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HPV ASISI
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Sunum Icerigi
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PV ve neden oldugu hastaliklar
P\/ patogenez

PV infeksiyonlari epidemiyolojisi
P\/ asilari

PV asilarinin etkinligi

PV asilarinin gavenligi

P\/ asl onerileri
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. Human Papilloma Virus(HPV) -

L2

L2 destekleyici pre| ;
ve genetik cekirdek

% Papillomaviridae ailesinden
% Ture ve dokuya spesifik
% Zarfsiz, cift sarmal DNA

% Dis kapsid proteini L1'in genetik sekanslamasina
gore genotipleme

% 200’den fazla genotip var

L1 protein pentamer



HPV Taksonomisi ve Hastalik Iliskisi

Deri epitelini
infekte edenler.

Cutaneous,
mostly asymptomatic

HPVS | HPv47

Dusuk
Riskli

6,11,

40, 42, 43, 44,
53, 54,

61, 72, 73

81

HPV12
Foot ) HPVB
- HPV25, HPv14d S
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EEPV /‘ s
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HPVES
HPV4
HPV31
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warts 1PV4. HPV1S HPVEDL | HPVS3
PCPV1 upyv13
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Yuksek Riskli
16, 18,

31, 33, 35, 39,

45,

51, 52, 56, 58, 59
68,69, 82

Genital/mukoza epitelini infekte edenler.

Vaccines 2012, Plotkin




Dusuk Riskli HPV Infeksiyonlari

 Serviksin benign lezyonlari

d Anogenital sigiller
Adolesan ve erigkinlerde %1-%5,6 -
%90’1; HPV6, HPV11 |

J Tekrarlayan respirator paplllamatoz
Cocuklarda 100 000'de 0,1-2
%90-100; HPV6, HPV11

- Konjunktival papillamatoz
HPV6, HPV11
- Dev kondiloma
HPV6, HPV11

www.vulvovaginaldisorders.com
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Genital HPV Iliskili Hastaliklar

HPV 16, HBV 18

Servikal ~%100 |
Kanser::

Penil
%45-62
i Kanser: Vulvar ~%40

Kanser:

Orofarin
%12-70 gea'

i %60-90
Kanser: VEILEL o )

Kanser:

~%100

HPV 6, HBV 11

Braaten KP et al. Rev Obstet Gynecol. 2008;1:2-10.
Hoots BE et al. Int J Cancer. 2009;124:2375-2383. Jemal A, et al. Journal of the National Cancer Institute

IARC. IARC monographs on the evaluation of carcinogenic risks to humans. Human papillomaviruses. \/ol 90. Lyon, France: IARC, 2007.
YN\1D-1NC 17 DHYN1

Genital

Sigil:» %80-91 |

Kanser:s3

WHO/ICO Information Center on HPV and Cervical
Cancer. http://www.who.int/hpvcentre/statistics/en/




HPV Patogenezi
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New infectious

Dogal immiun yanittan kacar
Gecikmis kazanilmis yanit
Antijen sunumunda yetersizlik
E6, E7 genleri interferon
salinimiyla interfere.
Inflamasyon yok

Viremi yok

iral o> i /
Viral DNA Integrated viral

replication (\_.y» ~ DNA>_
oIs o C / k-

Episomal maintenance phase

N Engl J Med 2009; 361:271



HPV Infeksiyonunun Seyri- Servikal Kanserin Zamansal Iliskisi

Viral persistans

. ve ilerleme
HPV ile S

Normal infekte ﬁ Prekanseroz
Serviks serviks S GEELLLETLTE Lezyon

Gerileme

Kanser

_ invazyon
Klirens

PV Persistan HPV infeksiyonu olanlarin

%40’nda 3-5 yil sonra prekanseroz lezyon

2

c

S

2 Risk Faktorleri
Sigara
Cok eslilik
Cok dogum

Erken yasta cinsel iliski
Kombine oral kontraseptif kullanimi
Immun yetmezlik (HIV)

