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Documentul privind pozitia OMS
fata de vaccinurile impotriva
papilomavirusului uman (mai 2017)

Introducere

In conformitate cu mandatul siu de indrumare a state-
lor-membre in materie de politici de sandtate, OMS pu-
blica o serie de documente actualizate cu regularitate
privind pozitia sa fata de vaccinuri sau combinatii de
vaccinuri impotriva unor maladii cu un puternic impact
asupra sdnatatii publice la nivel international. Aceste
documente vizeaza in principal folosirea vaccinurilor in
cadrul programelor de imunizari implementate la scara
mare. Acestea contin informatii utile de bazd referitor la
bolile respective si vaccinurile impotriva acestora, pe fi-
nal prezenténd pozitia actuala a OMS vis-a-vis de folosi-
rea acestor vaccinuri la nivel global.

Documentele sunt examinate de experti independenti
si colaboratorii OMS, fiind ulterior evaluate si aprobate
de citre Grupul Strategic Consultativ de Experti al OMS
(SAGE) privind imunizarea (http://www.who.int/immu-
nization/sage/en/). Pentru evaluarea sistematicd a calita-
tii dovezilor existente este aplicatd metodologia GRADE.
Procesul decizional utilizat de SAGE este redat in tabelul
de transpunere a dovezilor in recomandari.' Descrierea
procedurii urmate la elaborarea documentelor de pozitie
cu privire la vaccinuri poate fi gasitd pe site-ul: http://
www.who.int/immunization/position_papers/position_
paper_process.pdf.

Documentele de pozitie sunt destinate folosirii preponde-
rent de cdtre angajatii nationali din sfera sdndtatii publice
si coordonatorii programelor de imunizéri. Acestea ar pu-
tea fi utile, de asemenea, agentiilor de finantare interna-
tionale, grupurilor consultative privind vaccinarea, pro-
ducitorilor de vaccinuri, comunitatii medicale, societatii
stiintifice si publicului larg.

Acesta substituie documentul cu privire la pozitia OMS fata
de vaccinurile impotriva bolilor cauzate de papilomaviru-
sul uman (PVU), publicat in 2014.? Accentul acestuia este
primordial pe prevenirea cancerului de col uterin, insd tine
cont si de spectrul mai vast de alte cancere sau afectiuni ce
pot fi prevenite prin vaccinarea anti-PVU. Acesta include
cele mai recente realizari in materie de vaccinuri anti-PVU,

' Ghidul SAGE privind elaborarea recomandarilor de vaccinare bazate pe dovezi,
disponibil pe http://www.who.int/immunization/sage/Guidelines_development_
recommendations.pdf, accesat in februarie 2017;

2 Vezi WER nr.43, 2014, pp. 465-492;

BakuuHbI NPOTUB BMpYyca
NanuANoOMbl YeNoBeKa: AOKYMEHT
no no3uuumn BO3 - man 2017

BBeneHue

B coOTBeTCTBMM C BO3/IOXKEHHBIMI) Ha OPraHM3ALNI0 00s3aHHO-
CTSIMM TIPEOCTABIATD TOCYAApCTBAM-YIeHaM MHPOPMALINIO 110
[ONUTHKE B obOmacTu 3ppaBooxpaneHuss BO3 mybnukyer cepuio
peryaspHO OOHOBIISIEMBIX TOKYMEHTOB C M3JIOXKEHUEM CBOEI I10-
3UIMY 110 BaKIMHAM M UX KOMOMHALMAM, KOTOPbIE UCIIOIb3YIOT-
Cs1 IpOTUB G0JIe3HEN, MPENCTABIAIONINX MEKAYHAPOJHOE 3HAYe-
Hye [y O0IeCTBEHHOrO 3PaBOOXpAHEHVsI. DTU JOKYMEHTBHI, B
[epBYI0 OYepeib, KaCAIOTCS MCIIONb30BAHMS BAKLWH B PaMKax
MIMPOKOMACIITAOHBIX TporpaMM MMMyHusauun. OHu 06061anT
OCHOBHYI0 MH(pOpMALNIO O 60/Ie3HAX ¥ BaKIMHAX ¥ U3JIATAIOT Te-
Kymyio nosuunio BO3 oTHOCHTENBHO MCIONb30BAHMS BAKLWH B
r7106a/1IbHOM KOHTEKCTE.

JJOKyMeHTBl paccMaTpUBAIOTCA MEXK/YHAPOJHBIMM 3SKCIEpTaMu
n corpysHukamu BO3, a 3aTeM aHAIU3UPYIOTCA U yTBEPKAIOT-
cs1 CrpaTernyeckoil KOHCYIbTaTMBHONM Ipynnoit skcnepros BO3
(CKT'3) mo ummmynmsanuu (http://www.who.int/immunization/
sage/en). Meroponornst GRADE 6bi1a ncronb3oBaHa Ajsi CUCTe-
MAaTUYeCKO}l OIleHKM KadecTBa MMEIOIIUXCA HaHHBIX. IIpomecc
npuHaTusa pemennit CKI'D orpakeH B Tab/uile «peKOMEH/[OBAH-
HBIX laHHBIX»'. OINcaHMe polecca paspabOTKM TOKYMEHTOB 110
MO3UIIVY OTHOCUTENTbHO BaKI[MHBI MOXXHO HaliTy Ha caiite http://
www.who.int/immunization/position_papers/position_paper_
process.pdf

CropaBOoYHbBIe JOKYMEHTBI IIPeHA3HAYEHBI /IS CIIO/Ib30BAHNS B
OCHOBHOM HAI[MOHA/IbHBIMU PaboTHUKaMU cepsl 3ApaBooOXpa-
HEeHMs ¥ KOOPAMHATOpaMu mporpamMm mmmyHusanuu. OHu Tax-
JKe MOI/IN OBl OBITH MOIE3HBI [/IsI MEXIYHAPOAHDBIX (PUHAHCOBBIX
YUIpEeXAeHWIT, KOHCY/IbTATUBHBIX TPYIII 10 BaKIVHALVIN, IPONU3-
BOJ[UTEIEN BaKI[UH, MEAUIMHCKOTO CO001IIecTBa, HAYYHOTO CO00-
[[eCTBA U IIMPOKOIT 0OI[eCTBEHHOCTH.

ITOT JOKYMEHT 3aMeHAeT NPEeAbIAYIIUIl JOKYMEHT MO MO3UIUN
BO3 B oTHOIIEHMNM BaKIMH IPOTUB 3a00/IeBaHMIT, BBI3BIBAEMbIX
BMPYCOM NManIoMbl Yyenoseka (BITY), omybnukoBanubiii B 2014
roxy®. OH cOKycHupoBaH, pexje BCero, Ha MPoQUIaKTIKe paKa
IIeVIKM MaTKM, HO TAK)Ke paccMaTpuBaeT 6ojiee MMPOKMIL CIIEKTP
OHKOJIOTMYECKNX U APYIUX 3ab0jeBaHMIT, KOTOPble MOXXHO IIpe-
porBpatuth nyreMm BIIY-akumnanum. OH BKIIOYaeT HeJaBHUE

' SAGE guidance for the development of evidence-based vaccine-related recommendations.
Available at http://www.who.int/immunization/sage/Guidelines_development_recommen-
dations.pdf, accessed February 2017.

2 Cm. No. 43,2014, pp. 465-492.
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inclusiv licentierea vaccinului nonavalent (impotriva a
noud tulpini) si ultimele date privind eficacitatea vaccinuri-
lor, oferind sfaturi privind alegerea vaccinului potrivit. Sunt
sugerate noi recomandari privind strategiile de vaccinare
axate doar pe fete sau pe fete si biieti, la fel ca si vaccinarea
mai multor cohorte de copii.’ Aceste recomandari au fost
puse in discutie de SAGE in octombrie 2016.* Dovezile pre-
zentate in cadrul reuniunii SAGE pot fi accesate pe: http://
www.who.int/immunization/sage/meetings/2016/october/
en/.

Context

PVU este cea mai raspandita infectie virala a tractului re-
productiv, cauzind o serie de afectiuni atit la femei, cat
si la barbati, inclusiv leziuni pre-canceroase cu potential
de progresare pana la cancer. Desi majoritatea infectiilor
PVU nu se manifestd simptomatic si dispar spontan, in-
fectia persistentd cu PVU ar putea duce la aparitia bolii.
La femei, infectiile persistente cu anumite tipuri de PVU
(de cele mai dese ori, PVU-16 sau PVU-18) poate deter-
mina leziuni pre-canceroase, care, in lipsa tratamentului,
pot evolua in cancer cervical.’ Infectia PVU este asociata,
de asemenea, cu cancerul orofaringian si anogenital sau
alte afectiuni la barbati si femei.

Epidemiologia infectiei PVU si a bolilor

asociate PVU

Prevalenta PVU in probele biologice din frotiul cervical
la femei: Datele unei meta-analize sugereazd cd la nivel
global prevalenta PVU printre femeile cu rezultate cito-
logice normale constituie estimativ 11,7% (intervalul de
incredere de 95% (IT) 11,6-11,7%).° Prevalenta cea mai
mare se constati in Africa sub-sahariand (24%; IT 95%:
23,1-25,0%), America latind si Caraibe (16,1%; IT 95%:
15,8-16,4%), Europa de est (14,2%; 1T 95%: 14,1-14,4%) si
in Asia de sud-est (14%; IT 95%: 13,0-15,0). Totusi, la nivel
global prevalenta PVU in frotiurile cervicale, ajustatd in
functie de tari, varia intre 1,6% si 41,9%. Prevalenta PVU
in functie de vérsta era maximali la persoanele mai tinere
(sub 25 ani), cu o prevalenti de 21,8% (IT 95%: 21,3-22,3%,
brutd) si 24,0% (IT 95%: 23,5-24,5%, ajustatd), fiind mai
mici la vérstele medii. In America centrali si de sud a fost
documentata o crestere a prevalentei la persoanele mai in
vérsti (trecute de 45 ani).” In unele tiri cu venituri mici
din Asia §i Africa, prevalenta PVU este foarte similara la
femeile de toate varstele.® Cele mai raspandite tulpini ates-
tate la nivel global erau tipurile PVU 16 si 18, iar PVU-16
era tipul dominant in toate regiunile. PVU-18 si alte tipuri

3 Documentele de referinta si prezentdrile de la reuniunea SAGE din octombrie 2016,
disponibile pe http://www.who.int/immunization/sage/meetings/2016/october/
presentations_background_docs/en/, accesate in februarie 2017;

4 Vezi WER nr.48, 2016, pp. 561-584;

> Document de context privind vaccinul anti-PVU. Disponibil pe http://www.who.
int/immunization/sage/meetings/2016/october/1_PVU_vaccine_background_
document_27Sept2016.pdf?ua=1, accesat in februarie 2017;

6 Bruni L et al. Prevalenta papilomavirusului uman in tesuturile cervicale pe 5 conti-
nente: meta-analiza ce include 1 milion de femei cu rezultate citologice normale.
J Infect Dis, 2010;202(12):1789-1799;

7 Smith JS et al. Prevalenta infectiei cu papilomavirusul uman la femei in functie de
varsta: o analizd globald. J Adolesc Health. 2008;43:55-525. 525 e21-41;

& Smith JS et al. Distributia tipurilor de papilomavirus uman in cancerul cervical in-
vaziv si leziunile cervicale de grad inalt: o meta-analiza de actualitate. Int J Cancer,
2007;121:621-632;

paspaborku, kacawomyecss BITY-BakijuH, BKIOYas NTUIEH3UPO-
BaHIUe JIeBATUBANCHTHOI (9-BaJleHTHOIT) BAaKIMHBI, a TAakXXe I10-
cregHMe NaHHbIe 00 9P PEeKTUBHOCTY BAaKIVMH M PEeKOMEHAAI[UU
OTHOCHTENIbHO BBIOOPa BaKI[MHEL. HOBBIe peKOMeH/jaIy KacaroT-
Csl CTpaTeruii 1Mo BaKLMHALIMY, HalleIeHHBIX TOJIBKO Ha JileBOYeK
UM Ha JIeBOYEK UM Ma/JbyMKOB, U BaKIMHAIMM PAa3HBIX BO3PACT-
HBIX KOropT®. D111 pekoMmeHpanuu oocyxaamics CIKI B okrsabpe
2016 ropma®. [laHHBIe, IpeCTaB/IeHHbIE Ha 9TUX COBEIIAHMAX, MO-
ryT ObITh monydensl Ha http://www.who.int/immunization/sage/
meetings/2016/october/en.

OOwue paHHbIC

BIIY siBisieTcst OZHOI U3 Hambojee paclIpoCTpaHEHHBIX MHPeK-
LUl PeNpOAYKTUBHOIO TpaKTa M HPUYMHON psAfja 3ab60meBaHuUI
KaK y MY>XYMH, TaK U Yy >KEHIMH, BK/I0Yasd IpeJpaKoBble Iopa-
JKEHIA, KOTOPble MOTYT PasBUTLCA B pak. XOTA OONBIIMHCTBO
BITY-uH}eKunil He BbI3bIBAET CUMIITOMOB M KYIMPYETCsS CIIOH-
TAHHO, XpOHUYeckas MHpekuys, Bbi3BanHas BIIY, moxeTr mpu-
BeCTH! K 3a00j1eBaHMIO. Y KEHIMH XpOHNYecKas NH(EKIus, Bbl-
3BaHHasA cnenududeckumy tunamu BITY (wame Bcero tmmamnu
BITY-16 u BITY-18), MoxXeT mpMBECT K IMpefpaKOBBIM MOpake-
HIAM, KOTOPbIe, €C/IN X He JIeYUTh, MOTYT Pa3BUTbHCA B paK Liel-
ku matkn®. C BITY Taxke acCOLMUPYIOT paK POTOITIOTKM U PaK
AQHOTE€HUTANIbHOI 00/1acTy U Apyrue 60Ie3HM KaK Y MYXXYMH, TaK
Uy YKEHIMH.

3nupemuonorus BMY-undexuymun n 6onesHen,
accouymmnpyembix ¢ BMY

Iopaxcennocmo BITY, no danHvim ananuza npoo, 83simovlx u3 wieii-
Kku mamxu: Ha ocHOBaHUM MeTa-aHanM3a yCTAHOBJIEHHBII ITOKa3a-
Tesnb mopaxeHHocTy BITY B Mupe cpepiy >KeHIIIMH C HOPMa/IbHbIMMI
IUTONIOTMYECKVMY TaHHBIMU cocTaBuI 11.7% (95% moBepureinnb-
Heiit uHTEpBan (JM): 11.6-11.7)%. CaMblit BBICOKMIT ITOKa3aTeIb
mopakeHHOCTU BITY 6bI1 BBIAB/IEH B PETMOHAX, PACIIOIOKEHHBIX
1oxHee Caxapsl B Appuke (24%; 95% JIV: 23.1-25.0), JIaTnHCKOIT
Awmepuke n crpanax Kapubckoro 6acceitna (16.1%; 95% JV: 15.8-
16.4), Boctounoit Espore (14.2%; 95% [IV: 14.1-14.4) u IOro-Boc-
touHoil Asum (14%; 95% IOVI: 13.0-15.0). OgHAKO KOHKpETHbIE
I/ CTpaH MoKasarenyu nopaxkeHHocTy BIIY, mo maHHBIM aHanMsa
mpo6 u3 ek MaTKy, Bappuposanu ot 1.6% go 41.9% mo Bce-
My mupy. IloBospactnasa mopaxennocts BIIY pocturaer nmka
cpenu nui 6ormee MONOAOTroO BospacTa (<25 7eT), ¢ MoKa3areneM
21.8% (95% [V6 21.3-22.3, npubnmusurenpHelit) u 24.0% (95%
IW: 23.5-24.5, cKOppeKTUPOBaHHBIN) ¢ 60mee HU3KON ITOpaXKeH-
HOCTbIO B cpefiHeM Bospacre. B Ilentpanbnoii n I0xHoiT AMepuke
611 3aduKcupoBaH poct nopaxeHHoctu BIIY B 6ormee crapuiem
Bo3pacte (=45 yer)’. B HEKOTOPBIX CTpaHAX C HUBKUM YPOBHEM
moxonoB HacenmeHust Asun 1 AQpPUKM TOKa3aTenb MOPAKEHHOCTI
BITY opmHAKOB CpeiM >KEHIIMH BCeX BO3PACTHBIX rpymm’. Yarme
Bcero B Mupe BcTpedaroTcs Tumnsl BITY 16 n 18, nmpu atom BITY-16
ABNIAETCA Haubojlee pacpoOCTPaHEHHBIM BO BCeX PEerMOHAX, a TUI

3 Background documents and presentations presented during the SAGE meeting in October
2016. Available at http://www.who.int/immunization/sage/meetings/2016/october/presen-
tations_background_docs/en/, accessed February 2017.

4 (Cwm. No. 48, 2016, pp. 561-584.

* HPV vaccine background document. Available at http://www.who.int/immunization/sage/
meetings/2016/october/1_HPV_vaccine_background_document_27Sept2016.pdf?ua=1, ac-
cessed February 2017.

6 Bruni L et al. Cervical human papillomavirus prevalence in 5 continents: meta-analysis of 1
million women with normal cytological findings. J Infect Dis, 2010;202(12):1789-1799.

7 Smith JS et al. Age-specific prevalence of infection with human papillomavirus in females: a
global review. J Adolesc Health. 2008;43:55-525. 525 €21-41.

& Smith JS et al. Human papillomavirus type distribution in invasive cervical cancer and high-gra-
de cervical lesions: a metaanalysis update. Int J Cancer, 2007;121:621-632.
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cu risc crescut, asa ca tipurile 31, 39, 51, 52, 56, 58 sau 59,
aveau o prevalenta similara, regasindu-se printre tipurile
cu risc ridicat cele mai frecvent intélnite dupd PVU-16.°
Femeile infectate cu un tip de PVU ar putea fi co-infectate
sau ar putea si se infecteze ulterior cu alte tipuri.’

Prevalenta PVU printre bdrbati: O analiza sistematicd a
prevalentei PVU genitale la béarbatii trecuti de 18 ani a
constatat ca prevalenta la barbati culmina la o vérstd ceva
mai mare decat la femei, rdimé4nand ulterior constanta sau
micsordndu-se neinsemnat odatd cu avansarea in varsta.
Prevalenta PVU era inaltd in toate regiunile, insd varia
intre 1% si 84% printre barbatii cu risc mic de infectare,
sau intre 2% si 93% in randul barbatilor cu risc mare (pa-
cientii clinicilor pentru infectiile cu transmitere sexuala
[ITS], barbatii cu infectie HIV sau bérbatii parteneri ai
femeilor cu infectie PVU sau cu citologie cervicala anor-
mald). Prevalenta cea mai inalta a fost constatatd printre
barbatii ce intretin relatii sexuale cu barbati (BSB) cu in-
fectie HIV.' Infectiile PVU anale sunt foarte riaspandite
printre BSB, fiind aproape omniprezente in randul celor
cu infectie HIV."!

Un studiu clinic multicentric a examinat prevalenta de
referintd a infectiei PVU peniene, scrotale si perineale/
perianale la barbatii heterosexuali. Prevalenta infectiei cu
orice tip de PVU constituia 18,7% pentru penis, 13,1%
pentru scrot, 7,9% pentru regiunea perineului / perianald
si 21,0% pentru orice locatie. Cel mai prevalent PVU era
printre bérbatii africani, iar cel mai putin prevalent era
printre bérbatii din regiunea Asiei si Pacificului. Riscul
pozitivitatii nu era corelat cu varsta pentru tipurile PVU
6, 11, 16, 18 sau oricare din tipurile de PVU testate. Cel
mai mare efect asupra prevalentei PVU o avea prezenta
a cel putin 3 parteneri sexuali feminini pe parcursul vie-
tii: raportul cotelor (odds ratio, OR) 3,2 (I1 95%: 2,1-4,9)
pentru tipurile PVU 6, 11, 16 sau 18; si OR 4,5 (1T 95%:
3,3-6,1) pentru toate tipurile de PVU testate."?

O evaluare sistematica a PVU genital printre barbatii din
Africa sub-sahariani a constatat ca prevalenta oricarui tip
de PVU variazd intre 19,1% si 100%."* Prevalenta globald
estimati a oricirui tip de PVU constituia 78,2% (1T 95%:
54,2-91,6%) printre barbatii cu infectia HIV si 49,4%
(1T 95%: 30,4-68,6%) printre birbatii fird infectie HIV
(P=0,0632). Nu a fost semnalata nici o dinamicd clard in
functie de varsti. In populatia generali cele mai frecvent
intalnite tipuri de PVU cu risc mare erau PVU-16 si PVU-
52, iar tulpina cea mai rdspandita cu risc mic era PVU-6.
umgmsarea sau regresarea cazurilor incidente de infectie cervi-

cald cu PVU 6, 11, 16 sau 18 la femeile tinere. Infectious Agents and Cancer, 2007;
2:15;

Smith JS et al. Prevalenta infectiei cu papilomavirusul uman in functie de varsta
printre barbati: evaluare globald. J Adolesc Health, 2011;48(6):540-552;

Schim van der Loeff MF et al. PVU si cancerul anal la persoanele cu infectia HIV:
evaluare. Curr HIV/AIDS Rep. 2014; 11(3):250-262;

Vardas E et al. Prevalenta papilomavirusului uman genital extern si factorii asociati
printre barbatii heterosexuali pe 5 continente. JID, 2011;203(1): 58-65;

Olesen TB et al. Prevalenta papilomavirusului uman printre barbati in Africa

sub-sahariana: evaluare sistematicd si meta-analiza. Sex Transm Infect, 2014 May;
90:455-462;

3

s

BITY-18 u gpyrue TuIbl BBICOKOTO pyUCKa, Takue Kak 31, 39, 51, 52,
56, 58 u 59, IeMOHCTPUPYIOT OMHAKOBYIO MTOPAXKEHHOCTD 1 OBIIN
OJJHMMM M3 CaMbIX pacpocTpaHeHHbIX Tunos BIIY Bbicokoro pu-
cka nocre BITY-16°. JKeHImHbl, MHPUIMPOBAHHbIE OSHUM TUIIOM
BIIY, MOryT OBITH OfHOBPeMEHHO MHDUUMPOBAHBI MU MHUIM-
POBAHBI BIOCNEACTBUY ApyrumMu TunaMu BITY®.

Iopasncennocmv BITY cpedu myxcuun: CuCTeMaTU3MPOBAHHBIN aHa-
N3 TeHUTaNbHOI mopaxenHocTu BITY cpemu My>xumH B BospacTe
crapuie 18 e BbIABIIL, YTO UK nopakeHHocTy BITY cpenn my>xunn
IPUXOAUTCS HA Y4yTh OO/Iee CTApIINIT BO3PACT, YeM CPey >KeHIIIH,
U OCTaeTCsl OCTOAHHBIM MM He3HAYUTENTbHO yMEHbIIAEeTCA C YBe-
nndyeHneM Bospacta. [TopaxkenHocTh BITY 6bla BBICOKOI BO BCEX
peruoHax, Ho BapbupoBana oT 1 10 84% cpemy My>XUMH C HUSKUM
prckoM MHQUIMPOBAHNA U OT 2 10 93% cpefy MY>KUMH C BBICOKIM
pucKoM (TalMeHThl KIVHUK A1 GONBHBIX C MHQpEKIMAMMY, INepe-
IaBaeMbIMIU HOMOBBIM IyTeM, B/Y-MHOUUMpPOBaHHBIE MY)KYMHBI,
MY>KUMHBI, KOTOpbI€ ABJAIOTCA NMapTHepaMu >keHIH ¢ BITY-un-
dexiueit Wy ¢ aHOMaJIbHOI IyTONOrNMeit). CaMblil BBICOKUII IIO-
Kasarenb nopaxeHHoctu BITY ObUI IPOJEMOHCTPUPOBAH Cpenu
BIY-1103UTHUBHBIX MY>K4VH, IMEIOLIVX CEKCyabHble OTHOLIEHNUS C
myxurHamn'’. Ananpusle BITU-undexiun Haubonee pacmpocrpa-
HEHBI Cpefit MY>K4YMH, UMEIOIIMX T10/I0Bble OTHOIIEHNA C MY>XKUMHa-
M, U BCTpeYalTcs o4ty y Bcex BMY-unpuunposanubix''.

B pamMKaX MHOTOIIEHTPOBOTO K/IMHUYECKOTO MCC/IeOBAHUA OBIT
U3y4YeH UCXOMHBIN YPOBeHb nopaxkeHHoCTH BITY-nHbekiueit 06-
JIACTY TI0JI0BOTO 4YJIeHa, MOLIOHKM U IIepUHeaNbHOI/ IepuaHalb-
HOII o0acTeil Cpefin TeTepOCeKCyanbHBIX MyXX4uH. IlopaskeH-
HOCTb KakuM 60bI TO Hu 6bU10 THIOM BITY 6b1ma 18.7% ob6nmactu
II0/IOBOTO 4iIeHa, 13.1% obmacTu MOLIOHKY, 7.9% IepiHeaTbHOI1/
nepuaHanbHOIT obmacrert u 21.0% gpyrux mect. Hanbonburee pac-
npocrpanenue BITY Habmioganocs cpeny My>xunH 13 AGpukn u B
MeHbILEN CTENEHM CPeiX MY>XYMH U3 A3UaTCKO- TMXOOKEeaHCKOro
pernoHa. BospacTt He accouMMpoBanCcA ¢ pPUCKOM 3apaKeHUs TU-
mamu BITY-6, 11, 16, 18 min KakumMu-1ubo ApyrumMu mIpoTecTUpo-
BaHHbIMM THnamu BITY. Vimeromue, o KpaiiHeit Mepe, Tpex ceKcy-
Q/IbHBIX TAPTHEPOB->KEHIIH OKa3bIBaJIM CaMoe 00JIbIIIOe BIMAHIE
Ha nopaxxeHHOCTb BITY: otHomrenne mancos (OII) 3.2 (95% OVI:
2.1-4.9) pna tunos BITY-6, 11, 16 1 18 u OIII 4.5 (95% IIN: 3.3-6.1)
II/Is1 BCeX MPOTEeCTUPOBAHHBIX TUIIOB BITY'.

