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- Zarfsiz DNA virusu....
- >200 farkh tip

(6,11, 42, 43 44.)

- Yiiksek risk (16, 18, 31, 33, 35, 39, 45, 51,
52, b6, b8....)

Cinsel temas ile bulasir (Anneden yenidogana;
dikey bulasma)



HPV Enfeksiyonu

" 10 kadindan l'inde HPV enfeksiyonu mevcu’r.’

" Cinsel aktif erigkinlerin %50-80'i yasamin bir
déneminde genital HPV enfeksiyonu gegirir.

= HPV enfeksiyonlarinin ¢ogu gegici. Servikal
neoplazi gelisimi igin HPV'nin persistansi sarttir.

" Kulugka siresi: 3-4 aydan 1-2 yila dek



Yiiksek Risk HPV Prevalansi, yas gruplarinda, ABD
2003-2004 (n=5555)

14-19 20-29 30-39 40-49 50-65
Yas

CDC, unpublished data



Serviks kanseri: Dogal hastaligin
Progresyonu
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HPV tipleri ve varyantlari Hormonal Faktorler

Konakgi faktorleri: Uzun sureli O.Kontr. kullanimi
Genetik yatkinlik Fazla dogum sayisi
immiinolojik Faktorler Sigara

HSV-2 ve C. trachomatis



HPV tim diinyada invazif servikal
kanserin gerek sartidir
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22 Ulkeden 1000 serviks kanseri biyopsisinde
HPV DNA prevalansi %99.7
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Diinyada Serviks Kanseri Siklig
(GLOBOCAN 201 2)

Female AVRUPA
s 67, OOO

—_— <
ST
-~ e - -z o i LN
*4 / ¥
: / )
L —t
p g o !
) A\

KUZEY AMERIKA
14000

69,000

Cervix uteri cancer

B 02+
B 206302
B 138208
] 78138
] <9

No Dats

Source: GLOBOCAN 2012 {IARC)



Diinyada Serviks Kanseri-2012

Her yil tani konan kadin sayisi
528.000

dakikada bir
kadin 6layor

Insidans 15.1/100.000

1.Ferlay J. Globocan Cancer Statistics 2002. J Clin 2005;55.:74-108.
2. Yang BH. Int. J. Cancer. 2004; 109: 418-424
3. Sankaranarayanan R . WHO Bulletin 2006; 79:954-62;



Tirkiye'de Serviks Kanseri-2012

Her yil beklenen olgu sayisi
1686

Turkiye'deki Kadin Kanserleri

Saghk Bakanhg) Saghk Bakanhgi, Saghk Bakanhg,

Her giin 2

kadin Gliyor

Hematolojik

Rektum

fnsidans 4.5/100.000

1. Parkin DM, Lancet Oncology; Globocan 2002



Overall prevalence Most prevalent
in healthy women HPV types

16 (3.5%)
59 (11%)
82 (10%)

CENTRAL AMERICA
e

AMERICA

31 (1.9%)
18 (1.8%)

33 (1.5%)
58 (1.2%)

RICA

16 (2.7%)

52 (1.8%)
18 (1.6%)

16 (3.3%)

tn (L3%) 58 (1.6%)

58 (1.4%)
18 (1.2%)

3 (0.9%) 45 (0.9%) Government- <563 A number of risk factors are
: reported <30 known to increase the risk of
age-standardized <203 HPV infection progressing to
cervical cancer ; cervical cancer, including
. S incidence rate <129 HIV coinfection, smaking,
Worldwide HPV prevalence per 100,000 <69 younger mothers, high

in healthy women. women per year. No data number of children.




Serviks Kanserinde HPV Tiplerinin Dagilimi?

16 53.5

18 W ;’53'5
45 _ 6_7 07 .7

33 | ] 2.6 %803
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35 W14

59 H13

56 H12
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73 los

82 0.3
Diger W12

X 44
0 10 20 30 40 50 60 70 80 90 100

En sik rastlanan HPV genotiplerine atfedilen kanser olgular: (%)

Munoz N. Against which human papillomavirus types shall we vaccinate and screen? The international perspective
Int J Cancer 2004; 111: 278-85.



 Servikal Kanser ciddi problemdir ancak
ONCESINDE ve serviks'in OTESINDE olusan

hastaliklar da cok énemlidir.
Servikal Kanser: 0.493 milyon olgu/yilt

Yuksek evre prekanseroz lezyonlar
10 million?

Dusuk evre servikal lezyonlar:
30 milyon?

Genital sigiller:
30 milyon3

HPV enfeksiyonu:
300 milyon?

1. World Health Organization, Geneva, Switzerland: World Health Organization; 2005:1-38. 2. World Health Organization.
Geneva, Switzerland: World Health Organization; 1999:1-22. 3. World Health Organization. WHO Office of Information.
WHO Features. 1990;152:1-6. 2
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Son calismalar;
HPA'da serum antikor diizeyleri:

‘En az 8-9.4 yil
*7%88-100 seropozitiflik devam eder
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HPV Asilarinin Bilesimi

ARDZA @
HPV Tipleri
16 Q
Her dozdaki ° 1
konsantrasyonlar 20/40/40/20 20/20
(MO)
L1 VBP’lerin Maya Bocek hilcresi
Uretiminde S. cerevisiae siibstrati
kullanilan teknoloji
AaS AIUminyﬁr?ck)miL(ljroksit +
- Amorf aluminyum :
Adjuvan hidroksifosfat sulfat 3-deas§tllle.
monofosforil lipid A
(Merck and Co., Inc.) (MPL, Corixa/GSK)
Her iki cinse 9-26 ya Kizlara 10-26 ya
ONAY yap yap

0,2,6 ay

0,1,6 ay

1. Villa LL, Costa RLR, Petta CA, et al. Lancet Oncol. 2005;6:671-678. 2. Harper DM, Franco EL, Wheeler C, et al. Lancet.