HPV tipleri

Beslenme faktorleri

Genetik faktorler
- JAMA 2012 Jul 25:308(4):362
- Lancet 2002 Mar 30;359(9312):108

Prekanser

(%]
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1.Lowy DR. et al. J. Clin. Inve$e—=vvorr=zorrzor—==ro
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HPV-Servikal Kanser Iliskisi

HPV %12 HPV%56 HPV%7/76 HPV%85
Cytology | LSIC | HSIL |
Histology | ciNt1 | cin2 | CIN3 | HPV%93
Nzl Very mild/ I Moderate | Severe | Insitu I Invasive |
mild dysplasia  dysplasia dysplasia carcinoma carcinoma

~ ' POV PYI DY P«
P T TP a0 ®® @
SO TS P sOw® o

@0 oot 5202 990% 9 9«
< & ) 0 P o @ T “g Ca

HPV infection, No virus o
virus production production ® ®

High E6 and E7 ————

Viral DNA -
integration )

Microinvasive
carcinoma

Guan P, et al.. Int J Cancer 2012;1931:2349-59.

1.Lowy DR. et al. J. Clin. Invest. 2006;116:1167-1173



=1 k. Prof.Dr.Harald zur Hausen
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«r&- ' Alman Kanser Arastirma Merkezi, Heidelberg, Almanya

X

2008 yilinda HPV'nin servikal kansere yol
actigini saptadigi icin Nobel Tip ddiiliine layik
bulunmustur.

“His discovery has led to characterization of the natural history of HPV
infection, an understanding of mechanisms of HPV-induced carcinogenesis
and the development of prophylactic vaccines against HPV acquisition," the

Assembly said.

http://www.nobelprize.org/nobel prizes/medicine/laureates/2008/hausen.html son giris: 13/003/20T%



http://www.nobelprize.org/nobel_prizes/medicine/laureates/2008/hausen.html
http://www.nobelprize.org/nobel_prizes/medicine/laureates/2008/hausen.html
http://www.nobelprize.org/nobel_prizes/medicine/laureates/2008/hausen.html

Serviks Kanserinde HPV Tipleri

Tipe ait % (Toplam %)
HPV 16 53.5
4 HPV 18 B 1. (70.7)
HPV 45 B 67774
HPV 31 B 29803
HPV 33 B 26(829)
HPV 52 B 23852
HPV 58 B 22879
Kadin # HPV 35 | 14(s88.38)
2.013.133.000 HPV 59 I 13(90.1)
Olgu # HPV 56 | 1.2(91.3)
469.723 HPV 51 | 10(923)
HPV 39 | 0.7(93.0)
HPV 68 | 0.6(93.6)
HPV 73 | 0.5(94.1)
HPV 82 | 0.3(94.9)
Other I 1.2(95.6)
HPV X B 24100
| | 1 | | 1
0 20 40 60 80 100

Modified from Munoz N, Int J Cancer, 2004



HPV Hastalik Yuku

Servikal Kanser:0.5 milyon olgu/yil?

Yuksek evre prekanseroz lezyonlar
10 million?

Cinsel aktif kisilerin hayat boyu HPV ile karsilasma riski en az
% 50'dir.
50 yasina kadar bir kadinin HPV ile infekte olma olasiligi
%80 dir.
Yeni HPV infeksiyonlarinin tahminen %740 15-24 yas grubunda

gorulmektedir.
Hariri S, et al. J Infect Dis 2011;204:566-73.

S S HPV enfeksiyonua:
o : 660 milyon?

Q X
o°’ \
N
(o)

aNumber represents cases in males and females.

1. World Health Organization (WHO). 2005:1-36 (http://whqglibdoc.who.int/hg/2005/WHO __ IVB_05.16.pdf) Accessed April 4, 2012.
orld Health Organization (WHO). 1999:1-22 (http://www.who.int/vaccine_research/documents/en/hpvl.pdf) Accessed April 4, 2012.

