikor duzeyleri
(4'lu asinin aksine)
= MSM grubunda en dusuk antikor duzeyleri
(4'lu asidaki gibi)
= Antikor yaniti kadinlardakinden kotu (non-inferior)
degil
3 grupta da oldukca etkin
Guvenli
=  Ciddi yan etki yok
= Erkeklerde lokal ve sistemik yan etki daha dusuk
=  Asiya devam etmeme orani ¢ok dusuk

Castellsagué X, Vaccine 2015



G Model
JVAC-16833; No.of Pages 10

Vaccine xxx (2015) XxX— XXX

Contents lists available at ScienceDirect

Vaccine

journal homepage: www.elsevier.com/locate/vaccine

Safety and immunogenicity of a 9-valent HPV vaccine in females

12-26 years of age who previously received the quadrivalent HPV
vaccine™

Suzanne M. Garland #*:P-<* Tak-Hong Cheung, Shelly McNeill¢, Lone Kjeld Petersen!,
Josefina Romaguera?, Jorge Vazquez-Narvaez ", Oliver Bautista’, Christine Shields’,
Scott Vuocolo!, Alain Luxembourg!'



Randomize, cift-kor calisma
= Daha once 4'lu asi olan, 16-26 yas, 926 kadin
= 9'lu as1 (h=618) veya plasebo (salin) (n=306
= 0, 2, 6. aylar
= 0.5 mli.m. uygulama
= Serumda antikor yaniti tayini

= 4’lu asinin son dozu en az 1 yil once

= Amag:
= Inkomplet asilama oykusu olanlarda ve
= Asilama oykusu bilinmeyenlerde

9’lu as1 uygulamasinin guvenilirlik ve
iImmunojenitesini belirlemek

Garland SM, Vaccine 2015



= Sonuclar:

= Asi grubunda lokal yan etkiler daha fazla
% 43.9 vs % 91.1
Cogu hafif ve orta siddetli
= Sistemik yan etkiler benzer
% 25.9 vs % 30.6
En sik basagrisi ve ates
= Asi grubunda yan etki nedeniyle 3 kisi asiya
devam etmedi (% 0.5)

= Tum HPV tipleri icin >% 98 serokonversiyon

= Daha once 4°lu asi olanlarda;
6, 11, 16, 18’e karsi daha yuksek antikor olusumu
Ilk dozdan sonra en yiiksek artis (hafiza cevabi)

Diger 5 tipe karsi daha diisiik antikor olusumu
Klinik 0nemi?

= Asi bu grupta guvenli ve son derece immiinojenik

Garland SM, Vaccine 2015



9’lu asi diger asilarla birlikte yapilabilir mi?

Coadministration of a 9-Valent Human
Papillomavirus Vaccine With
Meningococcal and Tdap Vaccines

Andrea Schilling, MD2, Mercedes Macias Parra, MD®, Maricruz Gutierrez, MD¢, Jaime Restrepo, MDY, Santiago Ucros, MD,
Teobaldo Herrera, MD' Eli Engel, MD®, Luis Huicho, MD", Marcia Shew, MD' Roger Maansson, MS', Nicole Caldwell, BS,

Alain Luxembourg, MD, PhD’, Ajoke Sobanjo-ter Meulen, MD’

= Es zamanh uygulama (4'lu asidaki gibi);

Iyi tolere edilir

Uygulanan asilarin antikor yanitlarini etkilemez

Asi icin gereken ilave vizit sayisini azaltir

HPV asilama oranlarini artirabilir (ABD’de %20-25 = >%090)

Schilling A, Pediatrics 2015



Sorular (1):

Daha once 2’li veya 4'lu asi olanlar 9'lu asi olmali mi?
HAYIR

Daha once hic asi olmayanlara hangi asi onerilmeli?
9'LU ASI
9’lu asl icin en uygun zaman nedir?
CINSEL AKTIVITE BASLAMADAN ONCE
Anormal Pap, genital wart, HPV enfeksiyonu veya
HPV ile iliskili hastalik oykilisu varsa 9’lu asi

kontrendike mi?
HAYIR

9’lu as1 oncesi Pap test veya HPV testi yapiimah mi?
HAYIR

9’lu asinin tedavi edici etkisi var mi?
HAYIR



Sorular (2):

= Erkeklerde 9'lu asi1 kadinlardaki kadar maliyet-etkin
mi?
HAYIR
= Erkeklerde hangi durumda 9’lu asi kadinlardaki

kadar maliyet-etkin olur?
KADINLARDA COVERAGE DUSUKSE (OR: ABD)
KADINLARA UYGULAMA ZORUNLU DEGILSE

=  9’lu as1 uygulamada oncelik sirasi nedir?
KIZ COCUK
ERKEK COCUK
ERISKIN KADIN
ERISKIN ERKEK

=  9’lu asi 3 yerine 2 doz uygulanabilir mi?
MUHTEMELEN EVET (DEVAM EDEN CALISMA SONUCLARI
BEKLENMELI)



Sorular (3):

9'lu asiI gebede yapilabilir mi?
HAYIR (SINIRLI DATA: TERATOJENIK ETKI YOK)
9’lu as1 gebelik varhgi bilinmeden yapilirsa

terminasyon gerekir mi?
HAYIR

3 doz tamamlanmadan gebe kalinirsa ne yapiimali?
ASIYA ARA VERILIP DOGUM SONRASI DEVAM EDILMELI

9’lu asi laktasyon sirasinda yapilabilir mi?
EVET

9’lu asi olanlarda smear taramasi siirmeli mi?
??? (DATA ELDE EDILENE KADAR SURMELI)

9’lu asi ne kadar sureyle korur?
22?



9’lu asi onayi ve uygulama onerileri:

*FDA onayi (10 Aralik 2014):
= 9-26 yas kizlar
= 9-26 yas erkekler

Subat 2015'de Kanada’da onay
*Haziran 2015’de EU ve Avustralya’da onay

=ACIP onerisi (Subat 2015):

= Kizlar:
= 11-12 yasta rutin uygulama
En erken 9 yasta uygulanabilir
= Daha once asilanmayanlarda 13-26 yasta uygulama
= Erkekler:
= 11-12 yasta rutin uygulama
En erken 9 yasta uygulanabilir
= Daha once asilanmayanlarda 13-21 yasta uygulama
= MSM ve immiin yetmezlik varsa 13-26 yasta uygulama

Castle PE, Epidemiol Infect 2015 Petrosky E, MMWR Morb Mortal Wkly Rep 2015 Garland SM, Vaccine 2015



HPV asisi serviks kanserinde
en pragmatik primer korunma stratejisi

International Journal of Gynecology and Obstetrics 131 (2015) 533-535
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