2004;364:1757-1765.

VBP = virls benzeri partikdl.




KUADRIVALAN AST ETKINLIGT
= Gegici enfeksiyonda etkinlik; %89

= Persistan enfeksiyonda: %86-100
etkinlik

= Preinvazif lezyonlarin 6nlenmesi;
%100

= Serokonversiyon: %100

s HPV-16 ve HPV-18'in neden oldugu 4
CIN2 veya CIN3 ve AIS'e karsi asi (g

koruyuculugu %98 I : ’

FUTURE Il Study Group. Quadrivalent vaccine against human papillomavirus to prevent high-grade cervical lesions. New
England Journal of Medicine, 2007, 356:1915-1927

Villa LL, Costa RL, Petta CA, et al. Lancet Oncol. 2005;6:271-278.



Asilama sonrasi Notralizan Antikorlar:
Yas Iliskisi
Per-protocol immunogenicity (PPI) population (ages 9-26)*
Neutralizing anti-HPV 6 GMTs at month 7

Immunogenicity Bridge Efficacy Program

1600
1500

1300
1100

900

700

Serum cLIA** GMT with
95% CI, mMU/mL

500

9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Age at Enrollment (Years)

*Inclusive of five study protocols (all GMTs measured using cLIA); **cLIA = competitive Luminex® immunoassay 11



GARDASIL™: 5 yil sonraki
Koruyuculuk

HP\/ 6, 11, 16, or GARDASIL Placebo

18-related Etkinlik 9500 ClI

Persistan

0)
Infeksiyon 96% (83, 100)

Hastalik (12, 100)

CIN 1, 2, 0r3 (<0, 100)

Vulvar/vajinal

neoplaziler veya 235 (<0, 100)
genital sigiller
A total of 241 subjects were entered into the five-year extension phase of protocol 007.

*One case of confirmed persistent infection: HPV 18 DNA detected at months 12 and 18 only (not a case in the
five-year extension).

*One case of HPV 16 DNA detected at the last visit (month 36); not a subject in the five-year extension phase.
GARDASIL is a trademark of Merck & Co., Inc., Whitehouse Station, NJ, USA.

Villa LL, Costa R, Petta R, et al. Br J Cancer. 2006;95:1459-1466.
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Kuadrivalan Asi

= Prekanseréz vulva ve vajinal lezyonlari dnleme

etkinligi %100 bulunmustur
= HPV 16: HPV 31/33/45/52/85
= HPV 18: HPV 45 karsi ¢apraz koruma saglar

(servikal kanserlerin %20'sini kapsar)

Joura EA, Leodolter S, Hernandez-Avila M et al. Lancet 2007; 369: 1693-702.



Kuadrivalan Asi

Asinin etkinliginin arastirildigi galismada;
4065 erkek (16-26 yas)
= Genital lezyonlarinin gelisiminde %90

= HPV persistansinin énlenmesinde %86 etkili

oldugu bulunmustur

Giuliano AR, Palefsky JM, Goldstone S, et al. N Engl J Med 2011: 364. 401 -5.



S. Food and

Proper name: Quadrivalent Human
Papillomavirus (Types 6, 11, 16, 18)
Recombinant Vaccine

Tradename: GARDASIL

Manufacturer: Merck & Co., Inc., We
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Human Papillomavirus Vaccination

ABSTRACT: The U.S. Food and Drug Administration recently approved a
quadrivalent iuman papillormavirus (HPV) vaccine for females aged 9-26
vears. The American College of Obstetricians and Gynecologists recom-
mends the vaccination of fermales in this age group. The Advisory Committee
on Immunization Practices has recommended that the vaccination routinely
be given to girls when they are 11 or 12 years old. Although obstetrician—
gynecologists are not likely to care for many girls in this I vaccination
rarget group, they are crivical to the widespread use of the vaceine for
Jemales aged 13-26 years. The quadrivalent HPV vaccine is most gffective if
given before any exposure to HPV infection, but sexually active women can
receive and benefit from the vaccination. Vaccination with the quadrival
HPV vaccine is not recommended for pregnant women. It can be provid.
women who are breastfeeding. The need for booster vaceination after 5 years
has not been established. Health care providers are encouraged to discuss
with their patients the benefits and limirations of the quadrivalent HPV vac-
cine and the need for continued routine cervical cvtoloev sereenine



http://www.fda.gov/default.htm

BIVALAN ASI

Monofosforil Lipid A

+ ASO4 igeren asi ile daha yiiksek ve daha
kalici (4 yil) HPV nétralize edici antikorlar
elde edilmistir.

HPV-16 HPV-18

GMT Daha giiglii

R
I Daha uzun , N e e -

Hizh / // AS0O4
Erken S

AI(OH),

Zaman

1.Giannini S. et al. Enhanced humoral and memory B cellular immunity using HPV16/18 L1 VLP vaccine formulated with
the MPL/aluminium salt combination (AS04) compared to aluminium salt only. Vaccine 2006. Vol 24:33-34, 5937-5949
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BIVALAN ASI ETKINLIGI

Harper D et al. Lancet 2004; 364: 1757-65.