é': orld Health Organization (WHO). 1995: 1-7 (http://www.who.int/whr/1995/media_centre/executive_summaryl/en/index3.html)
Accessed April 4, 2012.




Kadinlarda ve Erkeklerde HPV Iliskili
Hastaliklar

.Male . Female

Penile cancer' ‘ 10,500

19,960

Anal cancer ﬂ 14,300

Head and neck cancer? 42,000 18,000

529,800

22,800,000

aplasia®

Genital warts® 17,600,000 14,400,000

Parkin DM, Bray F. Chapter 2: The burden of HPV-related cancers. Vaccine. 2008;24{Suppl 3):53/11-53/23.

Parkin DM et al. Vaccine. 2006; 24(Suppl 3):S3/11-S3/25.

WHO/ICO Information Centre on HPV and Cervical Cancer (HPV Information Centre). Human Papilloma
Virus and Related Cancers in World. Summary Report 2010. de Martel C et al. Lancet Oncol 2012;13(6):607-

15).



Dlnyada Servikal Kanserlerin Yasa Gore

Standardize Insidansi

Kadinlarda kanserlerin 4. siklikta nedeni
25-44 yas arasli kadinlarda ikinci siklikta
kanser nedeni

Her yil 527 624 servikal kanser;
444 546 gelismekte olan Ulkelerde

Her yil servikal kanser nedeniyle olum 265 653 ;
230 158 gelismekte olan Ulkelerde

r

ASR

=7.98
=13.46

=19.90
=209.02
==20.92
Mo data

OEEDODOO

Ferlay J, et al. GLOBOCAN 2012 v1.0, Cancer Incidence and Mortality Worldwide: IARC CancerBase No. 11 [Internet]. Lyon,
France: International Agency for Research on Cancer; 2013. Available from: http://globocan.iarc.fr, accessed on 15/01/2014.




Turkiye'de Serviks Kanseri

Insidans

Her yil beklenen olgu sayisi

4,2/100.0 Gl elnialdk

Meme

Tiroid

Kolorektal

Uterus Korpusu
Trakea,Brong, Akciger
Mide

Over

Non-Hodgkin lenfoma
Beyin, sinir sistemi

Uterus Serviksi

Servikal kanser.
teshisi konulmakta

Her gun iki kadin
Servikal kanser,
nedeni ile olmekte

Kadinlarda En Sik Gorilen ilk 10 Kanserin Yaga Gére Standardize Edilmis
Hizlarinin Dagiimlar: (Birlesik Veri Tabani, 2009) (Diinya Standart Ntifusu, 100.000 Kiside)

1443

er yil beklenen 6liim
556

| I | B Kadin
N I l..

PO D S > PO D Py
'\‘\ L > D
'\°'\?’s°~i"s°¢’s°4’e°b"‘\°'\"s°

Serviks Kanserinin Yasa Ozel Hizlaffun Dagilimi (Birlesik Veri Tabani, 2009)

Turkiye Halk Saghgi Kurumu Kanser Daire Baskanligi verileri




. TRSGO Calismasi: HPV Genotip -

Normal Sitolojide Anormal Sitolojide
HPV %
Tipleri

16 26 16 44
6 22 6 8,6
11 11 31 7,7
18 / 18 7,5

6.5 45 3,9

31

HPV %
Tipleri

Olgu #:6.376, Normal sitolojide HPV %25 (+),
Anormal sitolojide HPV %52 (+)




HPV Infeksiyonlarindan Asi Disi
Korunma

< Kondom kullanimi (%70 azaltma)
Vaccarella et al.. Cancer Epidemiol Biomarkers Prev 2006; 15: 326-33

**Sunnet?

e Gray RH, et al. J Infect Dis 2010;201:1455-62.