CucreMaTn3sMpoOBaAHHDBIN aHA/IN3 TeHUTANIbHOTO Mopakennsa BITY
MY>XYMH ¥ JKEHIIVH B PErMOHaX, PacloNoXeHHbIX okHee Caxa-
pol B Adpuke, 06Hapy>XMI, 4TO IOPAKEHHOCTb TI0OBIM TUIIOM
BIIY Bappupyer ot 19.1 or 100%". Ilo omenxam, cymmapHas
MOpaXKeHHOCTh M06bIM TuoM BITY 6bi1a 78.2% (95% IU: 54.2-
91.6) cpepu BUUY-unduunposanubix My>x4uuH 1 49.4% (95% I
30.4-68.6) cpenu My>xuuH, He uMetomux BIY (p=0.0632). Yet-
Kasi BO3pacTHas TeHAeHIMs He Habmoganace. OfHUMHU U3 CaMbIX
pacnpocTpaHeHHbIX TuII0B BIIY BpIcOKOTO pricka 651y BITY-16 n
BIIY-52, a BITY-6 611 Hanbosee pacIpOCTpaHEHHBIM Cpely TH-
noB BITY Husxoro pucka B ob1ueit MIOMY/TALVIN.

9 Insinga RP et al. Progression and regression of incident cervical HPV 6, 11, 16 and 18 infections
in young women. Infectious Agents and Cancer, 2007; 2:15.

3

Smith JS et al. Age-specific prevalence of human papillomavirus infection in males: a global
review. J Adolesc Health, 2011;48(6):540-552.

Schim van der Loeff MF et al. HPV and Anal Cancer in HIV-Infected Individuals: A Review. Curr
HIV/AIDS Rep. 2014; 11(3):250-262.

Vardas E et al. External Genital Human Papillomavirus Prevalence and Associated Factors
Among Heterosexual Men on 5 Continents. JID, 2011;203(1): 58—65.

Olesen TB et al. Human papillomavirus prevalence among men in sub-Saharan Africa: a syste-
matic review and meta-analysis. Sex Transm Infect, 2014 May; 90:455-462.
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Cancerul cervical asociat PVU la femei: Infectia persisten-
td cu tipuri de PVU cu risc mare este strans corelatd cu
dezvoltarea cancerului cervical.'* '° S-a estimat cé in 2012
ar fi existat 630 000 de cazuri noi de cancer asociat infec-
tiei PVU in randul femeilor, din care 530 000 (84%) il re-
prezenta cancerul de col uterin. Acesta ar fi provocat esti-
mativ 266 000 decese la nivel mondial, ceea ce reprezenta
8% din toate decesele de cancer in rdndul femeilor in acel
an.5 ' Impreund, PVU-16 si PVU-18 sunt responsabile de
71% de cazurile de cancer cervical la nivel global.”” Mai
precis, 60,6% (IT 95%: 59,6-61,6) din cazuri sunt atribui-
te tipului PVU-16, iar 10,2% (I 95%: 9,6-10,9) - tipului
PVU-18. '8 Printre cazurile de cancer cervical urmeaza
PVU-31 cu 3,7%, PVU-33 cu 3,8%, PVU-45 cu 5,9%,
PVU-52 cu 2,8% si PVU-58 cu 2,3%. Tipurile de PVU 16,
18, 45, 31, 33, 52 si 58 impreund determina aproximativ
90% din carcinoamele cu celule scuamoase cu rezultat po-
zitiv la ADN-ul PVU.!85

Chiar daca infectia cu un tip de PVU cu risc mare este
cauza determinantd a cancerului cervical, cea mai mare
parte a femeilor infectate cu tipuri de PVU cu risc mare
nu dezvoltd cancer. Infectia persistd doar la un procent
mic din femei si doar o proportie micd a infectiilor croni-
ce vor progresa in pre-cancer, din care si mai putine vor
evolua in cancer invaziv.

Majoritatea preponderenta (>85%) a cazurilor de cancer
cervical (445 000 anual) apar in regiunile mai putin dez-
voltate, unde reprezintd aproape 12% din toate cancerele
inregistrate la femei. In comparatie, in regiunile mai dez-
voltate cancerul de col uterin reprezintd mai putin de 1%
din toate formele de cancer inregistrate la femei (83 000
anual). Ratele mortalitétii intre tiri difera de circa 18 ori,
variind intre <2 la 100 000 femei in térile industrializate si
28 1a 100 000 in unele tari in curs de dezvoltare.'®

Alte boli asociate PVU la bdrbati si femei: Infectia PVU
anogenitald poate cauza aparitia tumorilor maligne sau
benigne ale epidermei si mucoaselor, inclusiv verucii
(negi) anogenitale la barbati si femei. Desi verucile ano-
genitale pot fi cauzate de un spectru vast de tipuri de
PVU, unele studii sugereaza ca tipurile 6 si 11 reprezinta
pana la 90% din toate cazurile,” 2° desi contributia reala
a acestor tipuri la dezvoltarea verucilor genitale ar putea
fi mai mici. Intr-o evaluare sistematici a estimirilor glo-
bale, incidenta anuald totala raportatd (barbati si femei)
4 Walboomers JL et al. Papilomavirusul uman este cauza irefutabild a cancerului
cervical invaziv la nivel global. J. Pathol, 1999;189:12-19;

Bosch FX et al. Legétura cauzald intre papilomavirusul uman si cancerul de col
uterin. J Clin Pathol, 2002;55(4):244-265;

De Martel C et al. Povara cancerului atribuibil PVU la nivel global in functie de
locatie, tard sau tipul PVU. 1JC 2017 [in proces de publicare];

de Sanjose S et al. Atribuirea genotipurilor de papilomavirus uman cancerului
cervical invaziv: studiu transversal retrospectiv la nivel global. Lancet Oncology,
2010;11:1048-1056;

Serrano B et al. Atribuirea genotipurilor de papilomavirus uman 6, 11, 16, 18, 31, 33,
45, 52 sau 58 leziunilor anogenitale la femei. EurJCancer. 2015;51(13):1732-1741;
Greer CE et al. Repartitia tipurilor de papilomavirus uman (PVU) si réspunsul sero-
logic la particulele analoage virusului PVU 6 la pacientii cu veruci genitale. J Clin
Microbiol, 1995;33(8):2058-2063;

Sturegard E et al. Tiparea papilomavirusurilor umane la raportarea condiloamelor.
Sex Transm Dis, 2013;40: 123-129;
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Accoyuuposannviii ¢ BII9 pak wietixu mamxu cpeou sxeHuqun: Xpo-
Huveckas MHGeKUN, BbI3sBaHHaA TumaMmu BITY BBICOKOTO p1CKa,
4eTKO acCOLMUPYeTCA C pa3BUTMEM paka Imeiiku matku'*. Ilo
onenkam, B 2012 rogy ormevanoch 630 000 HOBBIX C/ly4aeB paka
Cpemy XeHIIVH, BbI3BaHHOTO BITY, 13 xoTopsix 530 000 (84%)
ObLIV Cydyay paka LIeVKM MaTKu. DTO CTaIo HpuUdmHoil 266 000
CMepTe/IbHBIX MCXO/IOB 110 BCEMY MIUPY, YTO coCTaB/sAeT 8% Bcex
cry4aeB CMepTH JKeHIIMH 0 paka B ToM rogy> '°. BITY-16 u BITY-
18 BpI3Banmu 71% Bcex cmydyaeB paka melikym Matku'’. B gwacTHO-
ctu, 60.6% (95% [OU: 59.6-61.6) cnydaes cBsizanbl ¢ BITY-16 u
10.2% (95% IIM: 9.6-10.6) — ¢ BITY'®. B ornomennun BIT9-31 aToT
nokKasarenb cocTaBndeT 3.7%, BIIY-33 - 3.8%, BIT4Y-45 - 5.9%,
BITY-52 - 2.8% u BITY-58 - 2.3%. Tunsr BITY-16, 19, 45, 31, 33,
52 u 58 ABnAwTCA NpuyYMHOI npuMepHo 90% Bcex cydaeB IIO-
CKOKJIETOYHBIX KapIIMHOM, KOTOpPbIe IONOXUTEeIbHbl B OTHOIIE-
mun JHK BITY>!8,

Xotst mHpunupoBanue tunom BITY BBICOKOrO pucka sBIS€TCS
BBIPQKEHHOI NPUYMHON PA3BUTHUS paka IIEVKM MaTKu, 6O0Jb-
IIMHCTBO JXEHINNH, nHpuiuposanueix BITY BeicOKOro pucka,
He 3a06071eBalOT pakoM. VIHuUIMpOBaHMe COXPAHAETCA TONBKO Y
HeOOJIBIIOro MPOLEHTA XEHINH, U TOTbKO Yy HeOO/IbIIOTO IpPo-
I[eHTa XpOHN4YecKas MH(EKINA IPorpeccupyer O IpeApakoBOro
COCTOSIHMA, U ellle B MeHbIlIeM IpOLeHTe C/IyyaeB pa3BUBAETCA
VMHBa3UBHBII paK.

ITopaBnsatomee 60nbIMHCTBO (>85%) cnydaeB paka HIEHKM MaT-
K1 (445 000 ciydaeB eXXerofHo) HaOIOAeTCsl B MEHee Pa3BUTHIX
peTMOHaxX U COCTaB/IsAeT MouTH 12% BceX paKOBBIX 3a00JeBaHMIt
cpenn >KeHIMH. JI1s1 cpaBHeHus:, B 6o/ee pasBUTBHIX pervMoHax
C/Iyd4ay pakoM IIeNKM MaTKM COCTaBIAT MeHee 1% Bcex pako-
BbIX 3abomeBaHmit cpepn >keHuyH (83 000 crydaeB eXerofHO).
YpoBHM CMEpTHOCTM BapbMUPYIOT B 18 pa3 MeXAy pasnM4HbIMU
CTpaHaMM, HauMHaA OT >2 cinydaeB Ha 100 000 >xeHIIMH B IpoO-
MBIIIIEHHO Pa3BUTHIX CTpaHax o 28 cnydaes Ha 100 000 xeHmuH
B HEKOTOPBIX Pa3BUBAIUXCS CTpaHax's.

Hpyeue 6onesnu, accoyuupyemvie ¢ BIIY, cpedu myscuun u sceHusum:
AnorenuranbHas BITY-nHbexums MOXeT IPUBECTU K PasBUTHIO
paka min [0OPOKAYeCTBEHHBIX OINYXOJeil KOXM U CIU3UCTOIL,
BK/II0YAsl aHOTE€HUTA/bHbIe OOPOJAABKU Y MYXUMH M >KEHIIVH.
XoTs1 BbI3BATh aHOr€HNUTA/IbHbIE 60POIaBKM MOXKET OO/IBLIMHCTBO
tunoB BIIY, HekoTOphle MccnenoBaHMA MAXOT IPABO IO/AraTh,
4To 10 90% Bcex cly4yaeB BbI3biBaeTcs Tumamu 6 n 11'% 2. Xota
peasbHOTO BIMAHMA 9TUX TUIIOB Ha Pa3BUTUE aHOTEHUTATbHBIX
60pojaBOK MOXKeT OBITh MeHblile, I CUCTEeMAaTUYeCKUIl aHaIu3
7100anbHBIX OIIEHOK IOKasaj, 4yTo obmias romosas 3aboreBae-

Walboomers JL et al. Human papillomavirus is a necessary cause of invasive cervical cancer
worldwide. J. Pathol, 1999;189:12-19.

Bosch FX et al. The causal relation between human papillomavirus and cervical cancer. J Clin
Pathol, 2002;55(4):244-265.

De Martel C et al. Worldwide burden of cancer attributable to HPV by site, country and HPV
type. 1JC 2017 [in Press].

de Sanjose S et al. Human papillomavirus genotype attribution in invasive cervical cancer: a
retrospective cross-sectional worldwide study. Lancet Oncology, 2010;11:1048-1056.
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Serrano B et al. Human papillomavirus genotype attribution for HPVs 6, 11, 16, 18, 31, 33, 45,
52 and 58 in female anogenital lesions. EurJCancer. 2015;51(13):1732-1741.

Greer CE et al. Human papillomavirus (HPV) type distribution and serological response to HPV
type 6 virus-like particles in patients with genital warts. J Clin Microbiol, 1995;33(8):2058—
2063.

Sturegard E et al. Human papillomavirus typing in reporting condyloma. Sex Transm Dis,
2013;40: 123-129.
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a verucilor anogenitale (inclusiv, cazuri noi si recurente)
varia intre 160 si 289 la 100 000. Incidenta anuald medi-
ana estimata a cazurilor noi de veruci anogenitale consti-
tuia 137 la 100 000 la barbati si 121 la 100 000 la femei. In
populatia generala prevalenta varia intre 0,15% si 0,18%.%'

Infectia cu anumite tipuri de PVU determina, de asemenea,
aparitia unui anumit numar de cazuri de cancer al anusu-
lui, orofaringelui, vulvei sau vaginului, sau al penisului. Din
toate cancerele asociate PVU, tipurile 16 si 18 determind
85% din numdrul total de cancere ale capului si gatului si
87% din cancerul anal, asociate PVU - care ocupa locuri-
le doi si trei printre cancerele asociate infectiei PVU, cu 38
000, respectiv 35 000, de cazuri estimate anual.’

Agentul patogen

Papilomavirusul uman (PVU) face parte din familia Pa-
pillomaviridae. Virionii nu sunt incapsulati si contin ge-
nom ADN circular dublu catenar. Materialul genetic este
inconjurat de o capsida icosaedrald formatéd din proteine
structurale majore si minore — L1, respectiv L2. Acesti vi-
rusi au o specificitate inaltd fatd de anumite tesuturi si
infecteazd atat tesutul cutanat, cat si epiteliul mucoasei.
Reiesind din secventa genomicéd a L1 - gena codificatoare
a principalei proteine a capsidei - au fost identificate si
caracterizate peste 200 tipuri de PVU.?2 2 Tulpinile izola-
te de papilomavirus sunt traditional descrise ca “tipuri”
PVU poate fi clasificat in mai multe feluri, inclusiv in
functie de partea corpului pentru care fiecare tip de virus
are predilectie la infectare (cutanat sau mucos) sau dupa
potentialul sdu de inducere a cancerului, adica tipuri cu
risc mare sau mic. Agentia Internationala pentru Studii in
domeniul Cancerului (IARC) in prezent distinge 12 tipuri
de PVU cu risc mare ce sunt asociate cu cancerul la om
(tipurile 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59), plus
tipuri suplimentare pentru care exista dovezi limitate pri-
vind cancerigenitatea sa (tipurile 68 si 73).>

Maladiile cauzate de PVU

Virusurile PVU sunt rdspandite prin contact cu tegumen-
tele sau mucoasele genitale infectate sau cu lichidele bio-
logice si pot fi transmise prin actul sexual, inclusiv sexul
oral. Cea mai mare parte a infectiilor PVU (70-90%) sunt
asimptomatice si dispar spontan timp de 1-2 ani. Daca
nu sunt depistate si tratate corespunzitor, infectia persis-
tenta cu tipuri cu risc mare (oncogene) ar putea progresa
péana la carcinom invaziv in locul infectérii, preponderent
tractul genital. Infectia persistenta cu PVU este o cauzi
irefutabild a aparitiei cancerului cervical.”

Infectia PVU persistenta este definitd ca prezenta repe-
tata a ADN-ului PVU specific de tip in probe biologice
clinice pe durata unei perioade de timp, de regula 6 luni,

2 Patel H et al. Evaluare sistematicd a incidentei si prevalentei verucilor genitale.

BMC Infectious Diseases, 2013;13:39;

Centrul International de Referinta pentru Papilomavirusul Uman. Clonele de re-
ferinta pentru papilomavirusurile umane. http://www.PVUcenter.se/html/refclo-
nes.html, accesat in februarie 2017;
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Doorbar J et al. Biologia si ciclul de viata al papilomavirusurilor umane. Vaccine,
2012; 30S: F55-F70;

MOCTb @HOT@HUTAJIbHBIMU OOpPOJaBKAMU CPelY MY>KUMH U JKEH-
mMMH (BKJIOYasA HOBbIE U PELUAMBUPYIOLINE CIy4yay) BapbUpyeT
ot 160 g0 289 cnyuyaes Ha 100 000. Ilo onenkam, cpegHumii exe-
TOJIHBINl ypOBeHb 3a00/IeBA€MOCTU HOBBIMM aHOTE€HUTATbHBIMU
6opomaBkaMy cocTaBun 137 crydyaeB Ha 100 000 cpepy My>XUuH
n 121 Ha 100 000 cpepy >xeHmMH. Ilopa>keHHOCTb BapbMUPYET OT
0.15 110 0.18% B 06wt Oy IALNN?.

BITY-nHubexius, BbI3BaHHAS OIPe/e/ICHHBIMU CHelnpuIecKnmu
tunamu BITY, Takxe ABAAeTCA NPUUNHON ONpeNe/IeHHOTO KO-
4eCcTBa C/Iy4yaeB pakKa aHyca, POTOINIOTKMU, BY/IbBbI, Blarajniia u
1o10Boro yneHa. Vs accounmpyemsix ¢ pakom, BITY-16 n BITY-18
cBA3aHbl ¢ 85% cay4aeB paka rojaosbl u 1eu u 87% paka aHyca:
BTOPOIT ¥ TpeTuit - Hanbosee YacTble BBl PAKOB, CBsI3aHHBIE C
BIIY, coorBercTBenHO 38 000 1 35 000 cnydaes B rop’.

Bo3oyautennb

Bupyc mammioMbl  4eloBeKa  OTHOCUTCS K CEMENCTBY
Papillomaviridae. BupuoHBl He MMET OOOMOYKM U COJEPIKAT
neyxuuresyio JJTHK. l'enom BIIY 3axmoueH B 6enkoByo 0607104-
Ky, cocrosmyto u3 6onpumx (L1) u mansix (L2) cTpyKTypupoOBaH-
HBIX 6€/TKOB. DTI BUPYCHI BBICOKO TKaHECIEIM(PUYHBL U IOPaKa-
0T KJIETKU SIUTENNA KOXKU U CAU3UCTO obonouku. Ha ocHoBe
olpefie/ieHNs HYKJICOTUJHOI II0C/Ie0BATeIbHOCT reHoMa LI,
KOTOPBINI KOAMPYeT OCHOBHOI KalCYIbHbBIN 0el0K, OBIIO BBLIAB-
neHo u omycano 6omee 200 tumos BITY?> 2°, VI30/1ATHl MAUIIO-
MaBMpYyca TPASULMOHHO OMMCHIBAIOTCA KaK «TUIIbl». Tl BITY
MOXXHO KJIacCUQUUMPOBATH HA TPYNIBI PasHBIMU CIIOCO6aMu,
B TOM 4YNCJIe II0 MeCTY JIOKa/lIM3aluu Ha Tejle, KOTOpOe KaXKIblil
BUpyC MHOUIVPYeT (TUIBI, TOPaXKaroIiye KOXY WM CIN3UCThIE
0007104KN), WM UX NMOTEHIMaNTy WHAYLUPOBATh PakK, T.e. TUIIBI
BBICOKOTO ¥ HM3KOTO prcka. Me>xx/[yHapojHOe areHTCTBO IO M3Y-
YEeHMIO paKa B Hacrosulee BpeMs onpependeT 12 tunos BITY BbI-
COKOTO PUCKa, KOTOPbIE aCCOLUUPYIOTCS C PAKOM Ye/IOBeKa (THUIIBI
16, 18, 31, 33, 35, 39, 43, 51, 52, 56, 58, 59), U JOIMOMHUTENbHbIE
TUIIBI, B OTHOIIEHN) KOTOPBIX JaHHBIE 00 MX KaHIEPOTEHHOCTHU
orpanuydeHs! (Tumsl 68 n 73) 2.

3abonesanne

Bupycor BITY mepepmatoTcsa mpy KOHTaKTe ¢ MHOUIIMPOBAHHBIMU
KOXeil, TeHUTAIUAMMN, CIM3UCTBIX 060/1049eK MIn OMOTOrYecKu-
MU XKUJKOCTAMU U MOTYT Iepe/laBaThCs MOIOBBIM IIyTEM, BKIIIO-
4asg opanbHbIl cekc. BompmmucrBo BITY-nudexunit (70-90%)
6eCcCUMITOMHO U KYHUPYeTCs CIHOHTaHHO B TedeHme 1-2 JieT.
Ecu He BbIsIB/IeHA 1 He IIPOJIEYEHA TO/DKHBIM 00PasoM, XpOHUYe-
cKas nHpeK s, 00yC/IOBIeHHASA TUIIAMI BBICOKOTO PICKA, MOXKET
IIpOrpeccupoBaTh 10 NHBA3MBHOI KapLMHOMBI Ha MeCTe IIOpake-
HIA, B OCHOBHOJ B TeHUTA/IbHOM TpakTe. XpoHudeckas BIIY-un-
dek1na Hen30eXHO IPUBOAUT K PAKy IIEVMKI MaTKI'.

Xpounveckaa BIIY-mHbekumsa ompepmenderca HamudmeM TH-
no-criequduynoit JHK BIIY mpu mccmegoBaHuMM ITOBTOPHBIX
KIMHUYECKUX OMONOrMYecKux mpo6 B TeYeHUN OINpefie/IeHHOTO
Iep1ojia BpeMeHH, OOBIYHO 6 MeCsLeB, XOTs 9TOT NIepUOJ, BpeMe-

Patel H et al. Systematic review of the incidence and prevalence of genital warts. BMC Infecti-
ous Diseases, 2013;13:39.

International Human Papillomavirus Reference Center. Human papillomavirus reference clo-
nes. http://www.hpvcenter.se/html/refclones.html, accessed February 2017.

Doorbar J et al. The biology and life-cycle of human papillomaviruses. Vaccine, 2012; 30S:
F55-F70.

EXXEHELENbHbIA NMAEMUONOMAYECKUN BIOIETEHD, Ne 19, 12 MA4 2017 FOJA

245



desi acest interval de timp nu este unanim acceptat.* ** La
circa 5-10% din toate femeile infectate infectia persista.
Peste luni sau ani infectiile persistente ar putea progresa
pand la leziuni intraepiteliale scuamoase sau glandulare
pre-canceroase, clasificate histopatologic ca neoplazii
cervicale intraepiteliale (CIN) sau pana la cancer. CIN
este clasificat in continuare in: CIN 1 (displazie usoard),
CIN 2 (displazie moderat-pronuntata), sau CIN 3 (displa-
zie severd pana la carcinom in situ). Desi majoritatea le-
ziunilor CIN regreseaza spontan, chiar daca pe parcursul
mai multor ani, leziunile colului uterin cu timpul ar putea
deveni canceroase.

Intervalul de timp intre achizitionarea infectiei PVU
si progresarea pina la carcinom invaziv este, de reguld,
de 20 de ani sau mai mare. Nu este clar inteles ce sta la
baza acestei evolutii, insd printre factorii de risc si afec-
tiunile predispozante se regdsesc: tipul PVU, statutul
imunitar (susceptibilitatea este mai mare la persoanele
imuno-compromise, cu infectie HIV sau cérora li se ad-
ministreazd terapie de imunosupresie), co-infectia cu alte
ITS (herpes simplex, clamidioza sau gonoreea), numarul
de sarcini si varsta tandra la prima sarcina, fumatul. Pre-
valenta infectiei PVU persistente este mai mare la femeile
cu infectie HIV, deseori prezentdnd mai multe tipuri de
PVU concomitent, fiind predispuse unui risc sporit de
progresare pana la CIN de grad inalt sau cancer cervical
comparativ cu femeile neinfectate cu HIV.*

Infectia PVU mai are atributie, de asemenea, la o gama di-
versid de carcinoame ale anusului (88%), vulvei (15-48%,
in functie de varstd) sau vaginului (78%), penisului (51%)
sau orofaringelui (13-60%, in functie de regiune). In toate
aceste locatii tipul dominant este PVU-16.2"13

Infectia cu tipuri PVU cu risc mic cauzeazd veruci ano-
genitale la femei §i barbati (negi genitali, sau condylomata
acuminata). Peste 90% din acestea sunt asociate cu tipu-
rile 6 sau 11. Timpul median raportat de la infectarea cu
tipurile PVU 6 sau 11 si pand la aparitia verucilor anoge-
nitale este de 11-12 luni la barbati sau 5-6 luni la femeile
tinere.”! Verucii anogenitale ar putea fi dificil de tratat, iar
in cazuri rare, acestea se pot maligniza.

®

Agentia Internationala pentru Cercetdri in domeniul Cancerului. Monografiile
IARC privind evaluarea riscurilor carcinogene pentru om: papilomavirusurile
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in februarie 2017;
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HU He BceMu npusHan®*». Y okono 5-10% Bcex MHPUIMPOBaH-

HBIX B3POC/IBIX )KEHIIMH Pa3BMBAETCA XPOHNYEeCKOe 3ab0/IeBaHue.
Xponnveckne MHQEKINN B TeYeHUE MHOTUMX MeCHAIeB UM JIEeT
MOTYT pa3sBMBAaTbCA B IPeJpPaKOBble 3€PHUCTbIE MM YeIlylidaThble
aHyTpUANNTeaNuanbHble MOPaKeHUdA, KIacCuuIupyemble THU-
CTOMAJIOTMYECKH), KaK I[epBMKa/lbHAA MHTpadIeTa/qbHasA HEOIIa-
sust (CIN) n pak. Beigersiror 3 kateropun CIN: CIN1 - aro ciabast
pucnnasus; CIN2 - ymepenHo BbipakeHHas pucnnasus u CIN3
- TsDKesas JUCIUIasus (ajeHoKapIuHoMa in situ). borpmmHCcTBO
nopaxenuit CIN perpeccupyer CIOHTaHHO, XOTS B Te4eHUe pAfa
JIeT MOpa)keHNs Ha IeliKe MaTK/ MOTYT IIOCTeIIeHHO CTaTh 3/10Ka-
YeCTBEHHBIMU.