E Yeni enfeksiyon

B Persistan enfeks.
W Sitoloji

CIN lezyonlar (I/11)

HPV-16 HPV-18



BIVALAN ASI ETKINLIGI

18,600'dan fazla geng kadinin (15-25
yas) degerlendirildigi biyik bir
randomize klinik ¢alismada

- CIN2 veya daha ciddi hastaliga karsi
etkinlik: %93

HPV-16 HPV-18

) Control
Vaccine cases Efficac
Endpoint cases o, Y 9504 CI
N=5466 N~ °
! 5,452

CIN3+ 3 44 93.2 78.9-98.7

1. Lehtinen M et al. Lancet Oncol/ 2012;13:89-99; 2. Paavonen ]
et al. Lancet 2009;374:301-14



Bivalan Asi

= Serokonversiyon; %100

= Titre;

= HPV16'da 50X

= HPV18'de 80X

= Yan Etki; kabul edilebilir diizeyde

HPV-16 HPV-18



15-25 yas arasi Etkinlik Caligmasi (6.4 yil)
10-14 yas ve 15-25 yas immun kopruleme

Anti-HPV-16 1gG

10,000
1,000 —
100 —
10
1

12 18 25-32 33-38 39-44 45-50 51-56 57-62 63—-68 69-74 75-76

GMT (EU/mI)

Total follow-up time (months)

]
Anti-HPV-18 |QG —— 10—14 Year old girls

10,000 =

1,000 —

f;/lmmnm

12 18 25-32 33-38 39-44 45-50 51-56 57-62 63-68 69-74 75-76
Total follow-up time (months)

GMT (EU/mI)

Harper D et al. Lancet 2006;367:1247-1255; Presentation Gall S, AACR, Los Angeles, April 14-18, 2007; Rombo L, ESPID, Porto, Portugal, May 2-4,2007,
Harper DM, Dubin G. ESGO, Berlin, Germany, October 28 - November 1, 2007, Late breaker Abstract, Wheeler CM, et al. ESPID, Graz, Austria, May 13-17,
2008; Poster Abstract 698; Schwarz TF, Descamps D. ESPID, Graz, Austria, May 13-17, 2008;



HPV 16/18 CIN2+ igin yildan yila %100 koruma Faz ITb uzun dénem
takip calismasi 8.4 yil sonunda da % 100 klinik etkinlik

HPV 16/18 iligkili Asi Etkinligi
0

3 100 NA

Baslangi¢ Etkinlik
Calismasi 2.4 ylll
4.5 yil? 0 ) 100 —7.7-100
Baglangig etkinlik 5.5 yil3 0 7 100 32.7-100
calismasi ve uzatilmig
takip galigmasinin
kombine analizi 6.4 yil* 0 9 100 | 51.3-100
8.4 yil® 0 12 100 <0, 100

n = her grupta en az bir olay bildirilen birey sayisi

ITT analizi

1. Harper D et al. Lancet 2004; 364:1757-1765;

2. Harper D et al. Lancet 2006; 367:1247-1255;

3. Gall S. AACR, Los Angeles, CA, 14-18 April 2007. Abstract 4900;

4. Harper D et al. Society of Gynecologic Oncologist's Annual Meeting 2008. Abstract.
5. ESPID 2010, Nice, France, 4-8th May 2010



HPV-001/007/023: Uzun Donem Etkinlik Calismasi (HPV-16 /-18)

-9.4 yil

10000 - HPV-001 study | HPV-007 study | HPV-023 study —_—
: ' HPV-16  swpv = Control : 100%
- 1000 | | seropositivity
IS . L [ I —
< I I
S & B 4 ; B B I L T
5 : : : I I I >10-fold higher
< 100 -+ than natural
| | : .
- infection*
| |
10 - | |
phaaaaaidaneaianann
I |
1 I I —
10000 - | I 100%
I HPV- 18 “HPV = Control I seropositivity
- | | ——
£ 1000 I I N
- I : =10-fold higher
= than natural
L |
= 100 | | infection*
O 10 - | l
| |
1 |
pRE P\\\-\‘\'\ﬂ P\\\m\\?ﬁ ?\\\N\\‘éﬁ ‘\]\’5’5"\“’5% W Q’N\Ai\ " &N\EJO 6 \’N\EJE: el ez N\B?)_N\EJ% ‘\mﬁg"\m b o B_N\‘T‘B Tt 82 N\%%'MS% e g_‘\r\gﬂwq%_w\():“m A 0:\,\01 M A3

EL.U/mL, ELISA unitl/mL; GMT, geometric mean titre; HPV, human papillomavirus
Red dotted line indicates natural infection levels

*Antibody levels in women (seropositive and DNA-negative) from a phase Il study who cleared a natural infection before enrolment
Adapted from Roteli-Martins et al. Hum Vaccin Immunother 2012;8:390-397; Adapted from GSK Clinical Study Register; EMA. Cervarix® European Summary of Product Characteristics,

2014. Naud P et al. Hum Vaccin Immunother. 2014;10: 2147-62
Cervarix core story June 2015
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http://www.ema.europa.eu/docs/en_GB/document_library/Minutes/2013/06/WC500144716.pdf