< Partner uyarisi

“Pap test tarama-sitolojik inceleme

< HPV-DNA test (Pap test ile birlikte)] i doq.
o BIYOpSI erken tani

Gerekirse lazer tedavi,
krioterapi,cerrahi.




Tarama programlarina ragmen,

Avrupa’da hala servikal kanser insidansi yuksektir

Servikal Kanser

Servikal Kanser

Oneri
) Aralik | Duzenli taranan kadin
Ulke Yas (yil) (yil) orani %
Finlandiyal 30-60 5 m
UK?! 25—-64 3-5 ( 83 )
isvect 23-60 3 \ 83/
Belgika? 25-64 3 \;8,
Hollanda? 30-60 5 77
Danimarka! 23-59 3 75
Fransa! 25-65 3 69
italyal 25-64 3 5374
Almanyat 20-85 1 50
Ispanya? 25—-65 3 27

Mortalitesi/ insidansy/
100,0008 100,000°
3.0 /62 \
5.1 ( 10.5 )
5.6 &0.9/
6.2 12.8
3.8 9.4
8.6 16.3
5.4 13.6
4.0 11.6
7.1 14.7
3.6 10.3

1. Anttila A, Ronco G, Clifford G, et al. Br J Cancer. 2004;91:935-941. 2. van Ballegooijen M, van den Akker-van

Marle E, Patnick J, et al. Eur J Cancer. 2000;36:2177-2188. 3. Ferlay J, Bray F, Pisani P, Parkin DM. Lyon, France:
IARC Press; 2004.




HPV Asilari

% Rekombinant DNA asisi

< Inaktif, subunit asi

< Viral DNA yok, infeksiydz degil, onkojen degil
% GUclh immudnojen

\ Yeast cell D

L1 gene insertad ]
into genome of
yeast call

Capsid proteins

slation |

Yeast Cell (or Baculovirus Expression System)

Preventable Diseases. Atkinson W, et al., eds. 12th ed., second
printing. Washington DC: Public Health Foundation, 2012.



HPV asilari

< DOort valan Asi 0:01k| valan As|

HPV 16 VLPs HPV 18 VLPs HPV 6 VLPs HPV 11 VLPs HPV 16 VLPs HPV 18 VLPs
40 pg 20 ug 20 ug 40 pg 20 ug 20 ug

» Mayada Uretim < Trichoplusiani (insekt

Saccharomyces cerevisiae Eucrfler.') re_Iroml?lrlm(?nt il
rekombinant plazmid aCulovirus lie InreKte edllir

2 Adjuvant; amorf » Aluminyum tuzu ve MPL
aluminyum hidroksifosfat AS04 (500 pg/50 pg),

silfat bazli (AAHS) <+ 2007°de Avrupa, 2009'da FDA
225ug ’ onayil
& 2006’da kadinlarda < Kadinlarda kullanim

9-25 yas
% Erkeklerde onayi yok

<&

+ 2009'da erkeklerde
kullanim onayi

% 9-26 yas icin

L)

HPV 33, HPV 31 ve HPV 45 tiplerine karsi da koruma saglar



Asilamayla Aktif Korunma

Infeksiyon bdlgesinde etkinlik icin yiiksek ve

kahici antikorlara gerek var

HPV

Servikal kanal

Servikal
epitel

Kan damarlari S~

Epitel yirtig

Bazal membran

Stanley M, Vaccine 2006; Giannini S, Vaccine 2006; Nardelli-Haefliger D, J Natl Cancer Inst 2003



Dort Valan HPV Asi Immunojenitesi

TABLE 6. Geometric mean antibody titers after quadrivalent HPY vaccine among females and males aged 9-15 and 16-26 years, one month
after third dose (perprotocol immunogenicity population)*