VuTepsan Mmexxpy npuobperennem BITU-wndexun 1 ee nporpec-
CHPOBaHMEM B MHBAa3MBHYIO KapLIMHOMY, KaK IIPaBU/IO, COCTaB/IA-
et 0Kkoj10 20 seT mnu 6omee. OCHOBBI TAKOTO Pa3BUTHS He OUEHb
XOpOUIO NMOHATHBI, HO CYLEeCTBYIOT HEKOTOPbIE IPEAIOCHIIKMA U
(akTOpBI puCKa, KOTOPbIe BKIIOYA0T TUll BITY, MMMyHHBIIT cTa-
Tyc (60Jee BBICOKAs BOCIPUMMYMBOCTD CPeAM /UL C OCmabieH-
HBIM UMMYHNTeTOM, BYIY-nHOUIIMPOBaHHBIX MU TeX, KTO MOMY-
JaeT MMMYHOCYTIPECCUBHYIO TE€PAINIo); COMYTCTBYIOIINE APYTIe
WIIIIIT (mpocToit repiec, XIaMUANO3 M TOHOPesi); CIIOCOOHOCTD
K IeTOPOX[EHNI0, MOIOJ0II BO3PACT BO BpeMsI IepBoil GepeMeH-
HocTy, Tabakokypenue. Cpegu BMY-MHUIMPOBAHHBIX >KEH-
wMH Hab/rofaeTcst 6oee BHICOKAs MOPaXXEHHOCTb XPOHMYECKO
BITY-nnpexiueis, 9aCTO acCOLUMUPYEMOII CO MHOTUMU TUIIAMU
BITY, n 2Ty >XeHIMHBI OTHOCATCA K TPYIIe IOBBILIEHHOTO PU-
CKa B OTHOILIEHNNU pa3BuTus 6osee Boicokoro yposus CIN u paka
IIeIKM MaTKMU [0 CPAaBHEHUIO C SKEHI[MHAMM, He NHQUIMPOBAH-
HpIMu BIIY?S.

BITY-nneknysa Takke IpUYacTHA K PAasIMYHBIM BUJAM paka
aHyca (88%), BynbBbl (15-48% B 3aBMCHMOCTM OT BO3pacTa) U
Braranuia (78%), momosoro ureHa (51%) u porornorku (13-60%
B 3aBMCUMOCTHU OT perrona). Bo Bcex aTux caydasnx mpeobragano-
UM TUIIOM ABnseTca BITY-16'>%,

BITY-undexmus, o6ycnoBnIeHHas TUIIAMY HU3KOTO PICKA, BBI3bI-
BaeT aHOTEHNTAJIbHble 60POTABKU Y MY>KUMH ¥ >KEeHIUH (0CTpo-
KOHEYHbIe KOH/IMIOMBI MM BeHepudeckue 6opopaskn). CBbllre
90% u3 Hux obycmosnensl BIIY-6 mwmn BITY-11. Cpennee Bpemsa
Mexay nHuuuposanueM tunamu BITY-6 wim 11 u passutuem
aHOTEHUTANbHBIX OOPOAABOK cocrasiser 11-12 Mecsues cpeau
MY)XXUMH U 5-6 MecsleB Cpefy MOJOAbIX XXEHIIMH?. AHOTeHu-
Ta/IbHbIe GOPOJABKYU C TPYAOM MOALAIOTCS JI€YEHNUIO, U B PEIKIX
C/Iy4asiX OHM MOTYT IO/IBEPIHYTbCA MaIUTHU3AL N,

®

International Agency for Research on Cancer. IARC monographs on the evaluation of carcino-
genic risks to humans: human papillomaviruses. Vol. 90. Lyon, IARC, 2007. Available at http://
monographs.iarc.fr/ENG/Monographs/vol90/mono90.pdf, accessed February 2017.

International Agency for Research on Cancer. IARC Working Group Report: Primary End-Points
for Prophylactic HPV Vaccine Trials. Vol 7. Lyon, IARC, 2014. Available at http://www.iarc.fr/
en/publications/pdfs-online/wrk/wrk7/Prophylactic_HPV_VaccineTrials.pdf, accessed Fe-
bruary 2017.

Denny LA et al. Human Papillomavirus, human immunodeficiency virus and immunosuppressi-
on. Vaccine, 2012;305:F168-74.

Plummer M et al. Global burden of cancers attributable to infections in 2012: a synthetic analy-
sis. Lancet Glob Health 2016; 4: 609-16.
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PVU-6 si PVU-11 mai pot cauza o afectiune rard, cunos-
cutd ca papilomatoza respiratorie recurentd (RRP), in care
negii apar pe laringe sau pe alte parti ale tractului respira-
tor, cu riscul de obstructie a cailor respiratorii. RRP apare
sub 2 forme: cu debut juvenil, cauzatd de transmiterea pe
verticala a PVU de la mama la copilul sensibil in perioada
perinatald si se manifestd, de regula, in copildrie, si cel cu
debut la maturitate, care este probabil transmisd pe ori-
zontald prin intretinerea relatiilor sexuale, manifestan-
du-se la adultii tineri, de obicei in a treia decadd a vietii.?®
RRP determind o morbiditate considerabila si ar putea
necesita interventii chirurgicale multiple pentru pastrarea
permeabilitdtii cailor respiratorii. Se poate solda cu sfarsit
letal, iar leziunile se pot maligniza.

Raspunsul imun dupa infectarea cu PVU

Timpul median de la infectarea cu PVU si pana la sero-
conversie este de aproximativ 8-12 luni, desi rdspunsul
imunologic variazd de la un individ la altul si in functie de
tipul PVU. Infectiile PVU se limiteazd la stratul epitelial
al mucoasei si nu induc un raspuns imun puternic.® 24
Anticorpii anti-PVU cei mai bine caracterizati si mai spe-
cifici in functie de tip sunt cei indreptati impotriva prote-
inei virale L1. Dupad infectarea pe cale naturald, serocon-
versia se atesta la 70-80% din femei; de reguld, raspunsul
umoral al acestora apare lent, cu aviditate si titru scazut.
Totusi, la barbati se observd un rispuns slab la infectia
PVU, iar seroconversia apare la foarte putini barbati, dar
chiar si dupéd seroconversie, anticorpii secretati nu pot
oferi protectie.*

Nu existd date certe dacd infectarea cu PVU pe cale natu-
rald oferd protectie impotriva reinfectarii. Aparent riscul
de reinfectare cu acelasi tip de PVU este mic, insa infectia
nu pare sd asigure o protectie imunologica generala sau
de grup impotriva reinfectdrii cu alte tipuri de PVU. In
majoritatea cazurilor, persoanele ce prezinta leziuni de-
clanseaza un raspuns imunologic celular (CMI) eficient,
iar leziunile regreseazd.’! Nereusirea lansdrii unui raspuns
CMI efectiv pentru eliminarea infectiei din organism
duce la o infectie persistentd, iar in cazul tipurilor PVU
cu risc mare, creste probabilitatea progresarii pand la CIN
2/3.2

Diagnosticarea infectiei / maladiei PVU

Infectia PVU cervicald poate fi diagnosticatd folosind
teste bazate pe identificarea ADN-ului PVU, efectuate
pe frotiuri cervicale sau vaginale. Schimbarile in epite-
liul cervical, induse de PVU, pot fi depistate prin exame-
nul microscopic al celulelor exfoliate, cunoscut ca testul
Papanicolaou (Pap). Pentru identificarea leziunilor si
screening-ul cancerului de col uterin sunt aplicate testul
ADN-ului PVU, citologia si, mai ales in conditiile cu re-

3

Larson DA, Derkay CS. Epidemiologia papilomatozei respiratorii recurente. APMIS
2010;118:450-454;
Stanley MA. Réspunsurile celulelor epiteliale la infectarea cu papilomavirus
uman. Clin Microbiol Rev, 2012;25(2):215-222;
Giuliano A et al. Incidenta si eliminarea din organism a infectiei genitale cu pa-
pilomavirus uman la bérbati (HIM): studiu de cohortd. Lancet, 2011; 377(9769):
932-940;

Stanley MA et al. Raspunsurile gazdelor la infectarea cu papilomavirusul uman. JC
Curr Probl Dermatol, 2014;45:58-74;
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8

BITY-6 n BITY-11 MoryT Tak>ke BbI3bIBaTh PEJKO€ COCTOSHME, U3-
BECTHOE KaK pelNIMBUPYIOIINI peCIMPaTOPHbIN MAaN/ITIOMaTO3
(PIIII), mpu xoTopoM 6opopaBKy GOPMUPYIOTCA B TOPTAHU UK
IPYTUX YaCTAX AbIXaTeMbHBIX ITyTeN, BHI3bIBASA PUCK UX OOCTPYK-
un. Berpewarores gee popmer PPIT: roBenanpHbiit PPIT, koTOpBI
BBI3BIBAETCS BepTUKanbHO nepegadeir BIIY ot marepn Bocnpu-
UMYNBOMY peGeHKY B IlepyHATa/IbHbII Tepuog, u PPII B3pocibix,
KOTOPBIIL, BEPOATHO, IIE€PEAAETCA TOPU3OHTANBHO IIPU CEKCyaslb-
HOJ aKTMBHOCTM M HAUMHAETCA B IEPUOJ| IMOJIOBOI 3PEeNOCTH,
0cobeHHO Ha TpeTbeM paecsatmietun >kusHnu”. PPII BoisbiBaeT
cepbesHoe 3ab0jIeBaHMe, M MOXKET IMOTPe6OBAThCSA HEOIHOKpAT-
HOEe XMPYpPrudecKoe BMELIaTeIbCTBO [I COXpaHEeHUs CBOOOSHOI
IPOXOAVIMOCTY JbIXaTelbHbIX myTeit. PPII MoxxeT ObITH cMep-
Te/IbHBIM, ¥ TIOPA)KEHMA MOTYT IO/IBEPraThCsA MaIUTHU3ALMN.

WUmmyHuTeT NOCNe nepeHeceHHon niekunu BMNY

B cpenHeM IpOMeXyTOK BpeMeHN Mex Ay vHuuuposannem BITY
U CepOKOHBepcHell NpubnmsuTenbHo 8-12 MecAlnes, XOTA UM-
MYHHBIIl OTBET BapbMUpyeT B 3aBUCUMOCTYU OT MHAMBUIYalIbHbBIX
ocobenHocreil opranusma u Tuma BITY. IlanmamomaBupycHbie
MHQEKUMNN OrPaHUYMBAIOTCSH SIUTEINATbHBIM CTIOEM CIM3UCTON
U He MHAYUMPYIOT BBIPAXXEHHBII UMMYHHBII oTBeT”” *%. Hambo-
Jlee XapaKTePHBIMM U TUIOCHENUPUIeCKMMM aHTUTENIaMM B OT-
HoureHuy BITY ABnAroTCA Te, 4TO HaNpaBIeHbl MPOTUB IPOTENU-
Ha L1 Bupyca. ITocne ecrectBeHHol nHexuu 70-80% >XeHIMH
ABJIAITCA CEPOKOHBEPCUOHHBIMM, UX OTBET B BUJE IMOSABIEHUSA
aHTUTENT OOBIYHO MENIEHHbIN, X TUTP HU3KUIL, U MMeeT MecCTO
apupuTeT. OHAKO Y MY>KUMH UMMYHHBII OTBET HEBBICOK, Y HEKO-
TOPBIX MY>K4IH HabTI0laeTCA CEPOKOHBEPCHA, HO JTaXKe IOCIIe Hee

IpOAyIMpyeMble aHTUTETA Ha 3alUIIAI0T OPTaHN3M .

Vimeromuecs HaHHbIE O TOM, MHAYLUpPYeT /M €CTeCTBeHHas MH-
(dexIys 3amNUTy B OTHOIIEHNN NHOUIMPOBAHNSA, HEOTHO3HAYHBL.
ITokaszaHO CHIDKEHHMe PUCKa peMHOUIMPOBAHMUA TEM XKe TUIIOM
BITY, HO moxoske, 4To mH(eKIusA He obecrnednBaeT IPYIIOBYIO
crerupuIecKyio uin o061y UMMYHHYIO 3alUTY OT penHuIu-
posanusa apyrumu BITY. B 6onbuIMHCTBE CIy4aeB y TeX, Y KOTO
Pa3BUBAIOTCS MOpaKeHWs, BblpabaTbiBaeTcsi 93¢ deKTUBHBIN
kneTounblit ummyHuter (KI), um mopaxeHusa perpeccupyior’’.
Hecnoco6rocte npopyuuposars adgdexrususiii KV aas ocso-
O6oxmeHyss oT MHQEKUN MPUBOAUT K PA3BUTUI0 XPOHUIECKON
nudekuny, a B caydae BITY Beicokoro pucka — K Bo3pacrarolieit
BO3MOXXHOCTH flajbHelmero passutusa go CIN 2/3%,

Auarnocrnka yepsukanbHon BMY-nnekumn/3abonesanns
LlepBukanpuass BITY-uHpekiusa MOXeT AMATHOCTUPOBATHCSA C
MCIOTH30BAHNEM TECTOB, OCHOBAHHBIX Ha ugeHTUGuKanym JHK
BIIY Ha mepBuUKa/nbHBIX MIM BarMHaJAbHbIX MaskaX. VHpgynupo-
BaHHble BITY m3MeHeHUA oMUTENMA LIENKM MAaTKU MOTYT OBITH
BBIABJ/IEHBl IIPM MUKPOCKONNUM OTTOPTHYBIUMXCA KJIE€TOK MeTO-
IIoM, U3BECTHBIM Kak TecT [Tamanukomnay (Pap). TectupoBaHue Ha
JOHK BITY, nuTonorus u, 0cO6€HHO B yCIOBUAX OTPaHMYEHHBIX
pecypcoB, BU3Ya/IbHbIII OCMOTP C IPMMEHEeHMEeM YKCYCHOI KICTIO-

% Larson DA, Derkay CS. Epidemiology of recurrent respiratory papillomatosis. APMIS
2010;118:450-454.

Stanley MA. Epithelial cell responses to infection with human papillomavirus. Clin Microbiol
Rev, 2012;25(2):215-222.

Giuliano A et al. Incidence and clearance of genital human papillomavirus infection in men
(HIM): a cohort study. Lancet, 2011; 377(9769): 932-940.

Stanley MA et al. Host responses to infection with human papillomavirus. JC Curr Probl Derma-
tol, 2014;45:58-74.
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surse insuficiente, inspectia vizuala (colposcopia) cu acid
acetic.’>*

Tratament

Desi nu existd un tratament specific antiviral in infectia
PVU, screening-ul si tratamentul afectiunilor cervicale
pre-invazive previn cu succes progresarea pand la cancer
de col uterin.’” Leziunile cervicale pre-canceroase pot fi
tratate prin metode ablative, care includ distrugerea te-
suturilor patologice prin cauterizare sau congelare (cri-
oterapie) si inldturarea chirurgicala a tesuturilor afectate
(excizia electrochirurgicald cu ansa [LEEP] sau conizatia).
In tarile cu venituri mici, unde exista programe de control
si prevenire a cancerului de col uterin, leziunile pre-can-
ceroase ale colului uterin sunt cel mai frecvent tratate prin
crioterapie.® Excizia chirurgicald a tesuturilor afectate
(electrocauterizarea cu ansa) este eficientd si indicatd unde
leziunile sunt mari.*>* Excizia prin conizatie este aplicata
in cazurile mai avansate sau recurente, in special in cazuri-
le de implicare in proces a canalului endocervical.

Vaccinuri

Pentru prevenirea aparitiei bolilor asociate infectiei PVU in
multe téri la nivel mondial in prezent sunt disponibile si co-
mercializate trei vaccinuri anti-PVU profilactice, actiunea
cérora este indreptata impotriva tipurilor de PVU cu risc
mare: vaccinul tetravalent a fost licentiat primul in 2006,
apoi vaccinul bivalent in 2007 si vaccinul nonavalent - in
2014. Toate aceste vaccinuri urmeaza a fi administrate,
dupa posibilitate, inainte de debutul vietii sexuale a persoa-
nei, adica pand la prima expunere la infectia PVU. Folosind
tehnologii de recombinare a ADN-ului, la baza tuturor ce-
lor 3 vaccinuri este proteina structurala L1 purificatd, care
se auto-asambleazd pentru a forma carcase pustii specifice
unor anumite tipuri de PVU, denumite particule analoage
virusului (VLP). Niciunul din vaccinuri nu contine produse
biologice vii sau ADN viral, fiind astfel neinfectioase; aces-
tea nu contin antibiotice sau conservanti.

Catre 31 martie 2017, vaccinul anti-PVU a fost introdus in
calendarul national de imunizari pentru fete in 71 de tari
ale lumii (37%) si in 11 tari (6%) pentru fete si baieti.*®

Vaccinul anti-PVU bivalent: Vaccinul bivalent reprezinta
o suspensie pentru injectare intramusculard ce contine
proteina virala L1 purificata pentru tipurile PVU 16 si 18.
Acesta este prezentat in fiole de 1 sau 2 doze sau in seringi
preumplute. Este produs folosind un sistem de exprima-

5

Ghidul OMS privind screening-ul si tratamentul leziunilor pre-canceroase pen-
tru prevenirea cancerului cervical. Organizatia Mondiald a Sanatatii, Geneva,
2013. Disponibil pe, accesat in februarie 2017; http://apps.who.int/iris/bitstre
am/10665/94830/1/9789241548694_eng.pdf

Compendiu OMS. Prevenirea si controlul exhaustiv al cancerului cervical: un viitor mai
sanatos pentru fete si femei. Organizatia Mondiala a Sanatétii, Geneva, 2013. Dis-
ponibil pe http://apps.who.int/iris/bitstream/10665/78128/3/9789241505147 _
eng.pdf?ua=1, accesat in februarie 2017;

®

Ghid OMS: Folosirea crioterapiei in neoplaziile cervicale intraepiteliale. Organiza-
tia Mondiald a Sanatatii, Geneva, 2011. Disponibil pe http://whqlibdoc.who.int/
publications/2011/9789241502856_eng.pdf?ua=, accesat in februarie 2017;

Gardasil 9. Agentia Alimentelor si Medicamentelor (FDA). Disponibil pe https://
www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/
UCM426457.pdf, accesat in februarie 2017;

OMS/ baza de date pentru imunizari, vaccinuri si produse biologice, la momentul
din 31 martie 2017. Disponibild pe http://www.who.int/entity/immunization/
monitoring_surveillance/VaccinelntroStatus.pptx, accesatd in februarie 2017;

&
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TBI UCIIONIBb3YIOTCA /I UACHTUPUKALVY ITOPa>KeHNIT ¥ CKPUHIHTA

B OTHOIIEHNMN paKa LIeKM MaTKu > >,

Jleuenne

XoT4 crienuduaeckoro aHTNBUpPyCcHOTO neveHna BITY-unpexun
HeT, CKPVHIHT I JIedeHle IPEeAMHBA3NBHOTO 3a00/IeBaHISI IIETTKI
MAaTKJ SIBJISIIOTCS] KpaliHe YCIEMIHBIMI B IUTaHe IIPefjOTBPAIeHIIs
[IOC/IeYIOIeT0 PAasBUTHS paka IIeiikum MakTku’. IIpegpaxkoBbre
MOpa)KEeHUsI HMIENIKY MATKU MOTYT JIEYUTHCS METOAAMU YHATEHUs,
KOTOpble BK/IKOYAIOT paspyllieHNe IOPaKeHHON MAaTKU IyTeM
npIoKuranus (KpuoTepamnns), a TakK>Ke METOJOM TIEeTIeBOIT IIeK-
tpoakcumsun (LEEP), win metomoM koHmsanmu. B crpanax ¢
HU3KVMM JOXOJaMI HaceleHMs, Ifie CYLIeCTBYIOT IpoduIakTIKa
paka IIeilku MaTKu u 60pbba ¢ HUM, MpefpaKoBble MOPaXKEHNS
IIeVIKM MaTKM OOBIYHO JIeyaT C MpUMeHeHneM KpuoTepamnun™. Xu-
pyprudeckoe ypaneHue MOPa>KeHHON TKaHU Takxe 9(deKTuBHO
(MeTOOM IIE€T/IEBOIT 3TIEKTPOIKCIU3NI) U HeOOXORNMO TPy HOIIb-
IOM pasMepe IopaxeHMs*> **. VccedeHrme MeTOJOM KOHM3ALUU
UCIIONIB3YeTCs Py 60ojIee 3aMyLUIeHHBIX CIyYasx WM PELUfNBax,
0CO0€EHHO, KOT/ja B IIPOL[eCC BOB/ICYEH SH/0ePBIUKA/IbHBII KaHaII.

BakumHbl

B nacroamee Bpemsa cymecrByer Tpu BIIY-Baxkumubl, Hampas-
neHHble Ha Tunsl BIIY BpIcOKOro pucka, KOTOpble MMEITCA Ha
pPBIHKe BO MHOTHUX CTpaHax Mupa i npoduaakTuku 3abonesa-
Huil, obycmobneHHbIx BITY: deThIpexBa/leHTHasA BaKIMHA Oblla
BIIepBbIe MUI[eH3upoBaHa B 2006 royy, 6¥BaieHTHasA BaKLMHA — B
2007 ropy u feBATUBaNeHTHAd BakyuHa — B 2014 rony“’. Bce atn
BaKUVHBI )Ke/IaTe/lIbHO NPUMEHATD, eC/IM BO3MOXKHO, 1O Hadaiaa
CeKCya/IbHOJ aKTUBHOCTH, T.€. JO TOTO, KOI[la PEIMIINEeHTbl MO-
TYT NO/IBEPTHYThCA Bo3aericTeuioo BIIY. Bece Tpm BakuuHbI momy-
4YeHBI C UCIOAb30BaHueM pekombnuanTHoi JJHK-rexHomornm ns
ounieHHoro L1 cTpykTypHOro 6e/1Ka, KOTOPBIT CAMOCTOSITETbHO
dbopmupyer Tunocnenududeckue mycroie o6onouxy BITY, Hasbl-
BaeMble BUpycomnogobusivu yactunamu (VLP). Hu ogxa us Bax-
L[VH He COJIeP)XIT >KMBOTO OMOIOTNYECKOTO IPOAYKTA UM BUPYC-
Holt JHK m mosToMy He ABnseTCA KOHTAaruMo3HON; BaKLMHBI He
cofiepXKaT HY aHTUOMOTUKOB, HU KOHCEPBAHTOB.

Ha 31 mapra 2017 roga 71 crpana (37%) Bkmounaa BITY-Baxiu-
Hy B CBOM Hal[MOHa/IbHble IPOIPAaMMbl MMMYHU3ALUNU [JI IE€BO-
qek, a 11 cTpan (6%) TakxKe M A ManTb4MKOB®.

busanenmnas BIIY9-eaxkyuna: buBaneHTHasA BaKLMHA IpPeJCTaB-
nsieT cobO0il CYCIEeH3WIO /I BHYTPUMBIIIEYHOTO BBEJEHM, CO-
mepxKauyio ouninenHslir L1 6emok tumos BITY 16 u 18. Ota Bak-
I[VIHa IMEEeTCs B OfHO- WJIM IBYX/[030BOI1 pacacoBKe, UK B BULIE
TOTOBOTO K MCIIONIb30BAHMIO INNPUIA ¢ BakIuHONi. OHa mpons-
BOJIUTCS C UCIIO/Ib30BAaHMEM CUCTEMBI OaKyIOBMPYCHOI 9KCIIpec-
cun B knetkax Trichoplusia. Kaxxgas gosa (0.5 M) 6uBameHTHOI

WHO guidelines for screening and treatment of precancerous lesions for cervical cancer pre-
vention. World Health Organization, Geneva, 2013. Available at http://apps.who.int/iris/bitst
ream/10665/94830/1/9789241548694_eng.pdf, accessed February 2017.

WHO guidance note. Comprehensive cervical cancer prevention and control: a healthier future
for girls and women. World Health Organization, Geneva, 2013. Available at http://apps.who.
int/iris/bitstream/10665/78128/3/9789241505147_eng.pdf?ua=1, accessed February 2017.

3 WHO guidelines: use of cryotherapy for cervical intraepithelial neoplasia. World Heal-
th Organization, Geneva, 2011.  Available at http://whglibdoc.who.int/publicati-
ons/2011/9789241502856_eng.pdf?ua=, accessed February 2017.

Gardasil 9. Food and Drug Administration. Available at https://www.fda.gov/downloads/Bio-
logicsBloodVaccines/Vaccines/ApprovedProducts/UCM426457.pdf, accessed February 2017.

36 WHO/ Immunization,Vaccines and Biologicals database, as of 31 March 2017. Available at
http://www.who.int/entity/immunization/monitoring_surveillance/VaccinelntroStatus.pptx,
accessed February 2017.
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re pe bazd de baculovirus in celulele ni de Trichoplusia.
Fiecare dozd de 0,5 ml de vaccin bivalent contine 20ug
de proteind L1 PVU-16 si 20 ug de proteina L1 PVU-18,
adsorbite pe un sistem adjuvant brevetat ce contine 500
pg de hidroxid de aluminiu i 50 pug de 3-O-desacil-4-mo-
nofosforil lipida A (AS04). Acest vaccin este indicat spre
folosire femeilor si barbatilor de la varsta de 9 ani pentru
prevenirea aparitiei leziunilor anogenitale pre-canceroa-
se ce afecteaza colul uterin, vulva, vaginul sau anusul, si
a cancerelor cervical sau anal, care sunt cauzal asociate
anumitor tipuri de PVU.