Cervarix Capraz Koruyuculuk
Verileri

Cervarix Kontrol Etki

HPV Tipi \ \ % Azalma 95% CI
HPV 16-benzeri

HPV 31 14 30 94 11, 78

HPV 33 12 13 9 -117, 62
HPV 52 40 48 19 -27,48
HPV 58 14 16 14 -88, 61

HPV 18-benzeri

HPV 45 1 17 94 63, 99




U.S. Food and Drug Administration

Approval Date: 05/2010

Centers for Disease Control and Prevention

PN

- 2008 Tiirkiye

i
!
i

MMWR Morbidity and Mortality Weekly Report

FDA Licensure of Bivalent Human Papillomavirus Vaccine
(HPV2, Cervarix) for Use in Females and Updated HPV
Vaccination Recommendations from the Advisory Committee
on Immunization Practices (ACIP)


http://www.fda.gov/default.htm

HPV Asilarinin Giivenilirligi

> Bolgesel reaksiyonlar;
7%3-83, genellikle hafif-orta diizeyde
Sislik, agri, eritem ve kasinti

> Sistemik yan etkiler:
7%2-13 (plasebodan farkli degil)
Anafilaksi: 0.1/100,000

> Adolesan ve geng eriskinlerde vazovagal
reaksiyon (bayilma) gériilebilir.

> Ven6z tromboemboli: Olgularin %90'inda
OKS kullanimi ya da tromboz oykiisii var



HPV Asilari Kontrendikasyon

» HPV. rutin ¢ocukluk asilariyla es zamanl
olabilir.

> Daha onceki asi dozundan sonra ciddi
alerjik reaksiyon gelisen veya asi
komponentlerine karsi alerjisi oldugu
bilinen kigilere HPV asisi yapilmamalidir

> Hafif enfeksiyon, ve immiin siipresif ilag

disindaki ilag alimi; asiya engel degil.

> Immiin Yetersizlikler asiya
kontrendikasyon olusturmaz, ancak
antikor yanitlari daha az.



»

4. oe

Asi Uygulama Onerileri

+ 9-26 yas arasi tim kiz ¢ocuklari ve
kadinlara asi éneriliyor (kuadrivalan veya
bivalan)

* Rutin agilama yasi 11-12 yas

+ 13-26 yas arasi kadinlarda yakalama asisi

* Erigkin kadinlardan etkili ve glivenli bir asi
esirgenemez ||

ACIP - Advisory Committee on Immunization Practices
ACOG- American College of Obstetricians and Gynecologists
AAP- American Academy of Pediatrics

AAFP- American Academy of Family Physicians

SAM- Society for Adolescent Medicine



»

/4 eoe

Asi Uygulama Onerileri

Erken Ergenlik Donemi ¢iinkdi:
> Profilaktik

> Optimal asilama zamani seksiiel aktivite
baslamadan once

> Seksiiel aktivite basladiktan sonraki 5

yil iginde kiimilatif HPV enfeksiyonu
riski %50-60.

> Asilama hedef kitlesi; preadolesan,
adolesan ve geng erigkinler



5.0cak.2007
ABD Adolesan Asl Semasi

FIGURE 2. Recommended inmmunization schedule for persons aged 7-18 years — United Slales, 2007
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HPV Asi Semast

> HPV asilari 6 ay iginde 3 doz seklinde

\ R
\ \

yapilir.

\

)

Ilk doz
Kuadrivalan Bazal
AsiI Semasi O.ay

Bivalan Bazal
Asi Semasi O.ay

Tkinci Doz

2. ay

1.

ay

Rapel Doz

6.ay

6.ay



HPV Asilama Semasi

» Minimum araliklar
>1ve 2. doz arasi en az 4 hafta
»>?2 ve 3. doz arasi en az 12 hafta olmalidir.
»>1. ve 3.doz arasi en az 24 hafta olmalidir.

» Semada kesinti oldugunda tekrar basa
donilmez.

» Ancak aralar kisalirsa o doz sayilmaz.

MMWR 2007; 56(RR-2):1-24 Markowitz, Dunne et al. 2007



Iki Doz Asilama

> 0-6 ay 2 doz semasi ile O, 2 ve 6 aylik

3 doz semasi karsilastirilmis

» 9-13 yas arasi ve 16-26 yas arasi kiz

cocuklar: ve kadinlar

» Son dozdan 7 ay sonraki antikor

titreleri bakilmis



i+l

Son Dozdan 7 ay sonra Geometrik Ortalama

2 doz asilanan 9-13 yas
arasi kizlarda HPV6 ve
HPV11 titreleri 3 doza
gore diisiik degil

- 36.ayda antikorlar 4 tip

iginde yeterli

n GMT m
(95%

/

_ 2186 038
Anti-HPV 6 241 (1846, 2588) (796, 1105)
_ 2348 <:> 2096 1277
Anti-HPV' 11 243 (2090, 2638) ()—'251 (1869, 2350) 269 (1144, 1427)
| 7457 7640 3574
Anti-HPV 16 243 (6388, 8704) 251 (6561, 8896) 246 (3065, 4169)
_ 1207 1703 661
Anti-HPV 18 243 (1054, 1384) 252 (1489, 1946) 264 (580, 754)

aGMT measured by cLIA.

bincluded individuals who were seronegative (all participants) and had a negative result for HPV genotype at enrollment (assessed in women
only), received all assigned doses of the vaccine, and adhered to all study procedures.

Cl=confidence interval; cLIA=competitive Luminex immunoassay; mMU/mL=milli-Merck units per milliliter; y.0.=year old.

1. Dobson S et al. JAMA. 2013;309:1793-1802.




Preadolesan Kizlarda 2 doz sonrasi
Imminojenisite

SONUC: B o rpsoe
Ilk doz sonrasi 10000
yapilan ikinci doz
glgld bir amnestik
yanita neden

uMonth 43 (1 month postdose 3)

4552

3399

1666

931

1000

GMTs, LU

olmaktadir.