Females aged 9-15 years Females aged 16-26 years N\
GMT SR pOSITNIty GMT S PO poSTHNT
Assay (cLLA) [ x8 {mii ml) {o5u: O h Mo {miiLml) {952 Ch h
Anti-HPY & 97 229 (B75-987) 3,329 545 (530-580 9.8
Anti-HPY 11 917 1,308 (1,225 -1 390) 3,353 744 |726-773 998
Anti-HPY 16 915 4,919 4,557 -5,309) 3,249 2 409 (2,300-2514 998
Anti-HPY 18 g2 1,043 (965-1,123) 3,566 475 (459492 994

lales aged®-15 years filales aged 16-26 years

s —
GMT SeropositiN GMT S poposit
Assay (cLL&) flz. (AL ol (@5 Cly U bl (i ol {2524 Ch W
Anti-HPY & 254 1,038 (93-1,117 9499 1,093 445 (419479 989
Anti-HPY 11 285 1,387 I1,298-1,481 9499 1,093 a2d (GEE-BE2 Qa2
Anti-HPY 16 R 6,056 (5,607 6,545 993 1,136 2,403 (2243 -2 5 75) 983
Anti-HPY 12 587 1,357 (1,249-1,475) 993 1,175 403 (375-433) 974
Abbreviations: (| =confidenm intenal ol 1A = cormpetitive Luminex immurw =geametric mean titer: HPY = human papillorrawviros: mMU,}frHM units,

Source: Adaptedfrom:Food and Drug Adrministration, Product approval-prescribing inforrration [Padage insert], Gardasil [hurman papillormevirus quadrivalent (bypes
& 11, 16 and 18) vaccine, recombinant] Merd: & Ca, Ine, Sibver Spring, MO: LS Departrent of Health and Hurman Serices, Food and Orug Adrinistration: 2014,
Available at Httputwwwfda.gov’d onnload s’ BiologicsBloodYacdnesVacdnes A pproved Produd s/ LICW 111263, pdf,

% 9-15 yas arasinda antikor titresi 16-25 arasindakilere gore
2-3 kat fazla.

% Etkinlik stiresi? En az 8-10 vyil
MMWR / August 29, 2014 / Vol. 63 / No. 5

=




HPV Asilarinin Etkinligini Degerlendirme

Suren
enfek5|yon

Baslangic¢
HPV

Enfeksiyonu
CIN 1

Il 1L

DSO ve FDA:
“Servikal kansere
kars! etkinlik son
noktasi, CIN2/3
olmalr”

ValN2/3, VIN2/3ve ATNZT3 vajinal, vulvar ve
anal kanserlerde sonlanim noktasi

HPV infeksiyonunun
temizlenmesi

http://www.fda.gov/downloads/BiologicsBloodVaccines/VVaccines/Appr

Pagliusi ve Aguado (WHO) Vaccine 2004 ovedProducts/UCM111263.pdf, erigsim 1 aralik2014
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http://www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM111263.pdf
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http://www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM111263.pdf

HPV Asilarinin Etkinligi

Iki cok merkezli, genis, cift kor, plasebo kontrollu

calisma

16-26 yas kadinlarda sonuclari

d HPV 16 ve HPV 18-iliskili servikal intraepiteliyal neoplazi
(CIN 2/3) veya adenocarcinoma in-situ (AIS) etkinligi %97

Q HPV 6, 11, 16, 18 ile olusan herhangi bir CIN igin etkinligi
%95

Q HPV 6, 11, 16 ve 18 iliskili genital sigillere etkinligi %99

A HPV 6 ve 11 iliskili genital sigillere etkinligi %90
24-45 yas kadinlarda da etkin

*HPV2, 15-25 yas kadinlarda
HPV 16 ve 18-iliskili CIN 2/3 veya AIS icin etkinlik %93

CDC Pink Book. Epidemiology and Prevention of Vaccine-Preventable Diseases



\/
0‘0

Her iki asinin etkinligi %94-98 (servikal kanser 6nlemede)
Daha onceden infekte kisilerde tedavi edici etkisi yok

Daha 6nceden bir tip ile infekte olmasi diger tiplere karsi
etkinligini azaltmaz.

