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HPV lliskili Kanser Insidans ve Dagilimi
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Cervical Cancer Incidence (SEER)
and U.S. Death Rates,* 1975-2005
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Serviks kanserinin dogal gelisimi
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Potential impact of an HPV 16/18
vaccine

Potential reduction

Decade(s) ~70%1

Years
16-32%3

Months
]

6—-27%
[]

ASCUS = atypical squamous cells of undetermined significance;
ICC = invasive cervical cancer;

L/HSIL = low/high-grade squamous intraepithelial lesion.

Munoz N, et al. Int J Cancer 2004; 111:278-285; 2. Smith IS, et al. Int J Cancer 2007; 121:621-632 3. Clifford GM, et al. Vaccine 2006

24S53:26-34; 4. Paavonen J, et al. Lancet 2009; 374:301-314.



HPV Asilanmasi sonrasi olasi
degisiklikler

HPV  asisi  vyaptiranlarin  serviks  kanseri tarama
programlarina duyarliliklarinda degisiklik ?

HPV asisi yaptiranlarin cinsellikle ilgili davranislarinda
degisiklik ?

HPV asisi yaptiranlarda tarama programlarinda degisiklikler
( HPV-based tarama programlari ) ?

HPV  asilanmasi  sayesinde asinin  icerdigi HPV
enfeksiyonlarinda azalma ?

Genital sigil, servikal premalign lezyonlarin ve muhtemelen
vulva,vajen ve anal premalign lezyonlarda azalma ?

Genel populasyonda HPV enfeksiyon havuzunun azalmasi
Genc erkeklerin asilanmasi ile HPV bulas riskinin azalmasi ?



Kanser taramasina katilim orani

2 Participation in cervical screening by Victorian women, by age and vaccination status, over a 2-year period and a 3-year period

Z-year participation (2010-2011) 3-year participation (2009-2011)
Vaccinated Unvaccinated Percentage point Vaccinated Unvaccinated Percentage point
Age women women difference (95% CI) P women women difference (95% CI) P
20-24 years 37.6% 4T7.7% 101 (9.7-10.6) <000 4£9.7% 61.4% 1.7 (N3-12.7) <0.001
25-29 years 45.2% 58.7% 135 (13.1-139) <0.001 54.2% 75.9% 217 (21.3-221) <0.001

Budd CA, Med J Aust 2014 .



Kanser taramasina katilim orani

Price RA , Vaccine 2011

N:1586 (18-74 yas)

Asilanmis olan grup ; % 98.1
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P<0.001

%92.5



Kanser taramasina katilim orani
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Fig 3. Cumulative incidence proportions of screening attendance since first invitation to screening by vaccination status.

Herweijer E, PLOS ONE, 2015 .



Asilanmanin cinsel davranislara etkisi

Table 3

Vaccinated and unvaccinated participants” uptake of screening amongst those eli-
gible (n=62), safer sexual behaviour amongst those sexually active (m=107) and
consistent condom use (n=107),

Variable n x D
Uptake of cervical screening

Vaccinated 22 54

Unvaccinated e 318

Total 30 48 181
Uptake of safer sexual behaviour

Vaccinated 54 73

Unvaccinated 24 70

Total 18 73 B42
Consistent condom use

Vaccinated 37 51

Unvaccinated 17 50

Total 54 50 BTG

Mather T, Vaccine, 2014 .



Prevalens (%)

HPV Asilamasinin Erken Etkileri
(NHANES Survey)

14-19 Yas kizlarda HPV-tip prevalansi (United States)
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bHPV Asisinin Etkisi

B Vaccine HPV-16/18
strains

£ Non-vaccine HPV strains
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Fall in cervical HPV prevalence in young women 18-24yrs
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o Freuacine Post vaccine period
® Post-vaccine [201 1_ 2012}

Adjusted prevalence
ratio HPV6/11/16/18

Overall 0.22 (95%Cl
0.16—0.31) p<0.0001

Fully vaccinated 0.07
(95%Cl 0.04-0.14)
p<0.0001

Unvaccinated 0.65
(95%CI 0.43-0.96)
p=0.03

i
[=]

40

[
o

@
=
F-

w

[ =]

(=1

=]

=
=

[

@
e

a

1]

m
=

=

al
£
al
=R

[ ]
(=]

Any HPY High risk HPV types High risk excl 16 & Vaccine HPV types
18 16, 18, 6, 11,
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non-vaccinated women, for which valid human papillomavirus (HPV) testing results were
available, Scotland, 2009-2013