Bu yanit en az 42 ay
devam etmektedir. 10

]

HPV Type 16 HPV Type 18
Similar results observed for HPV Types 6 and 11.

GMT=geometric mean titer; LU=Luminex units; qHPV=quadrivalent human papillomavirus.
1. Sauvageau C et al. Presented at: EUROGIN 2013; 3-6 November 2013; Florence, ltaly. Abstract OC 6-1.



Cervarix™ 2-doz uygulama semasi: HPV-16 /-18'e karsi

3 doz uygulamaya benzer etkinlik

10000 -

GMT (95% Cl), EL.U/mL

HPV-16

GMR (95% Cl)
1.06 (0.78, 1.45)

1000 -~

>45-fold higher
than natural
infection

100 ~

S
o
1

—— 2D(9-14y); N=45
o oy = 3D(15-25y); N=79
Natural infection
Plateau

1 T T T T T T T T T T T T T T 1

0 4 B8 12 16 20 24 28 32 36 40 44 48 52 56 60
Months after first vaccine dose

10000 A

GMT (95% Cl), EL.U/mL

1000

100

-
o
1

HPV-18

GMR (95% Cl)
1.01 (0.69, 1.48)

>27-fold higher
than natural
infection

—— 2D(9-14y); N=43
w o = 3D(15-25y); N=76
Natural infection
Plateau

T T T T T T T T T T T T T T 1

12 16 20 24 28 32 36 40 44 48 52 56 60
Months after first vaccine dose

Antibody kinetics similar in both groups (ELISA, 9-14 & 15-25 years)
GMTs above plateau level seen in subjects with sustained protection (HPV-001/007)

GMTs above levels elicited after natural infection (control arm HPV-008)

All subjects seropositive from Month 7 to 60

Natural infection = subjects who had cleared infection had GMTs of 29.8 (HPV-16) and 22.6 EL.U/mL (HPV-18) in Study HPV-008 [Paavonen J et al.
Lancet 2007;369:2161-70]. Plateau = GMTs at the plateau level in Study HPV-007 (Month 45-50 time point, females aged 15-25 years) were 397.8
(HPV-16) and 297.3 EL.U/mL (HPV-18) [HPV-007 Study Group et al. Lancet 2009;374:1975-85].ATP, according-to-protocol; Cl, confidence interval;
EenSmx eAgsme-linked infeRigrokerBEAt assay; GMT, geometric mean titres; HPV, human papillomavirus. Romanowski B, et al.. Hum Vaccin Immunothef3

2015; Epub ahead of print.



Alterne Doz Semasi Uygulayan Ulkeler

Schedule

Starting
age

3rd dose

Brand
Choice
2013/2014

Quebec & BC

Quebec
0-6 months

BC
0-6-36 months

Quebec
9y.0 girls
(4™ grade)

BC
11to12y.0.
girls
(6™ grade)

Quebec: No 31
D
BC: 14 to 15

y.0.
(9t grade)

100% Gardasil
Since Launch

0-6-60 months

9 years old

2013-14Cervarix

Previously 2011-

12 GRD

Switzerland

0-4 or 0-6
months

11-14 y.0. girls
(First dose
before 15t

birthday)

Third dose if
proven
necessary

90% Gardasil
Since Launch

Colombia

0-6 months

9-18 y.0. girls
(4t grade —
12t grade)

Third dose
being
considered
(at month 60)

100%
Gardasil Since
Launch

Brazil

0-6-60 months

11-13y.0. girls in
2014

9-11y.0. girlsin
2015

Third dose being
considered
(at month 60)

100% Gardasil

AUstria

0-6 months

9 y.o boys &
girls

Gardasil


//upload.wikimedia.org/wikipedia/en/0/05/Flag_of_Brazil.svg
//upload.wikimedia.org/wikipedia/commons/4/41/Flag_of_Austria.svg

Aralik 2014'te 9-26
yastaki kizlar ve

kadinlar, 9-15 yastaki
— erkekler igin FDA onay:

gelistirile,  ald.

> 611 16 18 31 Mart 2015'de ACIP
R ve AAP onerileri
(saglikli erkeklerde 21

. _ yas, HIV ve MSM'de
> 2016'da Tirk 26 yas)

> Serviks

olustura




12-26 yas )6: Study design

arasi 924 kiz
gocugu veya
kadin SUPG &
& S
RN %@

Time interval between (N=600)
4vHPV dose 3

and 9vHPV dose 1 Placebo

(N=300)

YT
< 12 months > 12 months 7 months

{Safety assessment
Blood collection (D1, M2, M7)

Protocol 006
o




9vHPV immunogenicity in prior 4vHPV recipients at

enrollment, following dose 1 and dose 3
Females 12 to 15 years of age

B 1 16 18

mMonth 7 (post-dose 3)
Fold difference Anti-HPV

33 | 45 | a2 |
(post-dose 3/ post-

dose 1): 096 098 0.78 1.04 1.20 2.29 4.16 6.08

Month 2 (post-dose 1)
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9vHPV immunogenicity in prior 4

enrollmer h
Daha once 3 doz

4vHPV alanlarda
9vHPV sonrasi yeni 5
serotipe 798
_serokonversiyon

AL

O

10000 4

~—_

1000 H

=
1

—_
]
=
T,
-
=
=
—
=
O
s
L
—
7]
o
D
=

18 31

Fold difference Anti-HPV
(post-dose 3/ post-

dose 1): 096 098 0.78 1.04 1.20 2.29 4.16 6.08 3.40




9vHPV immunogenicity in prior 4vHPV recipients
Cross-stu

Daha énce 4vHPV asisi
GMTs after 3 olanlarda 9vHPV sonrasi

Age/Type Naive to 4 yeni 5 serotipe antikor
vaccinat yaniti sadece 9vHPV

16-26 yrs — alanlardan biraz daha diisiik
HPV 31 665 (647,68 (Anlaml?)