» Etkinlik stresi? En az 8-10 vl

\/
0‘0

\/
0‘0

*




The Efficacy and Duration of Vaccine
Protection Against Human Papillomavirus

A Systerratic Beview and Meta-anahsis

uonhe Delker, Ok Wichrann, Stefane . Klug, Marenre wan derSands, Martin Terharddt,

Fr-EH-J e Tl Ll el

Yeterli veri yok ama antiviral koruma

. uzun sure de devam ediyor

rECEIIIIII:uua TG LTI IO g T T P P Ty TS (T e oT e -

risk types 18 and 12. The duration of PO¥pamhes frzeHattireratond | Dschdrzebdine2td; 111:254-01

been mparted in rulipk studies © date ot nas not peen sysRMEICENY
eva luated.

Method : Svstorratic liemtum reviewand reta-anaks iz on the efficacy of
vaccination, with zssessrentof evidence by the GRADE critera (Grding of
Recarmandation: Azsessmrent, Deweloprnent and Bwaluation).

Besults: 15 studieswem identified: 10 madornized contmlied triaks (RCTs) and
5 obserational studies. The RCTs included a tofal of 46 426 mriici@nts. The
duration of ©lkow-up was short(rredian, 2vears) in & RCTs and long (rredian,
Ewaars) in2 RCT=. During the panod of shart-termfoll up, the podled
efficacy of vaccination for the study end paint of incident HPY inkction
[pemantage of infactons peventad) was L% (08 confidence intenal [C]:
TOHARL while the pooled efficacy against pe rsistent HPY infactio n was 0%
195%, Gl FO-0E%) . In this period, CIH 2+ ksions wem prevented with 24%
efficacy [B5% G B0-28%, and CIH 2+ kesions with D% officacy (95%: Gl
L3000 During the pariod of bng-frmflkbw-up, incident infactions wer
prevanted with 94% efficacy (G804 Gl 00-20%) and persitont infoctions with
¥ afficacy (95% Ol 84020, The ng-Ermefficacy against CH 2+ ksions
was DEAG (OB, G —1B5-000%) . Mo dat ane avaik bk on the ong-temnafficacy
ofvaccination against CIN 2+ ksions.

Concluzion: Long-te mnobes eation does not indicate any ks of antivic| pm-
tection aftervaccination against HPY 16 and 18, akthough the evidence for
ng-terrn pmtection iz of ksser quality than that fors hot-te mi protection.

al-

-
uals (17, Perisert ndechon with a ligh-nisk homan
APV fype 15 a recessary prequs e
fiow the develomivert of dys plasia and neoplasia of the
cervix [ 2], incident infechons, in conbast, are not arisk
fartor, HFV types 16 and 18 2w amone the most
cornnon lgh 05k types in Germmarey (3.

Ihsplosia, or cervical mbaepithelial neoplsa
[CIMY, is elassified by seventy (ziades 1 to 31, The cer-
vical cancer 1isk iremwases withthe severty of CIH (2]
For CIN 2lesicens the nsk of developing cervical cancer
within 5 to 10 years 15 20 40 30%, wile CIM 5 lesions
that pewsist for more than taro years are assoclated writh
a S risk (2, 41

& vaccire for HPV types &, 11, 168, and 15 has been
availah le sice 006, since 07 a farther vacane for
types 16 and 18 has been available. The addition of
HFV vacrination to the vancination recommrrendations
of the German 5tanding Commoties on Vaccinabion
[Stimdize Inpfhonontsion, S TED) m 007 led to
heated disoussiors of the benefits of vaccinahon (5.
Simce then, firther data has been generated that canbe
seen as comfmang the berefit of HFV vaccination
1dertified in 16 anthorization mals, which found thatat
u:-:u]d p]ﬁvent persistert I'F.? ufection in HPV- nalve

A T

Dieirches frzeattinerratior | Dsshirzebd It 201d; 111:534-61



Erkekler: HPV 6/11/16/18-Iliskili Eksternal Genital

Lezyonlara Etkinlik (HE + MSM)!