Avustralya’da Dogmus 21 Yas Alti Kadinlarda
Genital Sigillerin Gorulus Dagilimi
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Genital Sigillere Asinin Etkisi (NZ)
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Genital sigilli bireylerin ilk
vizitteki ylzdeleri
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A2010 yili sadece ilk alti ayina ait data mevcuttur: 2007-2010 arasinda 40,793 yeni katilimci
(11-12 yas kizlarda okul asilamasi, 20 yasa kadar telafi asilamasi)

Oliphant J, NZ Med J 2011



gHPV Sonrasi Kaliforniya’da Genital Sigil
insidansi

Sonuclar
e Servis alan yillik ortalama birey sayisi:
— >1,754,000 kadin
— > 258,000 erkek
e Genital sigil overall tanisi:
— Kadinlarda %0.7
— Erkeklerde %3.3

 Hem kadinlarda hem erkeklerde en yuksek oran 21-25 yas genc eriskinlerde
gorilmektedir

— Endlstk hiz>30Y
* <21Y kadinlarda, genital sigil tanisi %0.94’ten %0.61’e diismiistiir (P <0.001)

* Diisiis ayni zamanda 21-25 Y kadinlar, <21 Y erkekler ve 21-25 Y erkeklerde
de gorulmustur



gHPV Asilama Programini Takiben
Belcika Datasi

* Olgu #13.117’si asilanmis 16-20 Yas 55.193
kadin

e 435 genital sigil (GW) olgusu goralmustir
— Asitlanmamis grupta 423 olgu
— Asilanmis grupta 12 olgu

GW kimdulatif insidansi 0.12% 0.93% <0.0001

Asillanmamis grubun genital sigille yakalanma riski 8 kat yuiksek

Van Tielen R, EUROGIN 2012



<18 Yas Altinda HGAs, gHPV Asi
Programindan Once ve Sonra

1.60 - Vaccination Rrogram Begins

1-20 s .

HGA incidence (%)

0 I I I — I T L
2003 2004 2005 2006 2007 2008 2009 2010

Year

HGA: High Grade Cervical Abnormalities

Brotherton JM, Lancet 2011



Linkage of registry data
CIN I1I/AIS histology per 1,000 women years,

by age in 2007
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Gertig DM, Brotherton JML, Budd AC, Drennan K, Chappell G, Saville AM.
BMC Medicine 2013, 11:227




Vaccine preventable types now rare in young
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Fig. 2. Type-specific prevalence of HPV genotypes among 431 women aged 18-25 years from Victoria, Australia. In the case of multiple genotypes, each type was counted
independently.




Table 1. Rates of vaccination for HPV among the women who underwent
cervical cancer screemng m FY2014.

Total
20vy.0.| 21v.0. | 22 vy.0. 23 y.0. 24 y.0,
-
HPV

.. 112 78 75 29 38 332
vaccination (+)

.HPF 153 720 428 728 011 2,940
vaccination (-)

Total cases 265 798 503 757 949 3,272

Rate 42.3% 10.0% 17.5% 3.8% 4.0% 10.2%



Beneficial Effects of HPV Vaccine on Cervical Abnormalities
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Table 2. Cases of ASC-US or worse and NILM among the women with and without
HPV vaccination.

| AsCUsorwone m

HPV vaccination (+)

HPV vaccination (-) 148 2,792 2,940
Total cases 156 3,116 3,272

Table 3. Rates of ASC-US or worse among the women with and without HPV vaccmation.

Total :::Z:If rate Reduction
20 y.0.21 y.0.| 22 y.0.| 23 y.0. 24 y.0. cases | screened | 9 r;i:-
population

vaccination 2 2 2 1 1 8 8/332 2.41* 52.1
(+)
HPV

vaccination 13 36 26 32 41 148 148/2,940 5.03
(-)

*P: 0.03.



Table 4. Cases of HSIL or worse and LSIL or better among the women with and without
HPV vaccination.
—M LSIL or better**
HPV vaccination (+)

HPV vaccination (-) 24 2,916 2,940
Total cases 25 3,247 3,272

Table 5. Rates of HSIL or worse among the women with and without HPV vaccination.

Total c-:u;;lf Reduction
20 y.0.21 y.0.|22 y.0.|23 y.0. (24 y.0. rate%| rate
cases | screened %
population

vaccination 1 0 0 0 0 1 1/332 0.30% 63.4
(+)
HPV

vaccination 1 6 3 6 8 24 24/2,940 0.82

()
#P-03.