HPV 33 419 (410,4 B

HPV 45 254 (247,262) \ /.
HPV 52 382 (373,392) o XgU (220 0.6
HPV 58 489 (478,501) /\42 (223,262) 0.5

12-15 yrs \_J

HPV 31 1538 (1461,1619}0 423 (352,510) 0.3
HPV 33 822 (785,860) 256 (217,302) 0.3
HPV 45 591 (557,627) 148 (119,183) 0.3
HPV 52 823 (784,864) 395 (331,472) 0.5
HPV 58 1111 (1060,1164) 425 (359,503) 0.4

aData from Protocols 001, 002 for 16-26 yr olds and from Protocols 002, 005, 007 for 12-15 yr olds; by cLIA at month 7
bData from Protocol 006

http://www.fda.gov/downloads/BiologicsBloodVaccines/Naccines/ApprovedProducts/UCMA29166.pdf




Injection-Site AEs after 9vHPV in prior 4vHPV recipients
Cross-study safety comparison

Females 12 to 26 years

(Days 1 to 5 following any vaccination with 9vHPV vaccine)

Naive to HPV vaccination®

Prior AVHPV vacckation

Injection-site AE (N=9,385)
%
Pain 88.1
Erythema 32.3
Swelling 38.4

AE, adverse event
*From protocols 001, 002, 005, 007, 009




9vHPV Asisi Haziran 2015 Onaylari

31 Ulkede Onaylandi

Europe?®
. m— . France Netherlands
s :‘Uls*f'am Germany Poland

Belglur. Greece Portugal
CU go;.lq Hungary Romania

- C;‘I’:r'u': Ireland Slovakia

. ltaly Slovenia
gzech Rlc(apubllc Latvia spain
E;::?:r Lithuania Sweden
North America ; Luxembourg United Kingdom

Finland Malta

United States!
Canada?

Asia Pacific &
Japan

Australia3

9vHPV=nine valent human papillomavirus.
Please see corresponding slide notes for references.1



* Rutin agilama: 11-12 yas
* 9 yasinda asilama baslatilabilir

Subat-2015
Asi Uygulama Onerileri

* Daha once asilanmamis kadinlara 26 yas,
erkeklere 21 yagsa kadar uygulanabilir.
* Immin kompromize veya MSM erkeklerde

26 yasa kadar yapilabilir.

* Kadinlara agilama 2vHPV veya 4v
(piyasada oldugu siirece) veya 9v
» Erkeklere sadece 4vHPV veya 9v
yapilabilir.

_

H

PVile
PVile

u

PV

MMWR 2015;64:300-4




Subat-2015
Asi Uygulama Onerileri

* Daha dnce yapilan asi bilinmiyorsa veya o

as! bulunamiyorsa kadinlarda seri herhangi
bir HPV asisi ile tamamlanabilir.
+ Erkeklerde ise yalniz 4vHPV veya 9vHPV

uygulanir.

MMWR 2015;64:300-4




9vHPV Asisina Gegis

> 4vHPV asisi 9vHPV asisi
> Erkeklerde 16-26 yas FDA onay! tim
endikasyonlar igin alinana kadar
piyasada olacak.
> Ayrica bu onayin lizerinden en az 6 ay
gecmesi de planlaniyor (2016 ortalari)

» 9vHPV asi varliginda seri bununla
baslatilabilir



DSO, lye Ulkelere
HPV asisini nasil
kullanabileceklerini
gostermek amaci ile
politika ve program
gelistirme
kilavuzlari
hazirlamaktadir.

2007, 82, 245-260 Nos. 28/29

Weekly epidemiological record
Relevé épidémiologique hebdomadaire

20 JULY 2007, 82nd YEAR / 20 JUILLET 2007, 82° ANNEE
Nos. 28/29, 2007, 82, 245-260
http:{iwww.who.int/wer

Safety of human papillomavirus vaccine

At the request of the Strategic Advisory Group of Experts
on immunization (SAGE), the Committee reviewed the
safety of human papillomavirus (HPV) vaccines.

A review of awvailable evidence of the safety of both
the 4-valent HPV (Gardasil®) and the 2-valent HPV
(Cervarix®) wvaccines was presented. Data from pre-
licensure randomized controlled trials and post-licensure
surveillance reports from the 2 vaccine manufacturers as
well as from the Eurnpran Medicines Evaluation Agr‘ﬂr}g
the United States Food and Drug Administration (FDA)
and the United States Centers for Disease Control and
Prevention (CDC) were included in the review.

v 20.Temmuz.2007

The current evidence on the safety of HPV wvaccines is

reassuring. The reviewed data covered local and systemic

events in short-term, and long-term events up to 6 years
after vaccination,including pregnancy events. A common

observation was the occurrence of injection site reaction
and muscle pain. During adolescent vaccine campaigns,
some mass sociogenic illnesses such as post-vaccination
dizziness and syncope have been reported. These
events have been prevented by observing adolescents
for 15 minutes post-vaccination and encouraging good
hydration. No concerns with the safety profile were

identified.