Protokole Gore Etkinlik Popiulasyonu

>0 %90 Kuadrivalan HPV Asisi

Azalma
40 (%95 CI. 70.1, 98.2)

Placebo

S
T 30
>
& 20
10
3
0
n=1394 n=1404

HPV 6—, 11—, 16—, veya 18- iliskili
Eksternal Genital Lezyonlar




Erkekler: HPV 6/11/16/18-Iliskili AIN

VISM )1

Protokole Gore Etkinlik Popillasyonu
50 -

40 %78

Azalma
95% CI: 39.6, 93.3)

%75

Azalma

30 (95% CI: 8.8, 95.4

20

lliskili vakalar

I Kuadrivalan HPV Asisi

Placebo

%73

Azalma
(95% CI: 16.3, 93.4)

4

10
3
0 I
n=194 n =208 n=194 n=208
AIN 1/2/3 AIN 2/3

n-= number of subjects who had =1 follow-up visit after month 7.

n=194 n =208

AIN 1

AIN = anal infraepithelial neoplasia; Cl = confidence interval; MSM = men having sex with men.

uli : L N Enal J Med 2011:364:401—11
Palefsky J,et al. N Engl J Med 2011; 365 :1576-85.



Kadinlarda genital sigiller Erkeklerde genital sigiller
20 gHPV Asilamasi 20
baglangic — Q1years ’_____fng:h — (21 years
=== 21-30 years -’ = = == 21-30 years
: ‘ ===30 ; 1 gz )30 :
years T -._\\ years

S

- o I

12

N\

12
No =045
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] [ 3
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! P.001 ™ = P40.001
: P:0.001
0 : 0
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Ali H, et al. Genital warts in young Australians five years into
national human papillomavirus vaccination programme: national
surveillance data. British Medical Journal 2013:346.




gHPV Asi icin VAERS raporlamasi

Orjinal Rapor? 2009 Giincellemesi? 2011 Giincellemesi3

Haziran 1, 2006-Ara 31, Haziran 1, 2006- Haz 1,

il

Eaman Arahgi 5008 5009 Haz 1, 2006- Eyl 15, 2011
%aéltllan Doz >23 milyon >25 milyon >40 milyon
AE’ler 12,424 14,072 20,096
Ciddi AE’ler %6.2 %7 %7.2

43 (26 onaylanan) 71 (34 onaylanan)

Oliimler 32 (20 o_na_ly_lanan) ) I\_l_eg'len?elllk |I|§k|s\!n| « Dogrulanmis vakalarda iliski
« ilgisiz didsindirecek olagan .
- paterni yok
disi kiimelenme yok
» 43 anaflaks bildirimii@
. (20 ciddi)
42 GBS raporu ol2o0anylanmis; hepsi tedavi
* 56 VTE raporu . . :
* Oransiz VTE ve senkop . CDC aHPV asi icin dider edilmis ve iyilesmis
Diger raporlanmasi tespit 9 3116 9 oOnayli 6lum yok

asllara oranla daha fazla
bildirim olduguna karar
vermistir

« Onceki analizler ile
karsilastirildiginda yeni bir AE
veya klinik patern tespit
edilmemistir

edilmistir

——1. Slade BS et al. JAMA. 2009;302:750-757. 2. Block SL et al. Pediatr Infect Dis J. 2010;29:95-101. 3. Gee J. Presented at: Advisory Committee on
————tmmunization Practices Meeting; October 25, 2011; Atlanta, GA.



gHPV Asisi Yan Etkiler

Haziran 2006- Mart 2014 arasinda 67 milyon doz
as! (A.B.D.)