Vaccinul anti-PVU tetravalent: Vaccinul tetravalent repre-
zintd o suspensie pentru injectare intramusculara ce conti-
ne proteina virald L1 purificatd pentru tipurile PVU 6, 11,
16 si 18. Acesta este prezentat in fiole de o singura doza
sau in seringi preumplute. Vaccinul este produs folosind
ca substrat drojdiile si include ca adjuvant sulfatul hidro-
xifosfat amorf de aluminiu (AAHS). Fiecare doza de 0,5
ml de acest vaccin contine 20 ug de proteind L1 PVU-6, 40
ug de proteind L1 PVU-11, 40 pg de proteind L1 PVU-16
si 20 pg de proteina L1 PVU-18, adsorbite pe 225 ug de
adjuvant. Acest vaccin este indicat spre folosire femeilor si
bérbatilor de la varsta de 9 ani pentru prevenirea aparitiei
leziunilor pre-canceroase si cancerelor de col uterin, vul-
va, vagin sau anus cauzate de tipurile de PVU cu risc on-
cogen mare, si a verucilor (negilor) anogenitale, care sunt
cauzat asociate anumitor tipuri de PVU.

Vaccinul anti-PVU nonavalent: Vaccinul nonavalent re-
prezintd o suspensie pentru injectare intramusculara ce
contine proteina virala L1 purificatd pentru 9 tipuri de
PVU (6, 11, 16, 18, 31, 33, 45, 52 si 58). Este disponibil in
fiole de o singura doza sau in seringi preumplute. Ca si in
cazul vaccinului tetravalent, cel nonavalent este produs pe
substrat de drojdii si include adjuvantul AAHS. Fiecare
doza de 0,5 ml de acest vaccin contine 30 ug de proteind
L1 PVU-6, 40 ug de proteina L1 PVU-11, 60 ug de prote-
ind L1 PVU-16, 40 pg de proteina L1 PVU-18, 20 ug de
proteind L1 PVU-31, 20 ug de proteina L1 PVU-33, 20
ug de proteina L1 PVU-45, 20 pug de proteind L1 PVU-52
si 20 ug de proteind L1 PVU-58, adsorbite pe 500 pg de
AAHS. Acest vaccin este indicat pentru folosire la femei
si barbati incepand cu varsta de 9 ani pentru prevenirea
aparitiei leziunilor pre-canceroase si cancerelor de col
uterin, vulvd, vagin sau anus cauzate de tipurile de PVU
cu risc oncogen mare, si a verucilor (negilor) anogenitale,
care sunt cauzat asociate anumitor tipuri de PVU.

Administrare, calendarul stipulat de producatori
si depozitare

Pentru toate vaccinurile anti-PVU, calendarul vaccinérii
stipulat de producitori depinde de vérsta persoanei vac-
cinate. Vaccinurile vor fi administrate intramuscular in
regiunea deltoida.

Vaccinul anti-PVU bivalent:” Fetelor si béietilor de 9-14
ani le este recomandat calendarul cu 2 doze (0,5 mlla 0 si
5-13 luni). Dacd varsta persoanei la momentul vaccinérii

37 Cervarix. Rezumatul caracteristicilor produsului. Agentia Europeand a Medicamentelor.
Disponibil pe http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_
Product_Information/human/000721/WC500024632.pdf, accesat in februarie 2017;

BakIuHbl comepxuT 20 Mkr 6enka L1 BITY-16 u 20 mkr 6enka
L1 BITY.18, agcopOupoBaHHBIX Ha HAaTEHTOBAHHOI a/bIOBAHT-
HOI1 cucrteMe, cogeprkaent 500 MKr rugpokcuga anomuiana u 50
MKT 3-0-pe3anun-4-moHodpocdomumupa A (AS04). dta BakiuHa
IpefiHa3Ha4YeHa JI/IA VICIIOIb30BaHMA CPeJy >KeHIINMH M MY>KUMH
B BO3pacTe OT 9 JIeT [ MpefloTBpallleHNs IpefpaKoBOro aHore-
HUTA/JIBHOTO MOPAXKEHMA, BK/IIOYAsA LMKy MAaTKM, Baraauline u
AHYC, a TAKXKe PaK IIEeKY MaTKY ¥ aHYCa, BBISBIBAEMbIX Creruu-
gyeckumu tunamu BITY.

Yemvipexeanenmuas saxyuxa: JTa BaKLMHA IIPECTaBAAET CO-
6011 CyCIIeH3UIO [l BHYTPUMBIIIEYHOTO BBEJEHUA U COJEPKUT
ounmenHsiit L1 6enox tunos BITY 6, 11, 16 u 18. OHa cymecTBy-
eT B OfJHOZI030BOJI pacdacoBKe MM B BYJE TOTOBOTO K JICIOJb-
30BAHMI0 INNPUIIA C BAKLMHONM. BakumuHa mpousBOguTCS C MC-
II0/Ib30BaHMEM JPOXOKEBOTro CybcTpara 1 BKIIYAeT B KauecTBe
afbloBaHTa aMop¢HBIT ruppokcndocdar amommuua (AAHS).
Kaxxmast gosa (0.5 M) 9Toit BakumHbl cogep>xut 20 MKr 6enka L1
BITY-6, 40 mkr 6enka L1 BITY-11, 40 mkr 6enkxa L1 BITY-16 u 20
MKr 6enka L1 BITY-18, agcop6rupoBaHHbIX Ha 225 MKT af/blOBaH-
Ta. 9Ta BaKI[MHA IPeIHA3HAYEHA JI/IS MICTIO/Ib30BAHMSA CPE/IM JKEH-
LIMH U MY>KYMH B BO3pacTe 9 JIeT U cTaplie i IpeJoTBpalleHus
IpeJpaKOBbIX NOPAXKEHUII M PaKa LIEMKM MATKM, BIarajauia u
aHyca, BbI3bIBaeMbIX Tunamu BITY BbIcoKoro pucka, a Takke aHO-
TeHMTa/IbHBIX 0OPOIABOK, HOsABJIEHNE KOTOPIX CBA3aHO CO CIel]-
ndnyeckumu Tunamu BITY.

lesamusanenmuas BIIY-sakuyuna: JleBatubanentHas BITY-Bak-
I[MHa HpelCTaBIAeT COOOI CYCIeH3MIO IJIA BHYTPUMBIIIEYHOTO
BBeJIeHNS U COfep)KUT ouniieHHblt L1 6emox 9 tunos BIIY (6,
11, 16, 18, 31, 33, 45, 52 n 58). dra BaKIMHA CyIIECTBYET B OfI-
HOJ030BOI1 pacacoBKe WM B BYJie TOTOBOTO K MCIOIb30BAHNIO
mmpuna ¢ BakuyuHoi. Kak u B c1y4ae ¢ yeTbIpexBa/jIeHTHOM Bak-
LIMHOIA, 3TA BaKL[MHA IIPOU3BOANTCA C VICTIONb30BAaHMEM JIPOXKIKe-
Boro cybcrpara u copepxut AAHS agproBant. Kaxxpas gosa (0.5
MII) BakIMHBL cogepxut 30 Mxr 6enka L1 BITY-16, 40 Mxr 6enka
L1 BIT4Y-11, 60 mkr 6enka L1 BITY-16, 40 mkr 6enka L1 BITY-18,
20 mkr 6enka L1 BITY-31, 20 mMkr 6enka L1 BITY-33, 20 Mxr 6enka
L1 BITY-45, 20 mxr 6enka L1 BITY-52 1 20 mkr 6enka L1 BITY-58,
agcopbupoBanubix Ha 500 Mxr AAHS. DTa BakiMHa mpeqHa3Ha-
YyeHa JI/1 VICIIONIb30BaHUA CPefiy JINL] KEHCKOTO ¥ MY»CKOTO 1071
B BO3pacTe 9 JIeT U cTaplle A/ NpefoTBpallleHus IpefpaKoBbIX
TOpa)XeHUIT ¥ paKa IIeKY MaTKM, BAarajauila i aHyca, BbI3bIBa-
eMmbix Tunamu BIIY BbIcOKOTO pmcka, a Tak)Ke aHOT€HUTATbHbBIX
60pofjaBOK, MOsIB/IEHNE KOTOPBIX CBSI3AHO CO crennduiecKumn
tunamu BITY.

BBepieHue, KaneHAApPW NPUBUBOK, peKOMeHAYyeMble
npoudsoguTensaMu, n XxpaHeHune

Kanenpapu mnpususox BIIY-BakiuHoil, peKoMeHJyeMble IIpO-
M3BOJUTENAMMN, 3aBUCAT OT BO3pacTa peluNMUeHTa. BaKiuHbI
JIOJDKHBI BBOJAVTBCS BHYTPUMBILIEYHO B 00/1aCTh [eTbTOBI/IHOI
MBITIIITBI.

Bbusanenmnas BII9-8axyuna®. JIns eBOYEK U MaJTbYMKOB B BO3-
pacTe 9-14 neT peKoMeH[yeTcs ABYX[030BbI KameHaapb (0.5 i
B 0 u 5-13 mecsiues). Ecnu Bo3pacT Bo BpeMs BBef[eHUsI EPBOIT

37 Cervarix. Summary of Product Characteristics. European Medicines Agency. Available at http://
www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/hu-
man/000721/WC500024632.pdf, accessed February 2017.
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cu prima doza este 215 ani, sunt recomandate 3 doze (0,5
mlla0,1si6luni). A doua doza poate fi administrata de
la 1 pand la 2,5 luni de la prima doza, iar a treia dozd - de
la 5 panala 12 luni de la administrarea primei doze. Daca,
indiferent de varsta, a doua dozd de vaccin este adminis-
tratd mai devreme de 5 luni dupa prima doz4, intotdeauna
va fi administratd si o a treia dozd. Necesitatea unei doze
de rapel nu a fost documentatd.

Vaccinul anti-PVU tetravalent:*® Fetelor si baietilor de
9-13 ani le este recomandat calendarul de vacciniri cu
2 doze (0,5 ml la 0 i 6 luni). Daca a doua doza de vaccin
este administratd mai devreme de 6 luni de la prima doza,
va fi administratd o a treia doza. Ca optiune alternativi,
vaccinul poate fi administrat in 3 doze (0,5 mlla 0, 2 si 6
luni). A doua doza va fi administratd nu mai devreme de
1 luna de la prima doz4, iar a treia doza va fi administrata
nu mai devreme de 3 luni de la a doua doza.

Fetelor si baietilor cu vérsta de 14 ani sau mai mare vacci-
nul va fi administrat conform calendarului de 3 doze (0,5
mlla 0, 2 si 6 luni). A doua dozi va fi administratd nu mai
devreme de 1 luni dupa prima dozi, iar a treia dozd va fi
administratd nu mai devreme de 3 luni dupé a doua doza.
Necesitatea unei doze de rapel nu a fost documentata.

Vaccinul anti-PVU nonavalent:* Fetelor si béietilor cu var-
sta de 9-14 ani li se recomanda calendarul de imunizare cu
2 doze (0,5 ml la 0 i 5-13 luni). Dacé a doua dozé de vaccin
este administratd mai devreme de 5 luni de la prima doza,
intotdeauna va fi necesar de administrat a treia doza. Vacci-
nul poate fi administrat in conformitate cu calendarul de 3
doze (0,5 mlla 0, 2 si 6 luni). A doua dozé va fi administrata
nu mai devreme de 1 lund de la prima doz4, iar a treia doza
va fi administratd nu mai devreme de 3 luni de la a doua
doza. Dacd varsta persoanei la momentul vaccindrii este
>15 ani, vaccinul 9-valent va fi administrat in conformitate
cu calendarul de 3 doze (0,5 mlla 0, 2 si 6 luni).

Depozitarea vaccinurilor anti-PVU: Vaccinurile anti-PVU
trebuie si fie pdstrate la 2-8°C, fard a fi inghetate, urméand
a fi administrate cat de curind posibil dupé scoaterea din
frigider. Totusi, pentru vaccinul bivalent a fost demon-
stratd stabilitatea vaccinului la depozitarea in afara frigi-
derului in intervalul termic intre 8°C si 25°C pand la 3
zile, sau la temperaturi intre 25°C si 37°C - péni la 1 zi.
Pentru vaccinul tetravalent, studiile au demonstrat stabi-
litatea vaccinului timp de 3 zile atunci cénd acesta este
depozitat la temperaturi de la 8°C si pana la 42°C. Pen-
tru vaccinul nonavalent, datele denotd stabilitatea com-
ponentelor vaccinului pana la 3 zile dacd este pastrat in
conformitate cu regimul termic 8°C-25°C.

&

Gardasil. Rezumatul caracteristicilor produsului. Agentia Europeand a Medica-
mentelor. Disponibil pe http://www.ema.europa.eu/docs/en_GB/document_li-
brary/EPAR_-_Product_Information/human/000703/W(C500021142.pdf, accesat
in februarie 2017;

Gardasil 9. Rezumatul caracteristicilor produsului. Agentia Europeand a Medica-
mentelor. Disponibil pe http://www.ema.europa.eu/docs/en_GB/document_li-
brary/EPAR_-_Product_Information/human/003852/WC500189111.pdf, accesat
in februarie 2017;

8

Io3bl 215 y1eT, pekoMeHpyeTcs BBefieHme 3-x o3 (0.5 M1 B 1, 1, 6
MecsileB). Bropas go3a MoxkeT ObITh BBefleHa depes 1-2.5 mMecsra
IOCJIe IIePBOIl J03bl, a TPEThA 03a — Yepes 5-12 mecALes mocie
IIepBoOJl K03bI. B m060M Bo3pacTe BTOpas f03a BaKL[MHbI BBOJUT-
Cs paHblle, 4YeM Yepes 5 MecAIleB MOCye NMePBO JO3bl, I TPEThs
I03a BAKI[MHBI BCETa MO/DKHA BBOAUTHCI. HeobXommMocTh BBe-
IeHus OyCTepPHOI JO3bI He yCTAHOBJIEHA.

Yemuvipexeanenmuas BIT9-saxyuna®. [l neBo4eK 1 Majb4nKOB
B Bo3pacTe 9-13 jer Ta BaKLJMHA MOXXET BBOJUTHCA B COOTBET-
CTBUU C ABYXHO30BbIM KaneHpapeMm (0.5 M1 B 0 n 6 Mecsles).
Ecnu BTOpas mosa BakIMHBI BBOAUTCA paHee YeM dyepe3 6 Mecs-
1[eB II0C/Ie TIePBOI 03bl, HEOOXOANMO BBeeHIE TpeThell [O3BL.
C npyroit CTOpOHbBI, BaKIjiHa MOXKeT BBOJUTHCA B COOTBETCTBUM
¢ Tpexno3oBbIM KaneHngapem (0.5 M B 0, 2, 6 mecsreB). Bropas
T03a JJO/DKHA BBOAUTHCA, IO KpaiiHell Mepe, yepe3 1 MecsAl 1o-
c7e IepBOJi 103bI, 3 TPEThA /103 NO/KHA BBOGUTHCA, IO KpaliHeil
Mepe, yepes 3 MecsAlla 10Cjie BTOPOIL JO3bI.

B Bospacre 14 neT eBOYKaM U Ma/IbuMKaM BaKI[MHA JO/DKHA BBO-
INTBCA B COOTBETCTBUM C TPEXO30BBIM KaneHmapeM (0.5 M1 B
0, 2, 6 mecsanes). Bropas mo3a JO/MDKHA BBOJUTBCH, IO KpailHeit
Mepe, Yyepes Mecsl] 0C/e IEPBOIi JO3bl, @ TPEThsA — He PaHee, YeM
4yepes 3 MecsIla II0C/Ie BTOPOIl KO3bl. B oTHOIIEHUN OycTepHOIL
JO3BI IIO3ULNUsA HE OIPefe/IeHa.

Hessmusanenmuas BII9-saxyuna®. JIjnsa 1eBOYeK U MalTbuyMKOB
B Bo3pacTe 9-14 jeT peKOMeHJyeTCA ABYX/I030BbIii Ka/leHJapb
(0.5 M1 B 0 u 5-13 mecsanes) npuBuBok. Ecny BTopas fosa Bak-
LIMHBI BBOJVTCSA paHee, 4eM yepe3 5 MecAIleB I0Cye IepBOIi JO3bl,
TPeTbsI ;03a BCErfja JO/DKHA OBITh BBeJleHa. BakIiHa MOXXeT BBO-
IUTHCS U B COOTBETCTBUN C TPEX/I030BbIM KajeHpapeM (0.5 M B
0, 2, 6 mecsues). Bropas go3a gomKHa BBOAUTLCS, 110 KpaitHeN
Mepe, uyepe3 MecAl IoC/Ie NepBOoIl 103bl, a TPeTbA 03a J0/DKHA
BBOJUTHCA HE paHee, 4eM 4Yepe3 3 Mecsla IOCIe BTOPOIL IO3BI.
Ina nmuu B BospacTe 15 jleT 1 cTapliue peKOMeHJyeTCs BBOJUTD
IeBATMBAIEHTHYIO BaKI[MHY B COOTBETCTBUM C TPEXJLO30BbIM Ka-
nengapem (0.5 mn B 0, 2 1 6 MecsieB).

Xpanenue BIIY- eaxyun: BITY-BakuMHBI [JOIDKHBI XPaHUTHCA
npu Temreparype 2-8°C u He IOABepraTrbCa 3aMOPAKMBAHUIO.
BITY-BaKIMHBI JO/DKHBI MCIO/Ib30BATHCA KaK MOJKHO paHbIIIe M0-
c/le TOTO, KaK OHM M3BJIeYeHbI U3 XonoamnbHuka. OjHaKko TepmMo-
CTabM/IBHOCTD OMBAJIEHTHOI BaKI[MHBI ObIIa IPOJEMOHCTPUPO-
BaHa BHe XO/IOIMJIbHMKA B TeYeHNe [0 3-X [IHell Ipu TeMIlepaType
8-25°C n o opHoro jH:A npu Temneparype 25-37°C. Vsydyenue
TEePMOCTAOMIBHOCTY B OTHOIIEHUN YeThIPeXBaTeHTHOI BaKIVHBI
II0Ka3aja, YTO BAaKIVIHA COXPAHSET CBOK aKTMBHOCTb B TE€YCHIE
3-X pHell npu ee XpaHeHMUM npu temneparype ot 8 go 42°C. Or-
HOCHUTE/bHO MEBATUBAIEHTHON BaKI[MHbl M3yuyeHNe TepMOCTa-
6MIBHOCTY TIPOJIEMOHCTPUPOBAJIO, YTO KOMIIOHEHTBI BaKIIVHBI
COXPAHAIOT CBOM CBOJICTBA B Te4yeHMe 3 JIHell IpM TeMIeparype
xpaHeHus ot 8 o 25°C.

38 Gardasil. Summary of Product Characteristics. European Medicines Agency. Available at
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/
human/000703/WC500021142.pdf, accessed February 2017.

3 Gardasil 9. Summary of Product Characteristics. European Medicines Agency. Available at
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/
human/003852/WC500189111.pdf, accessed February 2017.
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Imunogenitatea, eficacitatea si eficienta
vaccinurilor

Mecanismul protectiei asigurate de vaccinurile anti-PVU
este presupus reiesind din datele generate pe modele ani-
male, mediatd de anticorpii de neutralizare policlonali im-
potriva proteinei majore L1 din invelisul proteic viral.** In
studiile clinice privind vaccinurile, valorile maximale ale
titrului de anticorpi au fost semnalate la 4 sdptiméni dupa
administrarea dozei a treia, ulterior micsorandu-se in pri-
mul an pana la atingerea unui nivel stabil al titrului dupa
18 luni. Raspunsul serologic dupa vaccinare este cu mult
mai robust (mai mare in limitele a 1-4 logaritmi) decét ras-
punsul dupd suportarea infectiei pe cale naturala. Motivele
nu sunt clare, insa ar putea fi legate fie de activarea mai
directionatd a celulelor limfatice de catre vaccinuri decat
de infectia mucoasei, fie posibil de folosirea adjuvantilor
in vaccinurile existente. Celulele plasmatice cu viata lungs,
care sunt localizate primordial in maduva osoasa, produc
continuu anticorpi (imunoglobulina G, IgG) si sunt res-
ponsabile pentru persistenta de lungé duratd a anticorpilor
specifici impotriva anumitor tipuri de PVU.*

Se considerd ca anticorpii circulanti indusi de vaccin ajung
la locul infectdrii prin trans-sudarea activa a IgG in tractul
genital feminin. De asemenea, imunizarea provoacd B-lim-
focitele de memorie,desi nu este clara contributia acestora
la protectia de lunga duratd.* Eficacitatea protectiei depinde
de cantitatea, dar si de calitatea (afinitatea), anticorpilor in-
dusi de vaccin.* B-limfocitele de memorie induse de prima
doza de vaccin au nevoie de cel putin 4-6 luni pentru a se
maturiza si diferentia in celule B cu afinitate mare. Aceasta
implicé faptul cd orice calendar de vaccinare trebuie s in-
cludé un interval de timp de cel putin 4 luni intre doza pri-
mard (prima doza) si rapelul primar (ultima doza) pentru
reactivarea eficientd a B-limfocitelor de memorie si declan-
sarea diferentierii acestora in plasmocite producitoare de
anticorpi. Calendarele cu doud doze cu intervale mai scurte
(primar — primar) ar putea s nu permitd maturarea acestei
afinitati si s-ar putea solda cu scurtarea duratei de protec-
tie. Existd date contradictorii daca calendarul de vaccinare
cu o singura doza asigurd un nivel adecvat de protectie. Un
studiu recent a constatat ca rdspunsul imunitar la o singurd
dozi de vaccin bivalent a oferit seroprotectie de 100% im-
potriva PVU-16 si PVU-18 péani la 4 ani in cohorta datd.*
Spre deosebire, un alt studiu a raportat cd dupa 5 ani de
monitorizare, femeile carora li s-a administrat o singura
doza de vaccin tetravalent aveau o incidenta cumulativa
mai mare (4,3%) de schimbari citologice de grad inalt, CIN,
adenocarcinom in situ sau cancer cervical invaziv decat fe-
meile ce au beneficiat de 2 doze (3,0% (P=0.04)).*

4 Giannini SL et al. Imunitatea umorald si celulara cu limfocite B de memorie sporitd
folosind vaccinul cu VLP L1 PVU16/18 prezentat in combinatie cu MPL / saruri de
aluminiu (AS04) comparativ doar cu sarurile de aluminiu. Vaccine, 2006;24(33-

34):5937-5949;

Dauner JG et al. Caracterizarea réspunsurilor sistemic umoral cu anticorpi si celu-
lar cu limfocitele B de memorie specifice PVU la femeile cdrora li s-a administrat
vaccin cu VLP L1 PVU16 fdra adjuvanti. Vaccine, 2010;28(33):5407-5413;

Safaeian M et al. Réspunsurile durabile cu anticorpi dupd administrarea unei doze
de vaccin bivalent cu particule L1 analoage papilomavirusului uman intr-un studiu
privind vaccinurile din Costa Rica. Cancer Prev Res, 2013; 6:1242-1250;

Zeybek B, Rodriguez A. Comparatie a impactului de lunga durata si rezultatelor
clinice a dozei reduse si dozei standard de vaccin tetravalent impotriva papiloma-
virusului uman in Statele Unite: studiu de baze de date. Document prezentat in
cadrul a 48-a Reuniuni anuale a Societatii Oncologiei Ginecologice; 12-15 martie
2017; National Harbor, MD. Disponibil pe https://www.mdlinx.com/psychiatry/
conference-abstract.cfm/60950/?conf_id=2390308&searchstring=&coverage_
day=0&nonus=0&page=1, accesat in mai 2017;
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UMMYHOreHHOCTb, AeMCTBEHHOCTb N 3(hheKTNBHOCTD
BaKLMNH

MexaHusM 3alIuThl, BbI3biBaeMoyi BIIY- BakimHaMu, OCHOBaH-
HBIJI Ha TaHHBIX VICCTIELOBAHMIT Ha 9KCIIEPUMEHTAIbHBIX MOZE/AX
JKVBOTHBIX, CBSI3aH C IIOJIMK/IOHA/IbHBIMM HeITPaIN3YIOMIMY aH-
TUTETaMU B OTHOIIEHNY OCHOBHOTO Oesika 060mouky Bupyca L1%
ITpy KIMHNYECKVX UCIBITAHUAX BAKIVH IIMK YPOBHA TUTPA aHTU-
TesT Habmoancs Yepes 4 Heenu OC/Ie TPeTheil JO3bl BAKI[MHBI I
CHIDKAJICS B Te4eHIe IEPBOTO rOfja, a 3aTeM CTabMIn3upoBancs Ha
IIOCTOSIHHOM ypOBHe uepes 18 mecsaues. Ceponornyeckuii oTser
Ha BaKI[MHAL[MIO 3HAYNTENBHO CuibHee (B 1-4 pasa), 4eM OTBET Ha
eCTeCTBEHHYI0 MH(eKINI0. [IpUYNHDI 3TOTO SB/IEHNS HEACHDI, HO
MOTYT OBITH CBSI3aHBI C JIy4LIel aKTUBU3ALMEll/HAL[@IEHHOCTBIO
KJIeTOK MMMGATUYECKNX y3/10B BaKLMHAMM, 4eM MHpeKume, 1,
BO3MOXXHO, C JCIIOJIb30BAHMEM afbIOBAHTOB B CYILIECTBYIOLINX
BaKIMHaX. [0NTOBeYHbIe ITa3MOLVTDI, HAXOAAIINECH, ITTaBHBIM
06pa3oM, B KOCTHOM MO3Te, IIOCTOSAHHO Tpoayuupyir I1gG-aH-
THUTeNA ¥ HeCyT OTBETCTBEHHOCTD 32 [UIUTEeTbHOE CYIIeCTBOBAaHIE
BITY-crrermduyaecknx aHTUTEN,

Llupkynupyroline aHTUTeIa, BbISBAaHHbIe BaKI[MHALMEl, KaK CUl-
TaeTCs, JOCTUTAIOT MeCTa MHPUIMPOBaHMA Oarofaps aKTUBHOIL
tpaHccyanun IgG B J)KeHCKMX IMO/IOBBIX OpraHaX. VIMMyHusanusa
TaK)Ke BBIAB/IAECT B-KIEeTKM IaMATH, XOTA UX BNMAHME HA JJOITO-
CPOYHYIO 3aIUTY HeACHO. DPPEeKTUBHOCTD 3aIINUTHI 3aBUCUT OT
KO/IMYeCTBA, HO TAK)XXe I OT KaYeCTBa CXOACTBA MHAYLMPOBAHHBIX
BaKLMHON aHTHUTen*. B-KJIeTKM mamsiTy, BBISBIISIEMbIe B pe3yIib-
TaTe BBENEHIsI NEPBOJT O3Bl BaKIVHbI, HY)XJAIOTCS, 110 KpaliHei
Mepe, B 4-6 Mecsax yisi MOMHOro passurus u guddepennuanun
cxofcTBa B-keTok. 910 03HavaeT, 4TO M000I KaleHapb IPUBU-
BOK JJO/DKEH BKJ/IIOYATh, 110 KPaliHeil Mepe, YeThIPpeXMeCIHbII MH-
TepBa/l MEX/y [EPBOIL I ITOCIEfHEN Ko3aMM, YTOOBI 3¢ PeKTUBHO
peaKkTUBUPOBATh B-K/IeTKY maMsATH 1 3aIyCTUTh ux guddepeniu-
aINi0 B CEKPETUPYIOLINX aHTUTENAX IUIA3MOLUTOB. [IBYX/1030BbIe
KaJIeH/japu C YKOPOYEHHBIMU MHTEpPBa/aMIi MOTYT IPEIATCTBO-
BaTb JOCTVDKEHUIO 9TOTO CXO[ICTBA, YTO MOXKET IIPUBECTI K Oosiee
KOPOTKOJ IPOJO/DKUTENbHOCTH 9D PeKTUBHOM 3amuThl. JaHHbIe
OTHOCHUTEJIBHO TOTO, BBI3bIBAET JIM VICIO/Nb30BaHNE OJHOL030BOTO
KajleHJjapsl afleKBaTHBINl yPOBEHb 3aIlUTHI, NPOTHBOpeunBsl. He-
IaBHO IpPOBeNEeHHOE MCC/IefloBaHle BBIABUIO, YTO OTBET Ha OJHY
103y OMBaJIeHTHOI BaKIMHBI BbI3bIBaeT 100% cepo3alinTy B OTHO-
menny BITY-16 u BITY-18 B Teuenne 4-x net*. U, Hao6opor, fpy-
roe MCCIejOBaHNe MTOKa3asIo, YTO MOC/Ie 5-/IeTHero HaOMIoNeHNs
JKEHIIMH, MOTYYUBIINX OfHY /{03y YeTbIPEXBAJCHTHON BaKIWHBI,
6bUIn 607mee BbICOKME KyMyasaTuBHasA (4.3%) KOHIEHTpalLus Kie-
ToK, CIN, ageHokapimHOMa in situ ¥ MHBA3MBHBIN paK IIENKY MaT-
KI1, 4eM Y XKEHIIMH, TIOMy4MBIINX fBe 1036l (3.0% (P=0.04))*.