i) World Health Organzation 2013

%7 Organization

Sis

Hedef populasyon
9-13 yas arasi
enfekte olmamis kiz

[EXCLUDING VACCINE COSTS)

aJNS
T0r 4 unique vaccine




. HPV as'larl 2 ve 3 ic: World Health Organzation 2013

doz uygulamalari
kiyaslanabilir antikor
olusturmasi nedeniyle
2 doz HPV asisi
yapilabilir

.+ DSO, asilamada
stratejik eksper
tavsiye grubunun

GE) onerisi;
OV 1Py \/ACCINE COMMUNICATION

yas altinda 2 doz,

- 15 yas lzerinde 3 Special considerations

doz o for a unigque vaccine
uygulanabilecegi

seklinde

http://www.who.int/immunization/sage/meetings/201
4/april/report_summary_april_2014/en/
(Accessed on April 04, 2014)




Lisans Sonrasi Karsilastirmal:
Calismalar

> Bivalan asi uygulanan kadinlarda serviks, vulva, vajing,
ve anogenital bélgede daha az lezyon saptanmigtir.

» Bivalan asi uygulanan kadinlarda HPV 16 ve 18 igin T
yardimci hiicre (CD4+) frekanslar: ilk asilamadan 18 ay
sonra daha ytiksek bulunmustur.

> Uclinci asi dozundan sonra HPV 31 ve 45 icin T hiicre
frekanslar: daha tistiin bulunmustur.

» Bivalan asi uygulanmasi sonrasi HPV-6 ve HPV-11 L1
reaktif T hicreleri kuadrivalan asiya benzer
frekanslarda uyarilmistir.

» Uc dozluk asidan bir ay sonra Cervarix Gardasil'den 4
kat daha fazla anti-HPV-16 titreleri ve 7 kat daha
fazla anti HPV-18 titreleri agiga ¢ikarmistir.

S. Capri et al. / Gynecologic Oncology 121 (2011) 514-521




Lisans Sonrasi Karsilastirmal:
Calismalar

> Genital sigil ve CIN1'e karsi quadrivalan asi daha fazla
koruma gostermesine ragmen bivalan asi diger
lezyonlara karsi daha iyi koruma gostermesi bivalan
asty! Ustin kilmaktadir.

» 6.4 yil koruyuculukla en uzun siire koruyan bivalan
asidir. Quadrivalan agi da 6, 11, 16 antikorlar: 5 yil
sureyle korumaktadir fakat 5 yil icinde HPV 18
antikorlarinda gozle gorilir bir disis gozlemlenmistir.

> Herkesin asilandigi durumda bivalan asi quadrivalan
asiya gore € 2.385.354 maliyeti onlemektedir.
Gergekgi olunursa popiilasyonun sadece 7%70'lik kismi
asilanabileceginden 6nlenen maliyetin € 1.669.748
olmasi beklenmektedir.

S. Capri et al. | Gynecologic Oncology 121 (2011) 514-521



Avustralya'da Gardasil kullaniminin 4.yilinda
gen¢ kadinlarda genital sigillerin neredeyse

kaybolmasi
Female <21: | 90% Male <21: |, 87%
Gardasil vaccination commences
30 - [ <21 Female
— — <21 Male
25 - : - - = MSM
@ 20 - 4
S |
& 15 - |
~ |
a 10 - I
|
© 1 l
0 Y _ -
FEERFRRFRARFRS

Read TR Sex Transm Infect. 2011 Oct 4



HPV Recommendations by National Expert Advisory Bodies on Immunization
For Female: 54 Countries — For Males: 4 countries

National Funding: For Females: 50 Countries — For Males: 2 countries 24 Europe
Austria®
Morth America ' Elrelglm_n
ey i e Y Bulgaria
- N Gy i Czech Republic
ca * I Denmark
Canada Sy lenmark
: = Finland
Mencs E France

;;'-_ Germany
“ Gree

7 -

Caribh

Puertd Agustos 2014 itibariyla

Panan
Barba

Bem Dunyada 38 ulke

St My HPA y1 kizlarda
L Ulusal As1 Takvimlerine eklemis durumda

Peru
Guyar
Colom

Uruguay . .
E'—"'_'—’"_J_l!"j'r' 1 Middle East & Africa \ \.
Surinam / = Iy -
'{l.l'.'".'l\.-'”. - :h- L ALSTTIam:
FUNDING UAE ar New Zealand
__L . L Lesotho Malaysia =
Bivalent only (7) Israe India
) Rwanda Singapore
Both vaccines (16) . o . Japan
No funding (4) Male Recommefdation Through GAVI
J **Male Funding ***already switched to Gardasil (4 countries) 1

Update: April 18, 2013 MSD Data on file = will switch to Gardasil in 2014 (1 country) 1




Table 1
Countries that have included HPV vaccine in their national immunization programs, date, target age groups and coverage, 2006-2011°.