Table 1. Vaccine information and potential impact by type.

Cervarx™ Gard xil® Gard ail-9®
HPV subtypes Covered 16, 18 & 11,16, 18 &, 11, 16, 18,31, 33, 45, 52,58
Disease reduction” (%) —vulvar S0.0 50,0 64.1
Disease reduction” (%) —vubvar in situ B24 B24 927
Disease reduction” (%) —vaginal S67 567 800

Values for reduction are based an the most recent data regarding HPV subtypes implicated in vulvar and vaginal in situ and invasive disease. As such, potential impact
would Esume 100% efficacy and vacdne coverage Saraiva M., Unger E, Thompson T., Lynch €, Hemandez B, Goodman M. (2015) US Assessment of HPV Types in Can-
cers: Implications for Current and 9-Valent HPY Vacdnes fournal of the National Cancer Institute. 107(6)
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Source: Unpublished data, Novakovic et al.
Manuscript in preparation




Orofarengeal Kanserlerde Azalma

Olgular 18-33Y (n =2,627)
En az bir doz qHPV asisi alan kiz ve erkekler

Populasyon agirlikli prevalans asili grup ile asilanmamis grupta
%0.11 vs. %1.61 (P=0.008)

Diger deyisle

Diger HPV tiplerinde prevalansta azalma gorilmemis (%3.98
vs. %4.74; P=0.24)



Ulusal Programinda qHPV Asisi Bulunan
Ulkelerin 10 Yillik Verisi

Infectious

Clinical Infectious Diseases
L 91 4,

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 Muiioz,® 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®

"Royal Women's Hospital, University of Melboume, Murdoch Childrens Research Institute, Victoria, Australia; “Danish Cancer Society Research Center and Department of Gynecology, Rigshospitalet,
University of Copenhagen, Denmark; *Colombian National Institute of Cancer, Bogota; *Kentucky Pediatric and Adult Research, Bardstown; “Indiana University School of Medicine, Indianapolis; *Merck ‘
& Co, Inc, Kenilworth, New Jersey, “Universidad del Rosario, Bogota, Colombia; and ®Sanofi Pasteur MSD, Lyon, France

Garland SM, Clinical Infectious
Diseases 2016



Ulusal Programinda qHPV Asisi Bulunan
Ulkelerin 10 Yillik Verisi

HPV 6, 11, 16, 18
enfeksiyonlarinda azalma

Kadin ve erkeklerde
genital sigil oraninda
azalma

Dustik grade servikal sitolojik
anomalilerde azalma

Histolojik olarak dokiimente
edilmis yiksek grade servikal
sitolojik anomalilerde azalma

Garland SM, Clinical Infectious
Diseases 2016



Genital Sigil Prevelansinda Azalma

7 yil sonra <21 yasindaki kadinlarda 4 yil icinde 10-19 yas grubunda genital
genital sigillerde yillik sigil nedeniyle hastaneye yatislarda

%85-87

21 yasin altindaki kadinlarda her yil yaklasik %50’yi bulan azalmalar bildirilmistir;
Avustralya’da asi programinin uygulamaya konulmasindan
4 yil sonra gézlemlenen azalma %92.6’dir

Garland SM, Clinical Infectious
Diseases 2016



gHPV Asisinin Gergcek Dlinya Etkinlik
Erken Sonuclari: Ozet

gHPV asilamasindan sonra genital wart
oranlarinda belirgin dlisis saptanmistir

Avustralya’da genc kadinlarda HGSIL insidansi
belirgin dlsus gostermistir

Belcika’da genc kadinlarda HPV 16/18
enfeksiyon oranlari cok acik azalmistir

Sonucta Global olarak gHPV asisiyla asilanan
genc kadinlarda HPV enfeksiyonu ve iliskili
hastaliklarda belirgin disus saptanmistir



Asilamadan sonra olasi klinik degisiklikler

Anormal PAP test oraninda azalma olacaktir.

HPV negatif veya onkojenik olmayan HPV’lerin yol
acacagl smear degisiklikleri olusacaktir.

Servikal sitolojinin spesifitesi CIN 2 ve CIN 3 icin
daha azalacaktir.

Sonucta:
— Anormal PAP smear testlerinin takibi azalacak,

— Servikal biopsi icin kolposkopiye refere edilen hasta
sayisl azalacak,

— Cerrahi prosedurler azalacaktir.
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