4 Giannini SL 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;24(33-34):5937-5949.

Dauner JG et al. Characterization of the HPV-specific memory B cell and systemic anti-
body responses in women receiving an unadjuvanted HPV16 L1 VLP vaccine. Vaccine,
2010;28(33):5407-5413.

Safaeian M et al. Durable antibody responses following one dose of the bivalent human papi-
llomavirus L1 virus-like particle vaccine in the Costa Rica vaccine trial. Cancer Prev Res, 2013;
6:1242-1250.

Zeybek B, Rodriguez A. Comparison of long term impact and clinical outcomes of reduced dose
vs standard dose quadrivalent human papillomavirus vaccine in the United States: a database
study. Paper presented at: 48th Annual Meeting of the Society of Gynecologic Oncology; 12-15
March 2017; National Harbor, MD. Available at https://www.mdlinx.com/psychiatry/confe-
rence-abstract.cfm/60950/?conf_id=239030&searchstring=&coverage_day=0&nonus=0&-
page=1, accessed May 2017.

&

4

4

4;

EXXEHELENbHbIA NMAEMUONOMAYECKUN BIOIETEHD, Ne 19, 12 MA4 2017 FOJA

251



Studiile clinice incd nu au identificat inechivoc cazuri de
afectiune printre persoanele vaccinate, ceea ce nu permite
identificarea unui anumit prag minimal de anticorpi ce
ar corela cu protectia impotriva CIN 2 sau 3 sau impotri-
va infectiei persistente. Astfel, la momentul dat nu exista
inca nici o corelare imunologicd. Testele specifice elabo-
rate pentru evaluarea raspunsului imunitar includ: testul
imuno-enzimatic pe bazd de VLP, test imunologic compe-
titiv cu anticorpi neutralizanti monoclonali marcati si re-
actia de neutralizare in vitro. Deoarece in studiile privind
vaccinul bivalent si tetravalent au fost folosite teste sero-
logice diferite, rezultatele acestora nu pot fi comparate
direct. Informatii suplimentare pot fi gisite in Recoman-
dérile privind asigurarea calitétii, sigurantei si eficacitatii
vaccinurilor cu particulare analoage papilomavirusului
uman recombinant si in Manualul de laborator al OMS
privind papilomavirusul uman.* %

Vaccinurile anti-PVU au fost licentiate pe baza demon-
strarii eficacitatii clinice a acestora la femeile tinere, iar
pentru vaccinurile tetravalent si nonavalent, si la barba-
tii tineri. Extinderea vérstei asupra pre-adolescentilor si
adolescentilor - fete si béieti - pentru toate cele 3 vac-
cinuri, in care efectuarea studiilor de eficacitate nu ar fi
fezabila (din considerente etice si din cauza timpului de
monitorizare de la infectare pana la dezvoltarea leziunilor
detectabile) a fost autorizatd deoarece studiile au demon-
strat cd raspunsul umoral la adolescente nu era inferior
celui obtinut la femei (corelare imunologica).

(i) Calendarul cu trei doze

Toate cele 3 vaccinuri anti-PVU au fost initial licentiate
si comercializate folosind calendarul de imunizare cu 3
doze. Totusi, pentru toate cele 3 vaccinuri ulterior a fost
aprobat calendarul de imunizari cu 2 doze, reiesind din
datele privind imunogenitatea. Autorizarea folosirii a
doud doze de vaccin se bazeazd pe demonstrarea non-in-
ferioritétii rispunsului imun comparativ cu femeile tinere
la care eficacitatea a fost dovedita.

Dupd imunizarea cu 3 doze, vaccinurile bivalent, tetrava-
lent si nonavalent sunt foarte imunogene, raspunsul imu-
nitar maximal fiind observat la fetele cu varsta de 9-15
ani.*® ¥ Titrele de anticorpi raman la un nivel inalt cel pu-
tin 10 ani pentru vaccinul bivalent cu seropozitivitate de

&
1S

Recomandari privind asigurarea calitatii, sigurantei si eficacitatii vaccinurilor cu
particule analoage papilomavirusului uman recombinant. Disponibile pe http://
www.who.int/entity/biologicals/areas/vaccines/Annex_4_Recommendations_
recombinant_human_papillomavirus_virus-like_particle_vaccines.pdf?ua=1,
accesat in februarie 2017;

Manualul de laborator al OMS privind papilomavirusul uman. Disponibil pe
http://apps.who.int/iris/bitstream/10665/70505/1/WHO_IVB_10.12_eng.pdf,
accesat in martie 2017;

Schiller JT et al. Evaluare a studiilor clinice privind vaccinurile profilactice impotri-
va papilomavirusului uman. Vaccine, 2012;30 Suppl 5:F123-38;
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Van Damme P et al. Imunogenitatea si siguranta vaccinului anti-PVU 9-valent.
Pediatrics. 2015;136(1):e28-39;

Hey4dreHHble ciry4an cpefiy BaKLIMHUPOBAHHBIX JIMI] ITOKA ellfe He
9eTKO OIpee/leHbl IIpU KIMHUYECKUX MCCAeJOBAHUAX, Mellasd
OIpefie/IeHNI0 MUHUMA/TIbHOTO YPOBHA aHTUTEN, KOTOPBI COOT-
BeTcTBOBas 6B 3amuTe oT CIN 2 mn 3 unm oT nepcucTUpyromei
nudexunn. TakuM o6pazoM, HeT MmOKa crennuIecKoil MUMMYH-
Holl B3anmocsssu. Crenuduieckie TecTsl, KOTOpble paspabora-
HBI JIJI51 OLIEHKJ) MIMMYHHOTO OTBETA, BK/IIOYAIOT IMMYHO(EPMEHT-
HBIIf aHA/IN3 HAa OCHOBE BUPYCONOZOOHDIX YaCTNL], KOHKYPEHTHbII
UMMYHOJIOTMYECKUII aHaIN3 C MeYEeHBIMM HeTpanu3yoluMu
MOHOK/IOHA/IbHBIMI QHTUTENIAMV, KOHKYPEHTHBII MMMYHOJIO-
TUYEeCKMIT TeCT C IIOMEYEHHBIMU HENTPaNn3yoIUMI MOHOKJIO-
Ha/IbHBIMI AaHTUTETAMU M HeWTpanmsanuio in vitro. Pasmnu-
HBIE CepOJIOTUYECKMe TeCThl MCIOIb30BANTNCh MPY UCIBITAHUAX
61Ba/ICHTHOI M YeThIPEXBAJICHTHOI BAKINMH, HO Pe3y/IbTaThl HE
MOTYT OBITH CpaBHMMBIL. Bosbie MHGOpMaLUM MOXHO HANTHU B
PexoMeHpanusx Mo obecreyeHnIo KauecTna, 6e30macHOCTH U 9d-
(beKTUBHOCTM peKOMOVHAHTHBIX BaKI[VH, TIO/Ty4YeHHDBIX Ha OCHOBE
BUPYCOIOOOHBIX YacTUI], IPOTUB MAIVITIOMaBUPYCHON MHPeK-
I[UU YeloBeKa 1 B Yuye6HOM nmabopatopHOM pykoBofcTBe BO3 mo
MaNIIOMaBUPYCHON nHeKInM yemoseka* ©,

BITY-BakuMHBI ObIIN TUIIEH3UPOBAHBI HA OCHOBAHWY IIPOIEMOH-
CTPUPOBAHHON UX KIMHNYECKON AEMICTBEHHOCTI CPey MOTOJBIX
B3POC/IbIX KEHIIVH, @ B OTHOIIEHU! YeTbIPeXBaJIeHTHOI U JIeBs-
TUBAZ€HTHON BAaKLMH — TaK)XXe M Cpefii B3POCHAbIX My>4MH. Pac-
LIV peHNe BO3PACTHBIX PAMOK B OTHOLIEHUM JOIOJpOCTKOBOTO I
MOAPOCTKOBOTO BO3pacTa /IeBOYEK M Ma/lTbuMKOB JJIf BCEX Tpex
BaKI[MH, VCIIBITAHWS JeJICTBEHHOCTY KOTOPBIX OBIZIO HEBO3MOX-
HO IpOBeCTM (II0 9TUYECKUM COOOpa>keHMAM U U3-3a BpeMeHI,
Heo6X0oMMOro st Hab/MogeHnsI ¢ MOMeHTa NHQUIMPOBAHNUS [0
PasBUTHUS BBISB/ISEMBIX IIOPAXKEHMIT), OBIIO [OIYIIEHO HA OCHO-
BaHUM MCCIEJOBAHNII, KOTOpbIEe NPONEMOHCTPUPOBA/IN, YTO OT-
BET B BUJIE AHTUTE/I CPEAM JeBOYEK IOAPOCTKOBOTO BO3pacTa ObII
He HIDKe, YeM CpeJiy KeHIIVH.

(i) Tpex/mo30Bble KaJleHapy MPUBUBOK

Bce Tpn BPYU-BakuumHBl M3HAYa/NbHO OBIIM JUI[EH3MPOBAHBI U
BBIIIIM HA PBIHOK COBITA [IA IPYMEHEHNUA B paMKaX TPeXJ030BO-
ro KajeHgapsA npuBuBoK. OTHAKO ABYXTO30BBIl KaleHJapb ObLI
CO BpeMeHeM Ofl00peH B OTHOLIEHUN BCeX BAaKIVH HAa OCHOBAHUU
IaHHBIX 06 MMMyHOTeHHOCTH. Ofo6peHne IByX/[030BOT0 KajeH-
Iaps OBIIO OCHOBAHO Ha JIeMOHCTPAIMM He MEHbIIEero MMMYHHO-
IO OTBETA IIPY CPABHEHUY C MOJIOJBIMY B3POC/IBIMU XXEHIMHAM,
LeVICTBEHHOCTD BAaKI[MHBI CPe/iM KOTOPBIX ObIIa JlOKa3aHa.

ITocrte BBefieHsI TPeX 03 OVBa/IeHTHAs, YeTHIPEXBA/IEHTHAS I Jie-
BATMBAaJEHTHasA BaKIMHbI II0OKa3alay BbICOKYI0 MMMYHOT€HHOCTD
C HaMBBICIIMM MIMMYHHBIM OTBETOM Cpeliy IeBOYeK B BO3pacTe
9-15 met*® *. TUTpPBI AaHTUTENI OCTABANINCh BBICOKMMM B TeueHIUe,
110 KpaitHeit Mepe, 10 JIeT pu KCII0/Ib30BAHNY OVIBAaJIEHTHO BaK-

4 Recommendations to assure the quality, safety and efficacy of recombinant human papilloma-

virus virus-like particle vaccines. Available at http://www.who.int/entity/biologicals/areas/
vaccines/Annex_4_Recommendations_recombinant_human_papillomavirus_virus-like_par-
ticle_vaccines.pdf?ua=1, accessed February 2017.

WHO Human papillomavirus laboratory manual. Available at http://apps.who.int/iris/bit-
stream/10665/70505/1/WHO_IVB_10.12_eng.pdf, accessed March 2017.

Schiller JT et al. A review of clinical trials of human papillomavirus prophylactic vaccines. Vac-
cine, 2012;30 Suppl 5:F123-38.

4 Van Damme P et al. Immunogenicity and safety of a 9-valent HPV vaccine. Pediatrics.
2015;136(1):28-39.
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100%,* * cel putin 9,9 ani pentru vaccinul tetravalent,5 *°
si cel putin 5 ani pentru vaccinul nonavalent.”!

Vaccinul tetravalent a fost evaluat in 3 studii in faza II/III.
In cadrul studiului de monitorizare pe termen lung, rate-
le seropozitivitatii pentru testul imunologic al IgG totale
Luminex au constituit 97,6%, 96,3%, 100% si 91,4% pen-
tru tipurile anti-PVU 6, 11, 16 si 18.50 In aceste studii de
pre-licentiere efectuate la beneficiarii de vaccin ce n-au
fost inca infectati cu PVU au constatat o eficacitate mare
impotriva leziunilor cervicale, vulvare si vaginale de grad
inalt (98,2% II 95%: 93,3-99,8) pentru CIN2+ si (100%
1T 95%: 82,6-100) pentru neoplaziile vulvare intraepite-
liale de gradul 2+ sau neoplaziile vaginale intraepiteliale
de gradul 2+ cauzate de tipurile PVU incluse in vaccin.™
Eficacitatea clinicd impotriva infectiei si leziunilor cervi-
cale, vaginale si vulvare de orice grad a fost demonstrata
pentru vaccinul tetravalent.>

Eficacitatea vaccinului bivalent a fost evaluatd in cadrul
a 2 studii in faza II1.5* 5 In ambele studii s-a observat o
eficacitate inaltd impotriva infectiei si leziunilor cervicale
asociate cu PVU-16 si PVU-18 la femeile neinfectate cu
PVU (grupul fira PVU).54 55 Un studiu a demonstrat o
eficacitate de 64,9% (IT 95%: 52,7-74,2) impotriva CIN2+
si 93,2% (IT 95%: 78,9-98,7) impotriva CIN3+ la feme-
ile fara PVU, indiferent de tipul PVU.54 Celilalt studiu
a demonstrat o eficacitate de 80,8% (I 95%: 52,6-93,5)
impotriva CIN2+ la femeile fard PVU, indiferent de tipul
virusului.>®

B
&

Naud PS et al. Eficacitatea, imunogenitatea si siguranta durabild a vaccinului
PVU-16/18 cu adjuvant AS04. Hum Vaccin Immunother. 2014 Aug; 10(8): 2147—
2162;

Schwarz TF et al. Monitorizarea timp de 10 ani a imunogenitatii si sigurantei
vaccinului impotriva papilomavirusului uman (PVU)-16/18 cu adjuvant As04 ad-
ministrat fetelor de 1014 ani. Abstract la WSPID 2015, Rio de Janeiro, Brazilia.
Disponibil pe http://wspid.kenes.com/Documents/WSPID%20Al1%20Abstracts.
pdf, accesat in aprilie 2017;

Nygard M et al. Evaluarea raspunsului imunologic de lungd duratd impotriva pa-
pilomavirusului uman 6 (PVU6), -11, -16 si -18 indus de vaccinul anti-PVU tetrava-
lent. Clin Vaccine Immunology 2015;22(8):943-948;

Joura EA. Introducerea memoriei imunitare dupd administrarea vaccinului an-
ti-PVU 9-valent. Organizatia Europeand de Cercetdri in materie de Infectii Geni-
tale si Neoplazii (EUROGIN) Salzburg, Austria. 15-18 iunie 2016. Prezentarea OC
06-02. Disponibild pe: http://eurogin.com/2016/images/doc/eurogin-2016-abs-
tracts-part-2.pdf, accesata in aprilie 2017;

Kjear SK et al. Analizd agregatd al eficacitatii profilactice continue a vaccinului
tetravalent impotriva papilomavirusului uman (tipurile 6/11/16/18) in combate-
rea leziunilor genitale cervicale si genitale externe de grad inalt. Cancer Prev Res
2009; 2:868-878;

Garland SM et al. Impactul si eficacitatea vaccinului tetravalent impotriva papilo-

mavirusului uman: evaluare sistematicé a experientei reale timp de 10 ani. Clin
Infect Dis. 2016 Aug 15; 63(4): 519-527;

Lehtinen M et al. Eficacitatea generald a vaccinului PVU-16/18 cu adjuvant AS04
fmpotriva neoplaziilor cervicale intraepiteliale de gradul 3 sau mai mari: analiza
de final al studiului randomizat, dublu orb, de 4 ani, PATRICIA. Lancet Oncol 2012;
13:89-99;

Hildesheim A et al. Eficacitatea vaccinului PVU-16/18: constatdrile finale conform
protocolului rezultatelor fazei oarbe a studiului randomizat privind vaccinurile
PVU-16/18 din Costa Rica. Vaccine 2014; 32, (39) 5087-5097;

Lang Kuhs KA et al. Efectul diverselor criterii serologice si ADN pentru papilomavi-
rusul uman asupra estimarilor eficacitatii vaccinurilor. Am.J Epidemiol 2014; 180,
(6) 599-607;
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.49 g reyeHme He MeHee 9.9

uyHbl 1pu 100% ceponosuTUBHOCTYI
JIeT HpY MCHONb30BAHMM YeTHIPEXBAJCHTHON BAaKIUHBI> * U B
TedeHMe He MeHee 5 JIeT IIPY MCIIONIb30BAHUN JIeBATNBAEHTHO

BaKIMHBI,

YeTplpexBaZeHTHAsA BaKIMHa OII€HMBA/NACh IpPU IPOBENEHUN
3-x mcnpiTaHuit Bo 2/3 ¢dase. B pamkax mcciefoBaHMs C JOITO-
CPOYHBIM HAOJIIOfleHNEM YPOBHU CEPOIO3UTUBHOCT B OTHO-
menuy IgG, mo aHHBIM MMMYHOJIOTMYECKOTO TeCTa JIIOMUHEKC
(Luminex), 6p1mu 97.6, 96.3, 100 n 91.4% pna BIIY 6, 11, 16 u
18 coorBeTcTBeHHO™. BhICOKasA [elICTBEHHOCTh BAKIIMHBI OTHO-
CUTE/IbHO BBICOKO3/IOKaY€CTBEHHDBIX IOPaKeHUII LIENKM MATKU,
HapPY>KHBIX )KEHCKIIX [OTOBBIX OpraHoB 1 Brarananiia (98.2%, 95%
OW: 93.3-99.8) B orromenun CIN 2+ u (100%, 95% V: 82.6-
100) B OTHOIIEHUY MHTPASIUTENINANTBHON HEOITA3UY HaPYXKHBIX
JKEHCKMX 1o/10BbIX opraHoB CIN 2+ y MHTpasnuTeanbIbHOI He-
omasuy Biaaraauiga B oTHomenun CIN 2+ 6naro,uapﬂ HaJIMYUIO
tunos BITY B BakijuHe Obl1a 3aperncTpupoBaHa B IPOLjecce OCy-
LIeCTB/IEHNA NPeINIIeH3MOHHDBIX UCIBITAHUI Cpefiyl peLuIIeH-
TOB BaKIMHBI, KOTOpble He O6bUtM MHuumposansr BITY*2. Kin-
HUYeCcKasl AeVICTBEHHOCTb BAKIVHBI B OTHOLICHNM MHQPEKIUU U
Iopa)keHmIl IefiKY MaTKY, BJIarajnila ¥ Hapy>KHbIX IIOJIOBBIX OP-
TaHOB, HE3aBUCUMO OT X TSDKECTH, OblIa MPOJeMOHCTPUPOBaHA
[IPY MCIIOIb30BAHNY YeThIPEXBaIEHTHON BaKIIVTHBI .

JleicTBeHHOCTb OMBa/eHTHON BaKIMHBI ObI/Ia OLleHEHa B paM-
Kax 2-X MCOBITaHuiT Bo 2-i1 ¢ase® . B o6oux mcciefoBaHmsx
Hab/II0anach BHICOKAsI NEVICTBEHHOCTb B OTHOIIEHUY MHQEKIMU
U TIOpaKEeHMII IeMKY MaTKM, accouuupyeMbix ¢ BITY-16 n BITY-
18, cpenu xeHmVH, He MHUIUpoBaHHLX BITY («HamBHBIX» B
otHomeHun BITY)* 5. B ogHOM McCleqoBaHUM HEICTBEHHOCTH
otHOcuTenbHO Tuma BITY 6bima 64.9% (95% AW: 52.7-74.2) B oT-
nvomenuut CIN 2+ 1 93.2% (95% JIM: 78.9-98.7) B orHomtennu CIN
3+ cpenn «HauBHBIX» B oTHomeHuu BITY sxeHmuu®. B ppyrom
JCCIefoBaHUN JeiicTBeHHOCTh B oTHoweHun CIN 2+ 6e3oTHOCH-
tenpHOo Tuna BITY 6b1ma 80.8% (95% V: 52.6-93.5) cpenn «Ham-
BHBIX» B oTHOIIeHun BITY >xeH1mna°.
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Imunogenitatea vaccinurilor bivalent si tetravalent a fost
comparatd intr-un studiu de comparatie directa a acestora.
Anticorpii neutralizanti impotriva PVU-16 si PVU-18 erau
de 3,7 ori, respectiv 7,3 ori mai mare, pentru vaccinul biva-
lent comparativ cu cel tetravalent la femeile de 18-26 ani la
7 luni dupa initierea curei de vaccinare.” Dupd 60 de luni
de monitorizare, titrele medii geometrice (GMT) erau sis-
tematic mai mari la persoanele carora le-a fost administrat
vaccinul bivalent in toate straturile de varstd (18-45 ani): de
2,3 ori, respectiv 7,8 ori, mai mare pentru PVU-16 si de 7,8
ori, respectiv 12,1 ori, mai mare pentru PVU-18.%* Totusi,
relevanta clinica a acestor constatiri nu este clara, din mo-
ment ce nu a fost determinata corelatia cu protectia oferita.