Estimated 3-dose
coverage® % (calendar year)

Region/Country Year introduced Target age group or

grade for females®

Catch-up age group Delivery for primary

target group

Europe

Austriad 2006 Females/males -

Belgium® 2007 12-18 13-18 Varies by region 82%(2010) [91]
Denmark 20090 12 13-15 PCjHealth centers 79%(2009) [15]
France 2007 14 15-23 PC/Health centers 24% (2008) [13]
Germany 2007 12-17 PCjHealth centers

Greece 2008 12-15 PC/health centers

Greenland 2008 12 13-15 Mixed

Ireland 2010 12-13 PC/Health centers

Italy 2007-2008 11 Varies by region [14] PC{Health centers 56% (2009) [13]
Latwvia 2010 12 Mixed

Luxemburg 2008 12 13-18 PC/Health centers 17% (2009) [13]
FYR Macedonia 2010 12 13-26 Schools 67%(2011) [92]
Metherlands 2010 12 13-16 Mixed

MNorway 2009 11-12 Schools 63%(2011) [15]
Portugal 2009 13 17 PC/health centers 81% (2009) [13]
Romania 2009 9-12 Mixed

san Marino 2009 MNA

Slovenia 2009 11-12 Schools 55% (2010) [92]
Spain 2008 11-14 Varies by region 77%(2008) [23]
Sweden 2012 11-12 13-18 Schools

Switzerland 2008 10-14 through age 19 Mixed

United Kingdom 2008 12-13 13-17 Schools 84-92% (2009) [16,17]
Americas

Argentina 2011 11 Mixed

Canadaf 2007-2009 Varies by province Varies by province Schools Varies by province
Mexicof 2008 a-12 Mixed 67%= (2010)[35]
Panama 2008 10 Mixed 67% (2010) [35]
Peru 2011 10 Schools

United Statesh 2006 11-12 13-26 PC/Health centers 32% (2010) [4]
South East Asia

Bhutan 2010 12 12-18 Mixed

Eastern Mediterranean

Abu Dhabi, UAE 2008 15-17 18-26 Schools 59% (2011) [72]
Western Pacific

Australia 2007 12-13 13-26 Schools 71%(2009) [11]
Cook Islands 2011 9-13

Fi_j'Li 2008 MNA

Kiribati 2011 MNA

Malaysia 2010 PG 7 (age 13) 13-18 Schools

FS Micronesial 2009 11-12 PC/Health centers

Marshall Islandsi 2008 11-12 PC/Health centers

MNew Zealand 2008 PG 8 (age 12) 13-18 Mixed* 40% (2010) [93]
Palaw 2009 11-12 PC/Health centers

Singapore 2010 9-26 PC/Health centers

Africa

Rwanda 2011 PG G In year 2 and 3, PG 6 and Schools'

SG 3 (9th school year)



Ulkemizde Durum .-

s et
N\so\l E

+ HPV agsilari 9-26 yas igin onayl

+ Agirlikla 9-26 yaslar arasindaki kizlar ve
kadinlara

* Oncelikle 11-12 yastaki kizlara

* Ayrica 13-18 yasta olup éncesinde
astlanamayanlarin asilanmasi énerilir

* HPV asilari 0, 1-2, 6 ay gizelgesi ile 3 kez
uygulanir.

- 9-13 YGE arasi O ve 6 yas olarak 2 kez de
uygulanabilir.

» 2vHPV ve 4vHPV asisinin 2 dozluk
uygulanim onay: vardir

AN



Cizelge eki. Tiirkiye Cumhuriyeti Saghk Bakanhg1 Ulusal As1 Takvimi asilarina ek asilar (0-18 yas) - 2015.*

Dogum 1. ay 2. ay 4, ay 6. ay 9.ay 18. ay 24. ay i00 1. 100 8.
simf sumf
ASILAR ya da ya da 10-
4-6y 12y
Rotaviriis (RVA) I I ()
dT yerine
abdT, abdT-iPA yeglenerek
1 kez
Insan 0-18 yas
(human) arasinda
Papilloma toplam
Viriisii (HPA) 3 as1
influenza (iiA) 6. aydan sonra her yil (yasa uygun doz ve sayida)
Menengokok Uygulama Onerileri ¢ergevesinde, aileye bilgi vererek 1 ya da 2
(KMA4) asl

Arisoy ES, et al. J Pediatr Inf 2015; 9: 1-11.




Asilamada karsilasilan sorunlar

nasil asilacak?

Maliyet:

Ulusal asilamanin getirecegi yiik
Egitim

Asidan haberdar olma

Asinin amacinin dogru anlasiimasi

Inang
Toplum direnci
Yonetim direnci

Cohen J, Science, 2005.



HPV ASILAMASI ILE ILGILT

SORULAR

- Erken asilama
* 9-12 yas kritik donem
- Immiinite siiresi

- Ailelerle iletisim



ADOLESAN ASILAMASINDA SORUN: YUKSEK
ASILAMA ORANLARINA ULASMA

* Highest coverage is typically achieved through school-based programmes

* The majority of national immunisation programmes are not achieving high enough
coverage levels to significantly reduce the burden of cervical cancer
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ASILAMANIN AILE

TARAFINDAN KABULU

+ ~ 35 milyon ABD'li adolesan onerilere ragmen
asilanmamaktadir

» HPV asilanma oranlari (ABD verileri)
- %37 (%25 - 6zel muayene) 1 doz asi oluyor
- 7%11-18'i seriyi tamamliyor
» Ailelerin asi kabuliinde onemli faktérler
- Ast etkinligi
- Hastalik ciddiyeti
- Hekimin énermesi



SONUCLAR

+ HPV enfeksiyonu genital kanser ve sigilin en
onemli nedenidir.

* HPV asilari ile servikal kanserden korunabilir.

+ Etkin korunma igin asilama mutlaka piiberte
oncesi donemde ve her iki cinse uygulanmalidir.

- Oncelikle 9-13 yas arasi uygulama
onerilmektedir.

* Uygulama sekli O, 1-2 ve 6.ay seklindedir.

 HPV asilari 3 doz olarak uygulanmakla birlikte
9-13 yas arasinda olmak iizere 2 doz (0,6 ay)
semasi da onaylanmistir.
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