% VAERS’e bildirilen 25063 yan etki
% %92,4 ciddi olmayan yan etki

Kadinlarda senkop,bas donmesi, bulanti,

basagrisi, ates

Erkeklerde bas donmesi, solukluk, bas agrisi
< Ciddi yan etkiler: %7,6

oo 47 6lum arastirmasi (baglanti kurulmamis)

% Otoimmun, norolojik hastaliklarla ve venoz
tromboembolizm ile baglanti kurulmamis

MMWR 2014;63:620—-4.




Asi Kimlere Uygulanmali?
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ACIP oOnerileri: 4’10 (2007)ya da bivalan asi (2009)
Servikal kanser veya prekanserleri engellemek icin

< AsI oncesi Pap testi veya HPV DNA testi
onerilmez

11-12 yas kiz cocuklar: 0-2-6. ay.
En kicuk uygulama yasi 9 (duruma gore)
1. doz ile ikinci doz arasi 1-2 ay
3.doz ilk dozdan 6 ay sonra
13-26 yas arasi catch-up uygulama
Daha once uygulanmamissa
Daha once baslanmissa 26 yas sonrasi seri tamamlanir
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MMWR / August 29, 2014 / Vol. 63 / No. 5



Erkeklerde HPV Asi Uygulamasi

< ACIP 2011; genital sigil ve anogenital,
orofaringeyal kanser onleme igin

< Dortlu asi1; 0-2-6. ay

% 11-12 yas erkek cocuklar

% En kUcuk yas 9 olarak yas uygulanabilir

% 13-21 yas arasl catch-up uygulama,

% 26 yasa dek uygulanabilir

< Tum immunkompromize(HIV dahil) erkekler ve erkeklerle
cinsel iliskisi olanlar 26 yasa dek asilanmali




HPV Asisinin Kontrendikasyonlar

< Daha onceki asiya anafilaksi gelisenler

<*Daha once asi iceriklerinden birine
anafilaksi gelisenler

< Orta-agir siddette akut hastaligi olanlar
Ertelenir

% Gebelikte onerilmez
Yeterli veri yok
Asl| bilmeden yapilmigsa bir onlem gerekmez




Ozel Durumlar

< Diger asilarla birlikte uygulanabilir.
Ayri bolgelere
< Aslya ara verilmisse programa kaldigi
yverden devam edilir.
< Ayni marka asi ile devam edilmelidir.

% Persistan infeksiyonu olanlara ya da HPV
infeksiyonu olanlara uygulanabilir.

Etkinligi azalir

< Immunkompromizelere(HIV dahil)
uygulanabilir

“ Emzirenlere uygulanabilir

MMWR / August 29, 2014 / Vol. 63/



HPV Asilariyla Ilgili Gelecek

“Yeni as! calismalari

< Iki doz kullanma

<9 valanl as!I calismasi
31, 33, 45, 52, 58

“ Etkinlik stresi arastirmalari
% Servikal kanser tarama programina etkisi

Steinau M, et al. Emerging Infectious Diseases 2014; 20: 822-828. S




Avrupa Birligi Ulkelerinde HPV Asisi

15 16 17 18 19 26
Austria

HPV (2)
Belgium
Bulgaria

———————Croatia

——————Cyprus

Czech Republic
Denmark
Estonia
Finland

France

HPV (6)
HPV (8)

HPV (11)
" Germany

———————Greece

————————Hungary
Iceland
Ireland
Italy

Latvia

HPV

Liechtenstein
Lithuania

HPV (19)

Luxembourg HPV
Malta
Netherlands
Norway
Poland
Portugal
Romania

——————Slovakia

——Slovenia

—____Spain
Sweden
United
Kingdom

EUROPEAN CENTRE FOR
DISEASE PREVENTION
AND CONTROL

Overview of HPV vaccination from an
EU and an ECDC perspective