Doua studii randomizate, cu grupuri de control, au com-
parat calendarul de 3 doze al vaccinului nonavalent cu 3
doze ale vaccinului tetravalent la femeile de 16-26 ani® si
la fetele de 9-15 ani.®® La fetele de 9-15 ani nu s-a atestat o
diferentd semnificativa sau o inferioritate in valorile GMT
pentru tipurile de PVU din componenta ambelor vaccinuri
(tipurile 6, 11, 16 si 18) la 7 luni dupé imunizare. Vaccinul
anti-PVU nonavalent a demonstrat valori GMT substan-
tial mai mari pentru tipurile neincluse in vaccinul tetra-
valent (tipurile 31, 33, 45, 52 si 58) decat pentru vaccinul
anti-PVU tetravalent. In ambele grupuri de vaccin s-a ates-
tat o ratd de seroconversie de 100% pentru tipurile PVU 6,
11, 16 si 18 la 7 luni dupd imunizare. La femeile de 16-26
ani nu s-a atestat o diferentd semnificativé sau inferioritate
in valorile GMT pentru PVU-6 si PVU-16 la 7 luni si la
24 luni dupa vaccinare intre vaccinurile anti-PVU nonava-
lent si tetravalent. Vaccinul tetravalent a aratat valori GMT
mai mari pentru PVU-11, insa vaccinul nonavalent nu era
inferior, in timp ce vaccinul nonavalent a demonstrat va-
lori GMT mai mari pentru PVU-18. Vaccinul nonavalent
a demonstrat, de asemenea, valori GMT considerabil mai
mari pentru tipurile PVU 31, 33, 45, 52 si 58 comparativ cu
vaccinul tetravalent la 7 si 24 luni. Ratele de seroconversie
nu erau semnificativ diferite intre vaccinuri pentru tipurile
PVU 6, 11, 16 si 18 la 7 luni si 24 luni, cu exceptia PVU-18
la 24 luni, unde vaccinul nonavalent avea avantaj. Vacci-
nul nonavalent a demonstrat o seropozitivitate mai mare
pentru tipurile PVU 31, 33, 45, 52 si 58 la 7 luni si 24 luni.
Referitor la imunogenitatea legata de tipurile PVU 6, 11, 16
si 18, nu s-a constatat o diferentd semnificativa intre vacci-
nurile anti-PVU nonavalent si tetravalent. Totusi, referitor
la rezultatele clinice legate de tipurile PVU 31, 33, 45, 52
si 58, vaccinul nonavalent a demonstrat o eficacitate inaltd
impotriva infectiei persistente la 6 luni si 12 luni, CIN1,
CIN 2 si CIN 2+ comparativ cu vaccinul tetravalent.® ©

7 Einstein MH et al. Comparatia imunogenitatii si sigurantei vaccinurilor impotriva

cancerului cervical cauzat de papilomavirusul uman Cervarix TM si Gardasil R la
femeile sanatoase de 18-45 ani. Hum Vaccines 2009;5(10):705-719;

Einstein M. Comparatia imunogenitatii si sigurantei de lunga duratd a vaccinului
fmpotriva papilomavirusului uman (PVU)-16/18 cu adjuvant AS04 si vaccinului
PVU-6/11/16/18 la femeile sdnatoase de 18-45 ani: analiza la final de studiu ran-
domizat in faza Ill. Hum Vaccin Immunother. 2014 Dec; 10(12): 3435-3445;

Joura EA et al. Vaccinul anti-PVU 9-valent impotriva infectiei si neoplaziilor in-
traepiteliale la femei. NEJM 2015;372(8):711-723;

Vesikari T et al. Studiu randomizat, dublu orb, in faza Ill, al imunogenitétii si
sigurantei vaccinului cu particule analoage L1 al papilomavirusului uman 9-va-
lent (V503) comparativ cu Gardasil® la fetele de 9-15 ani. Pediatr Infect Dis J
2015;34:992-998;

Studii randomizate cu grup de control privind vaccinurile impotriva papilomaviru-
sului uman: evaluari sistematice elaborate de Cochrane Response, Londra, Regatul
Unit. Disponibil pe http://www.who.int/immunization/sage/meetings/2016/octo-
ber/04_Clinical_trials_of _PVU_vaccines.pdf?ua=1, accesat in februarie 2017;
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VIMMYHOT€HHOCTb OMBAJ€HTHO M YeTHIPEXBA/IEHTHON BaKIMH
CpaBHMBANACh B PaMKaX IPOBeleHMs MIEHTMYHOTO Mapasenb-
HOTro McobITaHusA. HefiTpanusyomye aHTUTeNa B OTHOIIEHUU
BITY-16 n BITY-18 6buin B 3.7 u 7.3 pasa COOTBETCTBEHHO BbIIIE
P UCIIO/Ib30BAHMY OMBAJIEHTHOI BaKIMHBI 10 CPABHEHUIO C Ue-
THIPEXBA/IEHTHON BaKLMHOI y )KEHIMH B Bo3pacTe 18-26 et ye-
pes 7 MecAIleB TOCIe Havyasa Kypca BakiuHakun’’. Yepes 60 me-
cslleB HAOMIOEHNsA CpeflHUe FeOMeTPIYeCKUe BeTNYMHDL TUTPOB
(GMT) b1t 3HAUNTENIPHO BBILIE CPEU BCEX BO3PACTHBIX IPYIII
(18-45 neT) y TexX, KTO MOY4N/I OMBaTEHTHYIO BaKLuHy: B 2.3-3.8
pas Boine B oTHouteHuy BITY-16 n B 7.7-12 pa3 Bblllle B OTHOIIIE-
Hun BITY-18%. OpHako KanHMYecKas 3HAYMMOCTD STUX HAXOMOK
HesCHA, TaK KaK KOPPeALMA C 3alMUTOI He Obl/Ia OIpefieieHa.

JIBa paHIOMM3MPOBAHHBIX MCIBITAHMA C KOHTPOJIEM CPaBHUBAIN
pe3ynbTaThl BBeNEHUsA 3-X 7103 JIeBATUBANIEHTHON 1M YeTbIpexBa-
JIEHTHOJI BaKLMH Cpef >KeHIMH B Bo3pacTe 16-26 neT” u neBo-
4yek B Bo3pacte 9-15 net®. Cpenu feBouek B Bospacte 9-15 et He
OTMETU/IOCD Yepe3 7 MecsAlleB 3HAUMTe/IbHOTO pas3/nyus 1 CHUKe-
Hua GMT B otHOomeHuy tunos BITY, BKIIOUEHHBIX B 9TY 1 [PYIYIO
BakuuHbl (Tunel 6, 11, 16 u 18). [eBatuBanentHas BITY-BakumHa
BBISBIBA/Ia 3aMeTHO 6ojiee BbICOKYI0 GMT B OTHOIIEHN N TUIIOB BU-
pyca, He BK/IIOYEHHBIX B YeTHIPEXBAJICHTHYIO BaKiuHy (Tumsl 31,
33, 45, 52 1 58), 4eM 4deTbIpeXBa/IeHTHAs BaKIMHA. YPOBEHb Cepo-
xoHnBepcun B 100% B oTHOmeHuy tunos BITY 6, 11, 16 n 18 uepes 7
MecsleB HabII0fjancs Ipu UCIoNb3oBaHny o0b6enx BakuuH. Cpenu
JKEHIIIVH B BO3pacTe 16-26 jieT He 0TMEeYa/IoCh BbIPA)KEHHOI'O pas-
mmans u cHwkenua GMT B orHomenun BITY-6 n BITY-16 yepes
7 u 24 MecAla MeXJy JeBATUBAJEHTHON M 4YeThIpeXBaJE€HTHOI
BakUMHaMM. [Ipy 1MCrONb30BaHNM YeThIPEXBa/IEHTHON BaKIVHBI
Habmoganace 6omee Boicokast GMT B orHotenun BITY-11, Ho pu
JICIIO/Ib30BAHMM JIeBATMBAIEHTHON BaKLVMHBI OHA He CHIDKAJIACD,
XOTsI Ipu 9TOM Habmoganack 6omee Boicokass GMT B oTHOmIEHNN
BITY-18. Vicnonb3oBanme neBsitTuBaseHTHON BIIY-Bakmmubl BbI-
3BIBAJIO TAK)Ke 3aMeTHO Gosbliee yBemdeHre GMT B oTHOIIEHNN
tunos BIIY 31, 33, 45, 52 n 58, 4em npu 4eThIpeXBaJTeHTHON BaK-
LUHe, 4yepe3 7 U 24 MecAlld. YPOBHU CEPOKOHBEPCUM HE CUIBHO
OT/IMYAINCh HPY UCIOAb30BAHMM 00eUX BAKIVH B OTHOLICHUN
tunos BIIY 6, 11, 16 u 18 uepe3 7 u 24 Mecs1a, 3a UCK/IIOUEHNEM
Tuna 18 yepes 24 mecAna, B OTHOLIEHNUY KOTOPOTO IIPU MCIIO/b-
30BaHNM JIeBATUBATIEHTHOI BaKI[MHBI OTMEYA/IICh 60Iee BBICOKIE
mokasare/y. [leBATUBaIeHTHas BaKIHA BbI3bIBana 6ojee BBICO-
KYI0O CEpOIO3UTUBHOCTD B oTHomeHnuu tunos BITY 31, 33, 45, 52
u 58 yepes 7 u 24 mecAla. B oTHOIIEHNN MMMYHOT€HHOCTY TUIIOB
BITY 6, 11, 16 u 18 He Hab/II0AA/IOCh 3HAYMUTEIBHBIX PA3INYNUIL IPU
MCIO/Nb30BAHNY 3TUX BaKIMH. OHAKO KIMHUYECKME Pe3yIbTaThl
B oTHomeHuy tunos BIIY 31, 33, 45, 52 u 58 npu Cnonb3oBaHUNK
IeBATUBATEHTHOI BaKLJH IPOJAEMOHCTPUPOBaIN H0ee BHICOKYIO
IeiicTBEHHOCTDb yepe3 6 u 12 mecanes orHocutenbHo CIN 1, CIN 2
u CIN2+ 110 cpaBHEHMIO C YeThIPeXBaJIeHTHO BaKIMHOI>>°.

57 Einstein MH et al. Comparison of the immunogenicity and safety of Cervarix TM and Gardasil

R human papillomavirus (HPV) cervical cancer vaccines in healthy women aged 18-45 years.
Hum Vaccines 2009;5(10):705-719.

58 Einstein M. Comparison of long-term immunogenicity and safety of human papillomavirus
(HPV)-16/18 ASO4-adjuvanted vaccine and HPV-6/11/16/18 vaccine in healthy women aged
18-45 years: End-of-study analysis of a Phase Il randomized trial. Hum Vaccin Immunother.
2014 Dec; 10(12): 3435-3445.

Joura EA et al. A 9-valent HPV vaccine against infection and intraepithelial neoplasia in wo-
men. NEJM 2015;372(8):711-723.

Vesikari T et al. A randomized, double-blind, phase |1l study of the immunogenicity and safety
of a 9-valent human papillomavirus L1 virus-like particle vaccine (V503) versus Gardasil® in
9-15-year-old girls. Pediatr Infect Dis J 2015;34:992-998.

Randomized controlled trials of human papillomavirus vaccines: Systematic reviews prepared
by Cochrane Response, London, UK. Available at http://www.who.int/immunization/sage/
meetings/2016/october/04_Clinical_trials_of HPV_vaccines.pdf?ua=1, accessed February
2017.
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(ii) Calendarul cu doua doze®

Rezultatele evaludrii sistematice® *' denotd ca imunogeni-
tatea a 2 doze de vaccin anti-PVU la fetele de 9-14 ani nu
era inferioara calendarului cu 3 doze la femeile de 15-24
ani.*

In 4 studii randomizate (1 vizind vaccinul tetravalent, 2
— cel bivalent, si 1 - nonavalent)® ¢ sj 2 studii neran-
domizate®” " (vizdnd vaccinurile tetravalent si bivalent), au
fost comparate rezultatele imunogenititii folosind calenda-
rul cu 2 doze (0 si 6 luni, unele - cu un brat de 0 si 12 luni)
la fetele de 9-14 ani si calendarul cu 3 doze (0 si 1 luni,
sau 2 si 6 luni) la femeile tinere de 15-26 ani. In studiile
randomizate, cele 2 doze administrate fetelor nu erau infe-
rioare sau chiar au depdsit valori GMT pentru cele 3 doze
la femeile tinere pentru toate cele 9 tipuri PVU masurate,
cu exceptia PVU-45 (non-inferioritate neconcludenti). In
aspect de seroconversie la 7 luni de la administrare, nu s-a
atestat o diferentd semnificativd intre grupuri pentru toate
cele 9 tipuri PVU evaluate. In cele 2 studii nerandomiza-
te, valorile GMT pentru 2 doze nu erau inferioare pentru
PVU-11 si PVU-18, insa rezultatele erau neconcludente
pentru PVU-6 si PVU-16; nu s-a constatat seroconversie.*'

Un studiu recent a comparat imunogenitatea vaccinului
anti-PVU nonavalent administrat in 2 doze la fete si baieti
cu 3 doze la femeile tinere.”! La 4 saptaméni dupa admi-
nistrarea ultimei doze, productia de anticorpi anti-PVU
la fetele si baietii de 9-14 ani vaccinati cu 2 doze separat
la 6 sau 12 luni nu era inferioara rdspunsului umoral an-
ti-PVU la adolescentele si femeile tinere ce au beneficiat
de 3 doze (P < 0,001 pentru fiecare tip de PVU).

62 De remarcat, vaccinurile nu sunt licentiate pentru calendarul de 2 doze in toate tarile;

8 D'Addario M et al. Vaccinurile anti-PVU: evaluare sistematica a literaturii privind
calendarele alternative de vaccinare. Raport pentru OMS. Institutul de Medicina
Sociald si Preventivd (ISPM), Universitatea de la Berna, Elvetia (24 iunie 2014).
Recomandari bazate pe dovezi privind calendarele de vaccinare impotriva pa-
pilomavirusului uman (PVU): document de referinta pentru dezbaterile SAGE.
Geneva: Organizatia Mondiald a Sanatatii 2014: Anexa 1 (http://www.who.int/
immunization/sage/meetings/2014/april/1_PVU_Evidence_based_recommen-
dationsWHO_with_Appendices2_3.pdf?ua=1, accesat in iulie 2014);

Gradarea dovezilor stiintifice — tabelul Il: imunogenitatea a 2 doze comparativ cu
3 doze de vaccin anti-PVU la fetele imunocompetente. Disponibil pe http://www.
who.int/immunization/position_papers/PVU_grad_immunogenicity_2vs3_im-
munocompetent.pdf, accesat in februarie 2017;
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Dobson SRM et al. Imunogenitatea a 2 doze de vaccin anti-PVU la adolescen-
tii tineri comparativ cu 3 doze la femeile tinere: studiu clinic randomizat. JAMA
2013;309(17):1793-1802;

Romanowski B et al. Imunogenitatea durabild a vaccinului PVU-16/18 cu adju-
vant AS04 administrat adolescentelor conform calendarului cu 2 doze: date clinice
pentru 5 ani si predictiile modelate dintr-un studiu randomizat. Human Vaccines
& Immunotherapeutics 2016;12(1):20-29;

Studiu in faza Il privind calendarul cu 2 doze al unui vaccin multivalent (V503) im-
potriva papilomavirusului uman (PVU) administrat fetelor de 9-14 ani comparativ
cu femeile tinere de 16-26 ani (V503-010). Disponibil pe https://clinicaltrials.gov/
ct2/show/NCT01984697, accesat in septembrie 2016;

Puthanakit T et al. Studiu randomizat deschis de comparatie a calendarului de
vaccinare cu 2 doze de vaccin impotriva papilomavirusului uman 16/18 cu adju-
vant AS04 la fetele de 9—14 ani comparativ cu calendarul cu 3 doze la femeile de
15-25 ani. J Infect Dis. 2016 Aug 15;214(4):525-536;

Lazcano-Ponce E et al. Depasirea barierelor pentru vaccinarea anti-PVU: non-infe-
rioritatea raspunsului de anticorpi la vaccinul impotriva papilomavirusului uman
16/18 la adolescentele vaccinate cu 2 doze comparativ cu 3 doze la 21 luni dupad
imunizare. Vaccine 2014;32:725-732;

Hernandez-Avila M et al. Evaluarea imunogenitatii vaccinului anti-PVU tetrava-
lent folosind 2 sau 3 doze la 21 luni dup@ imunizare: mecanism de supraveghere
epidemiologica pentru scheme de vaccinare alternate. Human Vaccines & Immu-
notherapeutics 2016;12(1)30-38;

Iversen OE et al. Imunogenitatea vaccinului anti-PVU 9-valent adminis-
trat in 2 doze la fete si baieti comparativ cu 3 doze la femei. JAMA. 2016 Dec
13;316(22):2411-2421;
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(ii) JIByxp030BbIe KaneHgapu®

Pe3ynmpTaThl CHCTEMATM3MPOBAHHOTO aHanmsa’" ® IOKa3bIBAIOT,
YTO MMMYHOT€HHOCTb IpU BBefeHUN 2-x f03 BIIY-Bakiuub fe-
BOYKaM B Bo3pacTe 9-14 jieT He crabee, YeM IIpU BBefleHUN 3-X 103

JKEHIHAM B Bo3pacTe 15-24met®.

ITpu npoefeHUn 4-X paHZOMU3UPOBAHHBIX MccnegoBanuit (1 - ¢
4eThIPEXBAJICHTHOIL, 2 — ¢ 6MBAJIEHTHOI U 1 — C [IeBATUBAJIEHTHO
BakiHamn) % 666768 y1 2 -x HepaHZOMU3MPOBAHHBIX UCTIBITAHMIT® 7
(c yeTpIpeXBaIEHTHOIT 1 OMBA/IEHTHO BaKIMTHAMNU) CPAaBHUBAJIUCD
pe3y/IbTaTbl UMMYHOT€HHOCTH IIPY UCIIONb30BAHNMN ABYXI030BOTO
kanengaps (0, 6 MecsineB 1 nHorxa 0, 12 MecsiiieB) cpeny eBOUYEK B
Bo3pacTe 9-14 neT u Tpexgo3oBoro Kajaengaps (0, 1 win 2, 6 mecsi-
I[eB) Cpefy MOJIOJBIX JKEeHIMH B Bo3pacTe 15-26 set. Ilpu pango-
MU3JMPOBAHHbBIX UCCAENOBAHUAX C 2 J03aMM BAaKLMHBI, BBOJMMbIX
IleBOYKaM, pe3y/nbTaThl 66N He XyKe, i GMT 6bina BbllIe, 4eM
Y MOJIOABIX YKEHIIVH, MOMTYYMBIINX 3 03Bl BaKI[MHBI, B OTHOIIEHUN
Bcex 9 tTumos BITY, xpome BITY-45 (He xyke, HO HeybeANTENBHO).
B oTHOmeHNMM cepoKOHBepcum uepes 7 MecAIeB HE OTMEYaIoCh
3HAYMTEIbHOTO OT/IMYMA MEXJY TPyNIaMy KacaTe/lbHO BCeX 9-Tu
tunos BIIY. B 1Byx HepaHJOMM3MPOBaHHBIX MCCIEOBAHNAX C MC-
071b30BaHMeM 2-X #03 Bakiyasl GMT 6bima He XyXXe B OTHOIIe-
Hum BITY-11 n BITY-18, Ho Hey6e]1MTeana B oTHouIeHnn BITY-6 n
BITY-16; maHHbBIE IO CEPOKOHBEPCUN HE COOOIANMCh?.

HepmaBHo mpoBemeHHOE MCCIENOBaHNME CPAaBHMUBAAO MMMYHOTEH-
HOCTb feBuBaneHTHON BITY-BakuuHbl B IBYX030BOM DEXMME
cpefy IeBOYEK M MAJb4MKOB C TPEXJO30BBIM PEXNMMOM Cpein
xeHIuH''. Yepes 4 Hemeny mocjae NOCTeTHEN BBELEHHON O3B
BaKUVHBI OTBETHI B Byie aHTUTeN K BIIY y neBodex 1 Manb4nKoB
B Bo3pacTe 9-14 jeT, MONMy4YMBIINX ABE [O3bl OTAETbHO B 6 MIN
12 mecsineB, ObUIM He Xy)XKe, 4eM OTBETHI B Buje aHTuTea K BITY
cpeau eBOYeK-IOAPOCTKOB M MOJIOABIX JKEHIIVH, IIOTYyYMUBIINX 3
103bl BakuHbl (P<00.1 B oTHOmEeHNM Kaxkgoro tTuma BITY).

Of note, the vaccines are not licensed in a 2-dose schedule in all countries.

D’Addario M et al. HPV vaccines: systematic review of literature on alternative vaccination
schedules. Report to WHO. Institute of Social and Preventive Medicine (ISPM), University of
Bern, Bern, Switzerland (24th June 2014). In: Evidence based recommendations on human
papilloma virus (HPV) schedules: Background paper for SAGE discussions. Geneva: World Heal-
th Organization 2014: Annex 1 (http://www.who.int/immunization/sage/meetings/2014/
april/1_HPV_Evidence_based_recommendationsWHO_with_Appendices2_3.pdf?ua=1, ac-
cessed July 2014).

Grading of scientific evidence — table II: Immunogenicity of 2 vs. 3 doses of HPV vaccination
in immunocompetent girls. Available at http://www.who.int/immunization/position_papers/
hpv_grad_immunogenicity_2vs3_immunocompetent.pdf, accessed February 2017.

Dobson SRM et al. Immunogenicity of 2 doses of HPV vaccine in younger adolescents vs 3 doses
in young women: a randomized clinical trial. JAMA 2013;309(17):1793-1802.

5 Romanowski B et al. Sustained immunogenicity of the HPV-16/18 AS04-adjuvanted vaccine
administered as a two-dose schedule in adolescent girls: Five-year clinical data and modeling
predictions from a randomized study. Human Vaccines & Immunotherapeutics 2016;12(1):20—
29.

A phase Il study of a 2-dose regimen of a multivalent human papillomavirus (HPV) vaccine
(V503), administered to 9 to 14 year-olds and compared to young women, 16 to 26 years old
(V503-010). Available at https://clinicaltrials.gov/ct2/show/NCT01984697, accessed Septem-
ber 2016.

Puthanakit T et al. Randomized Open Trial Comparing 2-Dose Regimens of the Human Papillo-
mavirus 16/18 AS04-Adjuvanted Vaccine in Girls Aged 914 Years Versus a 3-Dose Regimen in
Women Aged 15-25 Years. J Infect Dis. 2016 Aug 15;214(4):525-536.

Lazcano-Ponce E et al. Overcoming barriers to HPV vaccination: non-inferiority of antibody
response to human papillomavirus 16/18 vaccine in adolescents vaccinated with a two-dose
versus a three-dose schedule at 21 months. Vaccine 2014;32:725-732.

Hernandez-Avila M et al. Evaluation of the immunogenicity of the quadrivalent HPV vaccine
using two versus three doses at month 21: an epidemiological surveillance mechanism for
alternate vaccination schemes. Human Vaccines & Immunotherapeutics 2016;12(1)30-38.
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Iversen OE et al. Immunogenicity of the 9-Valent HPV Vaccine Using 2-Dose Regimens in Girls
and Boys vs a 3-Dose Regimen in Women. JAMA. 2016 Dec 13;316(22):2411-2421.
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Patru studii au constatat o eficacitate inaltd a vaccinului
dupid administrarea unei singure doze de vaccin bivalent
sau tetravalent.”? 7> 7 7 Totusi, interpretarea studiilor in
care s-au regasit femeile cu calendar incomplet al vacci-
narii este limitatd de cativa factori, inclusiv de faptul ca
femeile nu au fost randomizate in functie de numarul de
doze, dimensiunea esantionului si de numarul mic de in-
fectii incidente sau persistente.

Actualele dovezi sugereaza cd cele 3 vaccinuri anti-PVU
licentiate au o eficacitate relativ similara in prevenirea
cancerului de col uterin.*

Referitor la impactul programelor de vaccinare la nivel de
populatie, existd dovezi ale descresterii numarului de pa-
tologii cervicale de grad inalt la femeile tinere” 77 7 i cd
vaccinarea reduce semnificat prevalenta tipurilor de PVU
cu risc mare printre femeile tinere.”

Programele de vaccinare anti-PVU sunt eficiente, de
asemenea, in reducerea incidentei verucilor anogenita-
le. Vaccinul tetravalent, care include PVU-6 si PVU-11
- tipurile ce cauzeazi cel mai frecvent negii anogenitali -
asigurd o protectie inalta impotriva verucilor anogenitale
la barbati si femei si impotriva leziunilor pre-canceroase
anogenitale la barbatii sensibili de 16-26 ani; introdu-
cerea acestui vaccin a fost urmatd de o scadere rapidd a
prevalentei verucilor genitale.53 La persoanele vaccinate
seronegative, au fost observate rate inalte de seroconver-
sie si un titru inalt de anticorpi anti-PVU impotriva VLP
PVU-6 si PVU-11 la femeile de 9-45 ani si la barbatii de
9-26 ani.*® Studiile privind eficacitatea vaccinurilor au
demonstrat cd la persoanele neinfectate cu PVU vaccinul
anti-PVU tetravalent oferea o protectie de aproximativ
100% impotriva verucilor anogenitale asociate tipurilor
PVU-6 si PVU-11, cu o eficacitate de circa 83% pentru
toate verucile anogenitale.’! Dacd sunt luate in calcul si
femeile tinere vaccinate fira a tine cont de expunerea lor

72 Kreimer AR et al. Evaluarea de tip "demonstrarea principiului” al eficacitdtii a mai pu-

tin de 3 doze de vaccin bivalent PVU16/18. J Natl Cancer Inst, 2011;103:1444-1451;

Basu P et al. Mai putin de 3 doze de vaccin anti-PVU — evaluarea eficacitatii com-
parativ cu valorile finale virusologice si de suportare a maladiei. Hum Vaccin Im-
munother 2016; 12:1394-1402;

Sankaranaarayanan R et al. Imunogenitatea si infectia PVU dupa 1, 2 sau 3 doze
de vaccin anti-PVU tetravalent la fetele din India: studiu de cohortd prospectiv
multicentric. Lancet Oncol 2016; 17: 67-77;

Markowitz LM et al. Eficacitatea inalta in functie de prevalenta de tip al vaccinului
dupd administrarea 1, 2 sau 3 doze de vaccin anti-PVU tetravalent, Statele Unite.
PVU 2017, 2 martie 2017;

Gertig DM et al. Impactul programului de vaccinare anti-PVU la nivel de populatie
asupra patologiei cervicale: studiu al legaturii intre date. BMC Med, 2013;11:227;

Powell SE et al. Impactul vaccinarii impotriva papilomavirusului uman (PVU) asu-
pra prevalentei leziunilor cervicale pre-canceroase asociate PVU 16/18. Vaccine,
2012;31:109-113;

Cuschieri K. Descresterea considerabila a numarului de infectii clinic relevante cu
papilomavirusul uman cu risc oncogen mare (PVU-RM) in Scotia. 6-4-2017. Abs-
tract la Conferinta anuald a societatii de microbiologie 2017, Edinburgh, Regatul
Unit. Disponibil pe https://www.microbiologysociety.org/event/annual-confe-
rence-2017.html, accesat in aprilie 2017;

Tabrizi SN et al. Evaluarea imunitatii de grup si a protectiei incrucisate dupd
programul de vaccinare impotriva papilomavirusului uman din Australia: studiu
transversal repetat. Lancet Infect Dis, 2014; 14:958-966;

McCormack PL. Vaccinul tetravalent recombinant impotriva papilomavirusului
uman (tipurile 6, 11, 16, 18) (Gardasil®): evaluare a folosirii acestuia in prevenirea
leziunilor anogenitale pre-canceroase, cancerului cervical sau anal si a verucilor
genitale. Drugs, 2014;74(11):1253-1283;

Mufioz N et al. Impactul vaccinului impotriva papilomavirusului uman (PVU)-
6/11/16/18 asupra tuturor afectiunilor genitale asociate infectiei PVU la femeile
tinere. J Nat Cancer Inst, 2010;102(5):325-339;

3

®

ES

3

3

3

=
8

k-

IIpu 4-x mccmegoBaHuUsAX OblIa BBIsIBIEHA BbICOKas 3G dexTus-
HOCTb BaKLMHBI I1I0C/I€ BBEJEHMA OJHOI [03bl OMBaIeHTHON MUK
JeThIPEXBAJIEHTHON BaKUMHBI > 7> 77> OpHaKO MHTepIpeTalys
VCIIBITAHMIT, KOTOPBIE BK/IIOYA/IN XKEHIIVH C He3aBePIIEHHBIM Ka-
JIEH/IapeM IIPUBUBOK, OTpaHMY€eHa PSfoM (GaKTOPOB, BKIIIOYASI TO,
9TO YKEHIIVMHBI He OBUIN PAaHIOMMU3MPOBAHBI 110 YICITY /103, PasMe-
Py BBIOOPKM ¥ HU3KOMY YPOBHIO 3a60/1eBA€MOCTH M/IV CTOIKOCTHI
nHpeKunn.

CymecTByoome JaHHbIE JAIOT IIPaBO II0/IaraTh, YTO 3 NINMIIEH3U-
poBanHble BIIY-BakiuHBI MMEIOT OTHOCUTEIBHO ONVHAKOBYIO
9 PeKTUBHOCTD B IPENOTBPAIIEHNN PaKa IIeTKM MaTKu®,

OTHOCUTENbHO BKIaJa IMPOrpaMM MMMYHM3aLMM Ha IOIMYJIA-
IIIOHHOM YPOBHE €CTb JaHHbIe CHIDKEHMA B OOJIbIION CTEIeHN
MaTOJIOTMYEeCKNX M3MEHEHNI IeJKY MaTKV CPeIV MOTOJIBIX KeH-
mue’® 77 ¥ cHYDKeHMA pacnpocTpaHeHHOCTH Tinos BITY BrIco-
KOTO pUCKa Cpefi)i MOTOMBIX >KeHIINH"®.

ITporpammer BITY-BakuuHanum takxe a(pQpeKTuBHb B OTHOILIE-
HUU CHIDKEHUs 3a00/1eBaeMOCTH aHOTEHUTAJIbHBIMU OOpojaB-
kamnu. YeTplpexBajsieHTHas BaKLNHA, KOTopas BkmoudaeT BITY-6
n BITY-11, t.e. Tumst BITY, KoTOpBIe OOBIYHO BBHI3BIBAIOT AHOTE-
HUTa/lbHbIe OOPOAABKM, HMPENOCTABIAET BBICOKOTO ypPOBHA 3a-
ATy OT 3TUX OGOPOJABOK CpefM MY)XXUMH ¥ KEHIIVH U OT aHO-
TeHUTATbHBIX NPEPaKOBIX MOPaXKeHNII Cpeiy BOCIPUUMYMBBIX
MY>XKYIMH B BOo3pacTe 16-24 jieT; 3a BHEAPEHMEM 3TOI BaKI[MHbI
IIOCTIefIOBANI0 OBICTPOE CHMKEHME MOPAXEHHOCTU TeHUTATbHBI-
Mu 6opopaBKkaMu®. Y CepOHEraTMBHBIX PelMINEeHTOB BaKIVIHBI
BBICOKIE YPOBHM CEPOKOHBEPCUN U BBICOKNE YPOBHM aHTUTEIN K
BIIY B otHOmenun tunos BIIY-6 n BITY-11 VLP nabmopmanuch
Cpefy >KEHIIMH B Bo3pacTe 8-45 7ieT M MY>XYMH B Bo3pacTe 9-26
net®. VccnenoBaHus B 06/1acTu AEMICTBEHHOCTY BaKI[MHBI IIOKa-
3a/u, 4YTO CpeAU «HAUBHBIX» B oTHommeHun BITY nuiy yeTbipexsa-
nenTHasa BIIY-pakumHa BbIsbiBaeT nmoyty 100% samury oT aHo-
TeHUTANbHBIX 60PONaBOK, acconuupyembix ¢ BITY-6 u BITY-11
C IeICTBEHHOCTbIO 0K0/IO 83% B OTHOIIIEHU!U BCEX aHOTE€HUTAIb-
HbIX 60opopaBok®!. IIpy BaKIMHAIMK MOJOABIX JKEHIIVH He3aBU-
CHMO OT MX IpefibIiyllell NoJBepKeHHOCTU Bo3snelicTeuio BITY
(MMeImUX MaKCUMYM 4-X CeKCyaTbHBIX MapTHEPOB B XXU3HU U
He MMEUIVX MaTONOrMYeCKX Ma3KoB M3 LIeKM MaTKM B aHa-
MHe3e) JIeJICTBEHHOCTb B OTHOIIEHNY aHOT€HUTA/IbHBIX Oopopa-

Kreimer AR et al. Proof-of-principle evaluation of the efficacy of fewer than three doses of a
bivalent HPV16/18 vaccine. J Natl Cancer Inst, 2011;103:1444-1451.

Basu P et al. Less than 3 doses of the HPV vaccine — Review of efficacy against virological and
disease end points. Hum Vaccin Inmunother 2016; 12:1394-1402.

Sankaranaarayanan R et al. Immunogenicity and HPV infection after one, two, and three doses
of quadrivalent HPV vaccine in girls in India: a multicentre prospective cohort study. Lancet
Oncol 2016; 17: 67-77.

Markowitz LM et al. High effectiveness after vaccine type prevalence after 1, 2 and 3 doses of
quadrivalent HPV vaccine, United States. HPV 2017, 2 March 2017.

76 Gertig DM et al. Impact of a population-based HPV vaccination program on cervical abnorma-
lities: a data linkage study. BMC Med, 2013;11:227.

Powell SE et al. Impact of human papillomavirus (HPV) vaccination on HPV 16/18-related pre-
valence in precancerous cervical lesions. Vaccine, 2012;31:109-113.

Cuschieri K. The massive decline of clinically relevant high-risk human papillomavirus (HR-HPV)
infection in Scotland. 6-4-2017. Abstract at Microbiology Society Annual Conference 2017,
Edinburgh, UK. Available at https://www.microbiologysociety.org/event/annual-conferen-
ce-2017.html, accessed April 2017.

Tabrizi SN et al. Assessment of herd immunity and cross-protection after a human papillomavi-
rus vaccination programme in Australia: a repeat cross-sectional study. Lancet Infect Dis, 2014;
14:958-966.

McCormack PL. Quadrivalent Human Papillomavirus (Types 6, 11, 16, 18) Recombinant Vaccine
(Gardasil®): A Review of Its Use in the Prevention of Premalignant Anogenital Lesions, Cervical
and Anal Cancers, and Genital Warts. Drugs, 2014;74(11):1253-1283.

Mufioz N et al. Impact of human papillomavirus (HPV)-6/11/16/18 vaccine on all HPV-associa-
ted genital diseases in young women. J Nat Cancer Inst, 2010;102(5):325-339.
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anterioard la PVU (relatii intime cu nu mai mult de 4 par-
teneri sexuali pe tot parcursul vietii si lipsa modificédrilor
patologice in frotiul cervical in anamneza), eficacitatea
impotriva tuturor verucilor anogenitale constituia 62%.%
In unele tiri a fost semnalata o descrestere considerabila
a numirului de cazuri de veruci genitale dupd introduce-
rea la nivel national a programului de vaccinare anti-PVU
folosind vaccinul tetravalent, cu reduceri observate si la
bérbatii tineri nevaccinati acolo unde existau programe
de vaccinare doar a femeilor, ceea ce denota protectia de
grup.®> # %5 % Intr-un studiu nu s-a atestat o diferinta sta-
tistic semnificativa intre incidenta verucilor genitale aso-
ciate tipurilor PVU 6 si PVU 11 in cohortele cu vaccin
nonavalent si tetravalent.” Mai existd, de asemenea, do-
vezi, desi controversate, cd vaccinul bivalent ar putea asi-
gura un anumit nivel de protectie incrucisatd impotriva
verucilor anogenitale, desi cu o eficacitate mai micd decat
protectia directa oferita de vaccinul tetravalent.®” 8 8 %

Existd dovezi contradictorii cu privire la faptul daca vacci-
nurile anti-PVU sunt eficiente in prevenirea leziunilor ano-
genitale pre-canceroase asociate tipurilor de PVU continute
in vaccin la femeile cu dovezi certe de expunere anterioara
la PVU de acelasi tip ca cel pe care-1 contine vaccinul.”* 2

Dovezile sugereazd cd imunizarea barbatilor cu vaccin
anti-PVU tetravalent induce titre de anticorpi anti-PVU
in cavitatea orald si ca acestea sunt corelate cu nivelurile
circulante.” Un studiul asupra vaccinului bivalent a con-
statat o eficacitate estimativa a vaccinului de 93,3% impo-
triva infectiei orale cu PVU-16 si PVU-18 la aproximativ
4 ani dupd prima vaccinare.”

8

5

Gradarea dovezilor stiintifice — tabelul IV: protectia impotriva verucilor anogenita-
le oferita de vaccinarea anti-PVU la fetele imunocompetente. Disponibil pe http://
www.who.int/immunization/position_papers/PVU_grad_protection_warts_im-
munocompetent.pdf;

Bollerup S et al. Reducerea considerabila a incidentei verucilor genitale la barbatii
tineri dupd 5 ani de la introducerea programului danez de vaccinare impotriva
papilomavirusului uman la fete si femei. Sex Transm Dis 2016;43:238e42;
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Ali H et al. Verucile genitale la tinerii australieni dupa 5 ani de la lansarea progra-
mului national de vaccinare impotriva papilomavirusului uman: datele de supra-
veghere nationale. BMJ, 2013;346:f2032;

Garland SM et al. Vaccinul tetravalent impotriva papilomavirusului uman pentru
prevenirea afectiunilor anogenitale. N Engl J Med 2007;356:1928e43;

Giuliano AR et al. Eficacitatea vaccinului anti-PVU tetravalent impotriva infectiei si
bolii PVU la barbati. N Engl J Med 2011;364:401e11;

Howell-Jones R et al. Scaderea numarului de veruci genitale la femeile tinere
din Anglia asociatd vaccinarii impotriva PVU 16/18: studiu ecologic. J Infect Dis
2013;208:1397-1403;

Blomberg M et al. Diminuarea marcatd a riscului de dezvoltare a verucilor genitale
dupa vaccinarea impotriva papilomavirusului uman: monitorizare la nivel national a
fetelor vaccinate si nevaccinate din Danemarca. Clin Infect Dis, 2013; 57 (7): 929-934;

Szarewski A et al. Eficacitatea vaccinului PVU-16/18 cu adjuvant AS04 in comba-
terea tipurilor PVU cu risc oncogen mic (studiul randomizat PATRICIA): observatii
neasteptate. The Journal of Infectious Diseases 2013;208:1391-1396;

Eficacitatea vaccinului PVU-16/18 cu adjuvant AS04 impotriva tipurilor PVU cu risc
oncogen mic (studiul randomizat PATRICIA): observatii neasteptate;

Miltz A et al. Evaluare sistematicd si meta-analiza a eficacitatii vaccinului pe baza
de L1-VLP fmpotriva papilomavirusului uman in combaterea leziunilor pre-can-
ceroase anogenitale la femeile cu expunere anterioara la PVU dovedita. Plos One,
2014;9; 3:e90348;

Lehtinen M et al. Studii clinice privind vaccinurile impotriva papilomavirusului
uman si dincolo de acestea. Nature Reviews Clinical Oncology.2013. 10, 400-410;

Pinto LA et al. Vaccinul tetravalent impotriva papilomavirusului uman (PVU) indu-
ce secretia de anticorpi specifici anti-PVU in cavitatea orald: rezultatele studiului
privind vaccinurile administrate barbatilor de varstd medie. J Infect Dis. 2016 Oct
15;214(8):1276-83;

Herrero R, Quint W, Hildesheim A et al. Scaderea prevalentei infectiei orale cu
papilomavirus uman (PVU) 4 ani dupa administrarea vaccinului anti-PVU bivalent
fntr-un studiu clinic randomizat in Costa Rica. PloS One. 2013;8:68329;
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BOK Oblma 62%%. B HEKOTOPBIX CTpaHaX 3HAUUTETbHOE CHIDKE-
HUe 4Y)CIa CTy4YaeB TeHUTATbHBIX 60POJaBOK OTMEYanoch MOCIe
BHEJIpeHNA HallMOHAAbHOI nporpammbl BITY-BaknyHanum ¢ mc-
I10/Ib30BaHVEM YeThIpeXBaJeHTHOI BaKIVIHBI IIPY CHYDKEHUN, Ha-
6roaBIIeMCs Cpefyl HENTUBUTBHIX MOJIOABIX MY)XKUYMH IIPYU YCIIO-
BMM, YTO IPOTpaMMa, Halle/IeHHAas TOITbKO Ha >KEHINVH, KOTOpoe
IIPOJEeMOHCTPUPOBAIO KOJUIEKTUBHYIO 3amuTy® * 8% B ognom
UCCTIeOBAHNM He OBUIO CTATUCTUYECKOTO pasandus MEeXAy 3a-
60/1eBaeMOCTBI0 TEHUTATBHBIMI OOPOFZABKAMM, aCCOLUUPYEMBI-
My ¢ BITY-6 n BITY-11, npm ncnonb3oBaHUM AeBATUBATEHTHOI
U YeTHIPEXBAJICHTHON BaKUMHBI®. ECTb Tak)e JaHHBIE, XOTA U
IpPOTUBOpPEYMBBIe, YTO OMBa/JeHTHAs BaKI[MHA MOXXET BBI3BATh
HEKOTOPBIil ypOBEHb IMEePEeKPECTHOTO UMMYHUTETA B OTHOLICHUN
aQHOTE€HUANILHBIX 60POJABOK, XOTA ¢ 6oJee HU3KOI JeiiCTBEHHO-
CTBIO, YeM IPU HETOCPEe[CTBEHHOII 3alllITe, BHI3LIBAEMOIl YeThI-
peXBaleHTHOI BaKIMHO®" 88 8% %0,

VimeroTcst JOCTOBepHbIe HaHHbIE OTHOCUTENBHO TOTO, 00/1aJaioT
mu BITY-Bakuuubsl 9 PeKTUBHOCTHIO B IIaHE IIPeJOTBPAI[eHIs
AQHOTEHNTA/IbHOTO IPeJPaKOBOT0 IIOPa>KeHNUsI, ACCOLUNPYEMOTO C
BaKUMHHBIM Tunom BIIY, y >xeHIIuH, KOTOpble paHee IOjBepra-
JIVCh BO3JE€IICTBUIO TOTO K€ TUIIA, YTO U BaKIMHHBIIT " 72,

JlaHHbIEe [Jal0T OCHOBaHME IOJAraTh, YTO BAKLMHALMUA MY>KUMH
4yeTblpexBanenTHON BIIY-BakunHo MHAYLMpYET NOABNIEHNE aH-
tuten k BIIY B momocTyu pra, M 4TO UX YPOBEHb COOTBETCTBYET
YPOBHIO LUPKYIMPYIOIUX aHTUTen”. V3ydeHue OuBaneHTHO
BaKI[MHBI IIPOJAEMOHCTpUpPOBano 9 dekTuBHOCTD B 93.3% B OTHO-
meHny NHQEK MU H0MIOCTY PTa, BbisbiBaemoit BITY-16 1 BITY-18,
npubIM3UTENIBHO Yepe3 4 rofja Mocsie IepBUYHO BaKIMHALMu,

Grading of scientific evidence — table IV: Protection against anogenital warts conferred by HPV
vaccination in immunocompetent girls. Available at http://www.who.int/immunization/posi-
tion_papers/hpv_grad_protection_warts_immunocompetent.pdf.

Bollerup S et al. Significant reduction in the incidence of genital warts in young men 5 years

into the danish human papillomavirus vaccination program for girls and women. Sex Transm
Dis 2016;43:238e42.

& Ali H et al. Genital warts in young Australians five years into national human papillomavirus
vaccination programme: national surveillance data. BMJ, 2013;346:f2032.

Garland SM et al. Quadrivalent vaccine against human papillomavirus to prevent anogenital
diseases. N Engl J Med 2007;356:1928e43.

Giuliano AR et al. Efficacy of quadrivalent HPV vaccine against HPV Infection and disease in
males. N Engl ) Med 2011;364:401e11.

Howell-Jones R et al. Declining Genital Warts in Young Women in England Associated With
HPV 16/18 Vaccination: An Ecological Study. J Infect Dis 2013;208:1397-1403.

Blomberg M et al. Strongly Decreased Risk of Genital Warts After Vaccination Against Human
Papillomavirus: Nationwide Follow-up of Vaccinated and Unvaccinated Girls in Denmark.Clin
Infect Dis, 2013; 57 (7): 929-934.

Szarewski A et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine against low-risk HPV
types (PATRICIA randomized trial): an unexpected observation.The Journal of Infectious Disea-
ses 2013;208:1391-1396.

Efficacy of the HPV-16/18 ASO4-adjuvanted vaccine against low-risk HPV types (PATRICIA ran-
domized trial): an unexpected observation.

Miltz A et al. Sytematic review and meta-analysis of [1-VLP-based Human Papillomavirus vacci-
ne efficacy against anogenital pre-cancer in women with evidence of prior HPV exposure. Plos
One, 2014;9; 3:90348.

Lehtinen M et al. Clinical trials of human papillomavirus vaccines and beyond. Clinical trials
of human papillomavirus vaccines and beyond. Nature Reviews Clinical Oncology.2013. 10,
400-410.

Pinto LA et al. Quadrivalent Human Papillomavirus (HPV) Vaccine Induces HPV-Specific Anti-
bodies in the Oral Cavity: Results From the Mid-Adult Male Vaccine Trial. J Infect Dis. 2016 Oct
15;214(8):1276-83.

Herrero R, Quint W, Hildesheim A et al. Reduced prevalence of oral human papillomavirus
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Vaccinarea persoanelor imunocompromise si/sau
cu infectie HIV

Exista putine informatii disponibile despre imunogenita-
tea vaccinurilor anti-PVU la persoanele cu statut imunitar
compromis si/sau HIV-infectate. Datele privind siguranta
folosirea vaccinurilor anti-PVU in 3 doze la femeile,” *°
barbatii®’ si copiii (cu varsta de 7-12 ani)® cu infectie HIV
sunt promititoare.”

La copiii cu infectie HIV, care au urmat calendarul cu 3
doze de vaccin PVU s-a observat seroconversia impotriva
tipurilor de PVU pe care le contine vaccinurile, la fel ca
si pentru tipurile neincluse in vaccinuri.”® ' La femeile
HIV-infectate, 3 doze de vaccin bivalent au indus valori
GMT mai mici decét la femeile neinfectate cu HIV; totusi,
rata seroconversiei a fost aceeasi in ambele grupuri.'®
Vaccinul bivalent administrat in 3doze posedd o imuno-
genitate similara pentru PVU-16 ca si vaccinul tetrava-
lent, insa induce valori GMT mai mari si o ratd de sero-
conversie mai mare pentru PVU-18 la adultii cu infectie
HIV.IOZ 103 104

Nu existd date privind utilizarea calendarului cu 2 doze
pentru vaccinurile anti-PVU bivalent, tetravalent sau no-
navalent la persoanele cu infectie HIV.

Protectia incrucisata

In aspect de prevenire a cancerului cervical, toate cele
vaccinuri anti-PVU licentiate asigurd o protectie inalta
impotriva PVU-16 si PVU-18 - tulpinile ce sunt asociate
cu 71% din cazurile de cancer cervical la nivel mondial.

Vaccinurile anti-PVU ofera o careva protectie incrucisata
impotriva tipurilor PVU ce nu sunt incluse in vaccinuri.
Reiesind din constatdrile studiilor clinice si evaluarea im-
pactului post-introducere, vaccinurile anti-PVU bivalent
si tetravalent asigura un anumit nivel de protectie incru-
cisatd impotriva tipurilor PVU cu risc oncogen mare al-
tele decat 16 si 18, in particular pentru tipurile 31, 33 si

% Kojic EM et al. Imunogenitatea si siguranta vaccinului tetravalent impotriva papilo-
mavirusului uman la femeile cu infectie HIV-1. Clin Infect Dis 2014;59(1):127-135;

% Kahn JA et al. Imunogenitatea si siguranta vaccinului fmpotriva papilomavirusului
uman6, 11, 16, 18 la femeile tinere cu infectie HIV. Clin Infect Dis, 2013;57(5):735-744;

7 Wilkin T et al. Siguranta si imunogenitatea vaccinului tetravalent impotriva papilo-
mavirusului uman la bérbatii cu infectie HIV-1. J Infect Dis, 2010;202:1246-1253;

% Levin MJ et al. Siguranta si imunogenitatea vaccinului tetravalent impotriva papi-
lomavirusului uman (tipurile 6, 11, 16 si 18) la copiii de 7-12 ani cu infectie HIV. J
Acquir Immune Defic Syndr, 2010; 55(2):197-204;

% Gradarea dovezilor stiintifice — tabelul V: siguranta vaccindrii anti-PVU la fetele cu
infectie HIV. Disponibil pe http://www.who.int/immunization/position_papers/
PVU_grad_safety_hiv.pdf, accesat in februarie 2017;

1 Weinberg A et al. Imunitatea umorald, celulara si a mucoasei impotriva genoti-
purilor incluse si neincluse in vaccinuri dupa administrarea vaccinului tetravalent
fmpotriva papilomavirusului uman la copiii cu infectie HIV. 2012;206:1309-1318;

19" Denny L et al. Siguranta si imunogenitatea vaccinului PVU-16/18 cu adjuvant
AS04 la femeile cu infectie HIV in Africa de Sud: studiu randomizat, partial orb, cu
grup de control cu placebo. Vaccine, 2013 Nov 19;31(48):5745-5753;

12 Toft L et al. Comparatia imunogenitdtii si reactogenitatea vaccinurilor impotriva

papilomavirusului uman Cervarix si Gardasil la adultii cu infectie HIV: studiu clinic
randomizat, dublu orb. Hum Vaccine Immunother. 2014;209:1165-1173;

193 Faust H et al. Anticorpii neutralizanti si cu reactivitate incrucisatd impotriva papi-
lomavirusului uman indusi la subiectii cu infectie HIV prin imunizarea cu vaccinu-
rile anti-PVU tetravalent si bivalent. 2016;34:1559-1565;

1% Gradarea dovezilor stiintifice — tabelul VI: eficienta vaccinari anti-PVU la fetele cu

infectie HIV. Disponibil pe http://www.who.int/immunization/position_papers/
PVU_grad_efficacy_hiv.pdf, accesat in februarie 2017;

BakuuHauums nuy ¢ 0CNaGneHHbIM NMMYHUTETOM n/nnun
BUY-uHpMuMpOBaHHbIX UL

Vimeercsa nuuib orpaHuyYeHHas MHQOpManua 06 MMMYHOTEHHO-
ctu BIIY-BakuuH y mur ¢ ocnabieHHbIM VMMYHUTETOM W/UIU
BUY-nudunupoBanusix. [Janusie 06 ncnonpsoBannm BIIY-Bak-
LIMH B COOTBETCTBMU C TPEX/I030BbIM KaneHjapeM cpenu B/Y-ce-
POIO3UTUBHBIX >KeHIMH’ ** u myxunH” n BUY-unduumpo-
BAaHHBIX fleTeil B Bo3pacTe 7-12 et Becbma oboppsiomie B
oTHoUeHuK 6e3omacHoCT®.,

CepoxonBepcusa B oTHoumleHuyu Tunos BIIY, BkIIOUeHHBIX B
BaKIIMHBI, @ TAK)KE ¥ HEBAKIMHHBIX TUIOB, Ha0IIOJAIACh Cpefu
BMY-nHUIMPOBAaHHBIX AeTel, mony4uusinx BITY-BakumHbl B
Tpexgo3oBoM pexume’ . Y BIY-mHQUUMPOBAHHBIX >KEHIUH
3 mo3pl 6MBa/NeHTHO BAaKIMHBI MHAYLMPOBAMU Oojee HU3KYIO
GMT, uem y BUY-HeMHQUIIMPOBAHHBIX JXEHIIVH; OJHAKO ypo-
BeHb CEPOKOHBepcuy ObUI OfMHAKOB B 00enx rpymmax’®. busa-
JIeHTHas BaKIMHa, BBOAVMMasl B COOTBETCTBUM C TPEX/JO30BBIM Ka-
JIeHJapeM, IeMOHCTPUPYET TY XKe MIMMYHOTE€HHOCTb B OTHOIIEHUN
BITY-16, 9T0 M 4eThIpexXBaZeHTHAA BaKIVMHA, HO 6onee BBICOKYIO
GMT n 6osee BBICOKMIT YPOBEHb CEPOKOHBEPCUI B OTHOIIECHUU
BITY-18 cpepu BUY-unpuumpoBaHHBIX B3POCIbIX > 103104,

JJaHHBIX OTHOCUTENPHO UCIIONb30BaHMs OMBAIEHTHON, YeThIpe-
XBaJIeHTHOI U HeBSATUBAJEHTHON BakuuH cpenu BUY-undunmn-
POBaHHBIX JIMII B IBYXJ030BOM peXIMe HeT.

MepexpecTHbIN UMMYHUTET

B oTHOLIeHNN NpeRoTBpalieHNA paka IIeNKY MAaTKU BCe TPU M-
neHsupoBanHble BIIYU-BakiHbI 06€CiednBa0T BBICOKYIO 3aALUTY
B otHOmeHuy BITY-16 u BITY-18, 1.e. Tmos BIIY, xoTopsIe acco-
LUUPYTCs ¢ 71% paka LIeiiKy MaTK! B I/TO0ATbHOM KOHTEKCTe.

BITY-BakuuHbl 06eCre4nBal0OT HEKOTOPBIN IePeKPeCTHDIT NMMY-
HUTET B oTHomeHun tTunoB BIIY, He BK/IOYeHHBIX B BaKI[MHbI. Ha
OCHOBAHNUN JAHHBIX KIMHNYECKUX UCIBITAHUI U OL€HOK Pe3yib-
TATOB IOC/Ie BHEAPEHMsI OYE€BUIHO, YTO OMBATEeHTHAs U YeThIpe-
xBasieHTHasA BIIY-BakuuHBI BBI3BIBAIOT HEKOTOPBIN IepeKpecT-
HBIJI MMMYHUTeT B OTHouleHMu Tumnos BIIY BbIcOoKoro pucka,
nomumo BITY-16 u 18, ocobenHo B oTHOumeHuu tunos 31, 33 u

% Kojic EM et al. Immunogenicity and Safety of a Quadrivalent Human Papillomavirus Vaccine in

HIV-1-Infected Women. Clin Infect Dis 2014;59(1):127-135.

Kahn JA et al. Inmunogenicity and safety of human papillomavirus 6, 11, 16, 18 vaccine in HIV
infected young women Clin Infect Dis, 2013;57(5):735-744.

Wilkin T et al. Safety and immunogenicity of the quadrivalent human papillomavirus vaccine in
HIV-1-infected men. J Infect Dis, 2010;202:1246-1253.

Levin MJ et al. Safety and Immunogenicity of a Quadrivalent Human Papillomavirus (Types 6,
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ble at http://www.who.int/immunization/position_papers/hpv_grad_safety_hiv.pdf, acces-
sed February 2017.

Weinberg A et al. Humoral, mucosal, and cell-mediated immunity against vaccine and nonva-
ccine genotypes after administration of quadrivalent human papillomavirus vaccine to HIV-in-
fected children. 2012;206:1309-1318.

19" Denny L et al. Safety and immunogenicity of the HPV-16/18 AS04-adjuvanted vaccine in
HIV-positive women in South Africa: a partially-blind randomized placebo-controlled study.
Vaccine, 2013 Nov 19;31(48):5745-5753.
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45.% 105106, 107 Tipyrile PVU 31, 33 i 45 - cele 3 tipuri im-
potriva cdrora vaccinurile bivalent si tetravalent asigura
protectie incrucisata — sunt responsabile pentru 13% din
cazurile de cancer cervical. Tipurile PVU 31, 33, 45, 52
si 58, impotriva carora vaccinul nonavalent oferd nemij-
locit protectie, sunt responsabile pentru 18% din cazuri,
adica cu 5% mai mult comparativ cu vaccinurile bivalent
si tetravalent, care asigura protectie incrucisatd impotriva
tipurilor PVU 31, 33 si 45.

Nu este incd cunoscut in ce mdsurd vaccinul nonavalent
asigurd protectie incrucisata impotriva tipurilor de PVU
neincluse in vaccinuri.

O evaluare sistematica a examinat evolutia ratelor de in-
fectare cu tipuri PVU cu risc oncogen (altele decat 16 si
18) mare in perioada pre-vaccinare si post-vaccinare.!®
Dovezile existentei protectiei incrucisate au fost consta-
te pentru PVU-31 (raportul prevalentei = 0,73 [IT 95%:
0,58-0,92]), insa exista putine dovezi privind protectia
incrucisatd pentru PVU-33 si PVU-45 (raportul prevalen-
tei = 1,04 [II 95%: 0,78-1,38] si 0,96 [II 95%: 0,75-1,23]).

Durata protectiei

Nu au fost semnalate cazuri de patologie cervicala/ge-
nitald asociate tipurilor PVU 6, 11, 16 si 18 la subiectii
imunizati cu vaccinul tetravalent administrat in 3 doze
din réndul pre-adolescentilor sau adolescentilor pe du-
rata a 10 ani de monitorizare.!” In cazul vaccinului bi-
valent, imunogenitatea si eficacitatea calendarului cu 3
doze impotriva infectiei si leziunilor cervicale asociate cu
PVU-16 si PVU-18 a fost demonstratd pentru o perioada
de 8,4 ani, respectiv 9,4 ani.*® Pentru vaccinul nonavalent,
eficacitatea calendarului cu 3 doze impotriva infectiei si
leziunilor cervicale / vulvare / vaginale a fost demonstrata
pentru o perioadd de 5,6 ani dupd vaccinare.”

Nivelurile de anticorpi realizate dupa administrarea a 2
doze (la 0 si 6 luni) de vaccinuri bivalent sau tetravalent la
fetele de 9-14 ani rimaneau comparabile cu cele obtinute
ca urmare a vaccindrii cu 3 doze la femei timp de pana
la 5 ani dupd prima vaccinare, fapt ce denotd o cinetica
similara in descresterea titrelor. Nu se cunoaste incd dacd
vor fi necesare doze de rapel la un interval de ctiva ani de
la vaccinarea primard. Reiesind din datele monitorizarii
timp de 9,4 ani dupd imunizarea primard cu 3 doze cu
vaccin bivalent, nu exista dovezi ca eficacitatea impotriva
infectiei si leziunilor CIN 1+ asociate tipurilor PVU-16
sau PVU-18 ar diminua cu timpul.'"

m Eficienta protectiei incrucisate oferite de 2 vaccinuri impotriva

papilomavirusului uman: evaluare sistematica si meta-analiza. Lancet Infect Dis,
2012;12:781-789;

1% Kemp TJ et al. Vaccinul cu VLP L1 PVU16/18 induce anticorpi neutralizanti incruci-
sati ce pot media protectia incrucisatd. Vaccine 2011;29(11):2011-2014;

107 Draper E et al. Studiu randomizat, orb pentru observatori, al imunogenitétii vac-
cinurilor impotriva papilomavirusului uman — Cervarix si Gardasil — la fetele de
12-15 ani. Plos One, 2013;8:e61825;

1% Mesher D et al. Efectele la nivel de populatie ale programelor de vaccinare im-
potriva papilomavirusului uman asupra infectiilor cu genotipurile neincluse in
vaccinuri. Emerg Infect Dis. 2016;22(10):1732-1740;

19 Das R et al. Eficacitatea, imunogenitatea si siguranta Gardasil™ la pre-adolescenti si
adolescenti — 10 ani de monitorizare. EUROGIN 2016. Disponibil pe http://eurogin.
com/2016/images/doc/eurogin-2016-abstracts-part-2.pdf, accesat in februarie 2017;

10 Gradarea dovezilor stiintifice — tabelul VII: durata protectiei oferite de vaccinarea
anti-PVU la femeile imunocompetente. Disponibil pe http://www.who.int/immu-
nization/position_papers/PVU_grad_duration_immunocompetent.pdf, accesat in
februarie 2017;

455105106107 BTTY-31, 33 i1 45 AB/IAIOTCSA TPEMsI TUIIAMH, B OTHOIIEHNN

KOTOPBIX OVMBaJIeHTHAs M YeThIpeXBajleHTHAs BAaKLMHBI BBISBIBAIOT
IIepEeKPECTHBI MMMYHMUTET, C KOTOPbIMM accouuupyorca 13% cuy-
JaeB paka maiky Matku. Tuner BITY 31, 33, 45, 52 1 58, B oTHOIIEHNUN
KOTOPBIX [€BATMBANEHTHAs BaKIMHA BbI3bIBA€T HEIIOCPENCTBEHHYIO
3aIUTY, accouuupyroTcs ¢ 18% ciydvaes, T.e. 5% cpaBHUMBI ¢ O1Ba-
JIEHTHOJI U1 9eThIPEeXBa/JIEHTHOI BAaKI[THAMJ, KOTOPbI€ BbI3bIBAIOT IIe-
PEKpEeCTHBIN MMMYHUTET B oTHOIIeHuy BITY-31, 33 n 45.

CremeHbp KaKoro-ambo mepeKpecTHOT0 MMMYHNUTETA B OTHOIIe-
HIUM HeBAKIMHHBIX TuUIoB BIIY, BhI3BAaHHOTO [€BATUBAIEHTHOI
BaKIIMHOII, ellle HeM3BeCTHa.

CucreMaTu3MpOBaHHDIN 0630p IPOBEJT OLIEHKY M3MEHEHMII B IIe-
puoJ, 10 M TIOC/e BHEJPEHMA BaKIMHALIMM B OTHOIIEHUN yPOB-
Hell MHGUIVpoBaHUA Tunamu Apyrux BITY BeIcoKOTO pricka, 4eM
BITY-16 n 18'%. JlaHHBIe O IIEPEKPECTHOM MMMYHUTETE OBIIN
obHapyXeHsl B oTHomenuyu BITY-31 (oTHomeHme pacmpocTpa-
HenHoctu = 0.73 [95% IIM: 0.58-0.92]), HO HEMHOTO [AHHBIX O
NepeKpecTHOM MMMyHuTeTe B oTHomeHun BITY-33 m BIIY-45
(oTHOWIeHME pacnpocTpaHeHHOCTH = 1.04 [95% [V: 0.78-1.38] n
0.96 [95% OW: 0.75-1.23]).

“pOAOJ'I)KIIITeJ'IbHO(Tb 3alumThbl

IIpu ncnonb3oBaHNUM YeThIPEXBAIEHTHOI BaKLIMHbBI B TPEX030BOM
peXIMe HI OJHOTO YYTEHHOTO CITy4as 3ab0meBaHyA IeiiKy MaTK/
reHuTanmit, cesasanHoro ¢ BITY-6, 11, 16 u 18, He Habmoganocs cpe-
IV BaKIVMHMPOBAHHBIX MOJAPOCTKOB ¥ /NI B IPEAIIOAPOCTKOBOM
Bo3pacTe B TedeHme 10 et Habmomenna'”. Ilpu ncrmonbsoBaHuu
OVBaJIeHTHOJ BAaKIMHBI B TPEXZ030BOM DEXJMe €€ MMMYHOTEH-
HOCTb U J€VICTBEHHOCTb B OTHOLIEHWV MHQEKINN M HOPaKeHUIT
IIeiiKy MaTKy, accouuupyembie ¢ BITY-16 u BITY-18, 6pum mpo-
[eMOHCTPUPOBAHBI B TedeHre 10 8.4 u 9.4 yeT cooTBeTCTBEHHO™.
IIpu ncnonb3oBaHUM NeBATUBAIEHTHOI BaKIVHBI B TPEXJ030BOM
peXuMe ee TeiiCTBEHHOCTb B OTHOIIEHNY MHPEKINY U TOPaXKeHMIT
IIeJKY MaTKV/BHELIHNX [TOIOBBIX OPraHOB/B/Iaranniia Oba mpo-
IEeMOHCTPUPOBaHa B TeueHue 5.6 leT mocae BaKuHaum’”.

YpOBHM aHTHUTEN NOC/IE MCIOIb30BAHNUSA OMBAIEHTHON U YeTHI-
pexBa/leHTHOl BaKLMH B COOTBETCTBMM C JIBYX/I030BbIM KaJIeH-
mapeM (0, 6 MecsLeB) cpenu feBOYeK B BospacTe 9-14 et ocra-
Ba/lNIChb CPAaBHUMBI C TAaKOBBIMM CpeiM >KEHIIVH, IPUBUTHIX B
COOTBETCTBUU C TPEXJ030BbIM Ka/IeH/JapeM B TeueHne 5 JIeT IIoCIe
IIePBMYHON BaKIMHALNY, JEMOHCTPUPYS aHAJIOTMYHYIO KMHETH-
4ecKyo KpuByo. [loka Hen3BeCTHO, MOTPeOYIOTCs n GycTepHbIe
IO3bl Yepe3 HeCKOJIbKO JIeT Ioc/e NepBMYHON nMMyHu3anun. Ha
OCHOBaHMM JaHHBIX 9.4 /ieT Hab/IIOIeHN s TT0C/Ie IePBUYHOI Cepun
BaKIMHALMY U3 3-X 03 6MBa/J€HTHON BAaKIWHBI He OBIIO MOJY-
YeHO J0Ka3aTeabCTBa, YTO €€ /IelICTBEHHOCTb B OTHOIIEHUM MH-
¢dexuun u nopaxennit CIN 1+, acconuupyemsix B BITU-16 niu
BITY-18, cHmxaeTcs co BpemeHem' .

195 Malagon T et al. Cross-protective efficacy of two human papillomavirus vaccines: a systematic
review and meta- analysis. Lancet Infect Dis, 2012;12:781-789.

106 Kemp TJ et al. HPV16/18 L1 VLP vaccine induces cross-neutralising antibodies that may medi-
ate cross-protection. Vaccine 2011;29(11):2011-2014.

197 Draper E et al. A randomized, observer-blinded immunogenicity trial of Cervarix and Gardasil
human papillomavirus vaccines in 12-15 year old girls. Plos One, 2013;8:e61825.

1% Mesher D et al. Population-level effects of human papillomavirus vaccination programs on in-
fections with nonvaccine genotypes. Emerg Infect Dis. 2016;22(10):1732-1740.

19 Das R et al. Effectiveness, immunogenicity, and safety of Gardasil™ in pre-adolescents and
adolescents- 10 years of follow-up. EUROGIN 2016. Available at http://eurogin.com/2016/
images/doc/eurogin-2016-abstracts-part-2.pdf, accessed February 2017.

10 Grading of scientific evidence — table VII: Duration of protection conferred by HPV vaccination
in immunocompetent females. Available at http://www.who.int/immunization/position_pa-
pers/hpv_grad_duration_immunocompetent.pdf, accessed February 2017.
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Siguranta vaccinurilor

Comisia Consultativi Globald a OMS pentru Siguranta
Vaccinurilor (GACVS) examineazi cu regularitate dovezi-
le privind siguranta vaccinurilor anti-PVU. Comisia anali-
zeazd datele de supraveghere disponibile la etapa de post-li-
centiere din asa téri ca Statele Unite, Australia, Japonia, dar
si din alte téri, la fel ca si orice motive de ingrijorare ce
apar sau pe care le abordeaza producatorii. Datele obtinute
din toate sursele continud s insufle optimism cu privire la
profilul de siguranta al celor 3 vaccinuri anti-PVU.""! GAC-
VS a remarcat ca deciziile de politici bazate pe dovezi slabe,
ce determina nefolosirea vaccinurilor sigure sau eficiente,
pot provoca daune considerabile. In ianuarie 2016, GAC-
VS a conchis ca dovezile disponibile nu prezintd motive de
ingrijorare referitor la folosirea vaccinurilor anti-PVU."?

Reactii locale: Durerea este mai frecvent raportatd la momen-
tul injectdrii decét in orele sau zilele urmatoare vaccinarii.'
In studiile clinice pre-licentiere, cu grupuri de control cu
placebo, privind vaccinul tetravalent, reactiile la locul injec-
tarii includeau durerea (84%), eritemul (<25%) si edemati-
erea (25%), durerea fiind semnalatd mai frecvent decét in
grupurile cu placebo - atat pentru placebo doar cu solutie
salind (49%), cat si cu placebo pe baza de aluminiu (75%).
La peste 1 000 de femei cu vérstele intre 18 si 45 ani, reac-
tiile locale erau semnalate mai frecvent la vaccinul bivalent
decit la cel tetravalent. Printre reactiile la locul injectdrii se
regiseau durerea (92,9% pentru cel bivalent, 71,6% pentru
cel tetravalent), inrosirea (44,3% pentru bivalent, 25,6% pen-
tru tetravalent) si edematierea (36,5% pentru bivalent, 21,8%
pentru tetravalent). Durerea severd (spontand sau care nu
permitea activitatea normala) a fost raportata la aproximativ
6% din persoanele vaccinate."* Pentru vaccinul nonavalent
majoritatea reactiilor adverse erau durerea la locul injectrii,
edematierea si eritemul de intensitate micd pana la moderat.
O comparatie a beneficiarilor de vaccin nonavalent cu cei de
vaccin tetravalent a aratat cd riscul acestor fenomene adverse
era ceva mai mare (90,7% comparativ cu 84,9%).” La fetele
de 9-15 ani frecventa aparitiei durerii la locul injectarii, ede-
matierii si eritemului erau 89,3%, 47,8% si respectiv, 34,1%.
Frecventa aparitiei durerii la locul injectérii (71,5%), edema-
tierii (26,9%) si eritemului (24,9%) era mai mica la baietii de
9-15 ani.

Reactii sistemice: In studiile clinice pre-licentiere privind
vaccinul tetravalent, pirexia era unicul fenomen advers ra-
portat, observat la >10% din persoanele vaccinate si mai
frecvent decét in grupurile placebo (10,1%, respectiv 8,4%).
Au fost raportate si alte fenomene adverse sistemice minore
la grupul vaccinat, insé cu o diferenta <0,5%. Reactii adver-
se sistemice usoare, posibil legate de vaccinare, includeau
cefaleea, vertijul, mialgia, artralgia sau simptomele gas-

" Comisia Consultativd Globald si Pozitia privind siguranta vaccinurilor referitor
la siguranta continud a vaccindrii anti-PVU. Disponibil pe http://www.who.int/
vaccine_safety/committee/topics/PVU/GACVS_Statement_PVU_12_Mar_2014.
pdf?ua=1, accesat in februarie 2017;

12 Vezi WER nr.3, 2016, pp. 21-32;

113 Reiter PL et al. Cat de tare doare? Efectele adverse ale vaccinului anti-PVU si im-
pactul asupra finalizarii calendarului cu trei doze. Vaccine. 2009 Nov 16; 27(49):
6840-6844;

"1 Einstein MH et al. Comparatia imunogenitatii si sigurantei vaccinurilor impotriva
papilomavirusului uman (PVU)-16/18 si PVU-6/11/16/18: monitorizarea timp de
12-24 luni in cadrul unui studiu randomizat in faza Il a femeilor sandtoase cu
varsta de 18-45 ani. Hum Vaccin, 2011; 7: 1343-1358;

be30nacHOCTb BaKLNH

[o6anbHBIl KOHCYIbTaTUBHBIN KomuTeT BO3 mo 6esomacHocTH
BakiuH (I'KKBB) perynapHo paccMaTpuBaeT maHHbBIe 0 6Gesommac-
Hoctu BITY-Bakumu. Komurer paccMoTpen JjaHHbIE MOCTIMIIEH-
3JIOHHOTO SMJJIHAA30pa U3 Takux crpaH, kak CIIIA, Ascrpanns,
SInoHus u gpyrue, Tak Kak BO3HUK/IA HEKOTOpas 03a00YeHHOCTD,
a Tak>XXe 1 JaHHbIe Ipou3BojuTesell. JJaHHbIe U3 BCeX ICTOYHMKOB
[O-IPEXXHEMY [AI0T IO3UTUBHYI KapTUHY OTHOCUTENbHO 6e30-
nmacHocTy Beex 3-x BakyuH'"'. TKKBB oTMeTnt, 4TO peneHus, npu-
HUMaeMble Ha OCHOBAHNUMU HeyOeInTebHBIX JAHHBIX, IIPUBOMIIIIE
K OTpaHMYEHHOMY MCIIOIb30BAHUIO 0e30MacHbIX U 9 (PeKTUBHBIX
BaKIMH, MOTYT HaHeCTV 3HAa4MTeNbHbIl Bpell. B snBape 2016 roga
I'KKBB npumien K BbIBOAY, YTO MMEIOIMECS JaHHbIe HE BbI3bIBAIOT
TPEBOTM OTHOCUTEIBHO 6e30macHOCTM UCIonb3oBanms BITU-Bak-
HVIHIIZ'

Mecmmnuvie peakyuu: Bomb Bo BpeMs MHbeKLMU QUKCUPYETCS dalle,
yeM dYepe3 4achl ¥ GHM Iocie BakuyHanuum''. IIpu mpoepmeHnn
IpeIMIIeH3MOHHBIX KIMHIYECKNX VCIBITAHNI, KOHTPOIUPYEMBIX
¢ mrane6o, YeTHIPeXBATEHTHON BAKI[MHbBI PEeaKINy Ha MeCTe MHD-
exumn cocTaBsi 60mp (84%), apuremy (<25%) U MPUITYXTOCTD
(25%), mpu aTOM 60/1b HAOMIOAAIACD Yallle, YeM B TPYIIIAX IIane6o
- B OTHOIIeHNN ITane6o-coneBoro pactsopa (49%) u mmanebo ¢
amomrHyeM (75%). Y menee 1000 >keHuue B Bo3pacte 18-45 jer
MeCTHBIe peaKIiy HaOMoanuch yalle Ipy UCIONb30BaHNU O61Ba-
JIEHTHOI1, YeM IIpM YeThIpeXBaleHTHOI BaKijuHe. Peakunun B MecTe
MHBEKIUY BKI04Yamy 60mb (92.9% - npu 6uBaneHTHOIL, 71.6% - mpu
JeThIpeXBaJIeHTHOI), MoKpacHeHue (44.3% - mpu OMBaJIeHTHOIL,
25.6% - Ipy YeThIpeXBaI€HTHOI) U MPUIYXI0CTh (36.5% - mpu 6m-
BaJIEHTHO, 21.8% - ipu yeThIpexBaneHTHOI). CibHast 6071b (CIIOH-
TaHHas 00/b M 607, HAPYIIAMIAss HOPMAIbHYK AKTUBHOCTD)
perncTpupoBanach IpuOIU3NTENbHO ¥ 6% BaKIMHUPOBAHHBIX ™,
IIpu MCIIONb30BAHMU MAEBSTUBAIEHTHON BAaKIMHBI OOJBIIMHCTBO
M0GOYHBIX NPOSBIEHNII IPEACTAB/SIIO 0Ob B MeCTe MHDBEKINIM,
IPUITYXJIOCTD ¥ 9pPUTEMY JIETKOI MK CpefjHell MHTeHCUBHOCTH. [Tpn
CpaBHEHMM) peIVINMEHTOB HeBATUBAJEHTHON BAaKLUMHBI C PeIMIIN-
€HTAMI YeThIPEeXBAJIEHTHOI BaKL[MHBI PUCK BO3HUKHOBEHUA TUX
MOGOYHBIX TPOABIECHNIT OKa3ajcsA CIerKa BbIle MPU MCIIOIb30Ba-
HUU JieBATUBANIeHTHO Bakuuubl (90.7% npotus 84.9%)%. Cpenn
IleBOYEeK B BO3pacTe 9-15 1eT ypOBHY 9aCTOTBI OO, IPUITYXTOCTU
U 9pUTEMBI B Me€CTe MHbeKUMM cocTapuamu 89.3, 47.8 u 34.1% coor-
BETCTBEHHO. DT 1upbl ObIIN HIDKE CPeyt MATbYMKOB B BO3PACTe
9-15 et - 71.5, 26.9 u 24.9%.

Cucmemmvte peaxyuu: IIpu MpoBefeHNN NpeINIEH3MOHHBIX KIU-
HUYECKUX UCIBITAHWUIT YeThIPEXBaJEHTHO BAKLMHbBI OblIa 3aperu-
CTPUPOBAHA TOJIBKO TUIIEPTEPMUS B KAUECTBE CUCTEMHOTO O060YHO-
rO IPOsIB/IEHsT, KOTOpas Hab/ofanack y <10% BaKIMHMPOBAHHbIX I
6oree yacTo, 4eM B rpymax miame6o (10.1 1 8.4% cOOTBETCTBEHHO).
Jlpyrye He3Ha4YMTeIbHBIE CUCTEMHBIE TI0OOYHbIE TIPOSIB/IEHNS PErN-
CTPUPOBANUCD, HO ¢ <0.5% pasHuUIell MeXJY TPyNIaMy BaKI[IHU-
poBauHbIX. Jlerkue cucreMmHble T0OOYHBIE POSIBIIEHSI, BEPOSTHO,
CBsI3aHHBIE C BaKI[MHAL[VE, BK/IIOYAIOT TOJIOBHYIO 00/Ib, TOTIOBOKPY-
KEHIIEe, MUAJITIIO, APTPAJITMIO U TACTPOMHTECTIHAIBHbIE CYMIITOMBI

1" Global Advisory Committee on Vaccine Safety Statement on the continued safety of HPV vacci-
nation. Available at http://www.who.int/vaccine_safety/committee/topics/hpv/GACVS_Sta-
tement_HPV_12_Mar_2014.pdf?ua=1, accessed February 2017.

112 Cm. No 3, 2016, pp. 21-32.

113 Reiter PL et al. How much will it hurt? HPV vaccine side effects and influence on completion of
the three-dose regimen. Vaccine. 2009 Nov 16; 27(49): 6840-6844.

14 Einstein MH et al. Comparative immunogenicity and safety of human papillomavirus (HPV)-
16/18 vaccine and HPV-6/11/16/18 vaccine: follow-up from months 12-24 in a phase Il ran-
domized study of healthy women aged 18-45 years. Hum Vaccin, 2011; 7: 1343-1358.
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trointestinale (nausea, voma, durere abdominald). La com-
paratia nemijlocita a vaccinurilor anti-PVU bivalent si te-
travalent, reactiile sistematice raportate erau comparabile,
cu exceptia fatigabilitatii 49,8% (I 95%: 45,5-54,2) compa-
rativ cu 39,8% (I1 95%: 35,6-44,1) si mialgiei 27,6% (IT 95%:
23,8-31,6) comparativ cu 19,6% (IT 95%: 16,3-23,3). Frec-
venta manifestdrii fenomenelor sistemice, asa ca cefaleea,
pirexia, nausea sau fatigabilitatea, era similara pentru vac-
cinurile anti-PVU nonavalent si tetravalent (55,8% pentru
nonavalent comparativ cu 54,9% pentru cel tetravalent).”

Supravegherea vaccinurilor dupé plasarea lor pe piata de-
nota ca reactiile sistematice raportate erau in general usoare
sau auto-limitante. A fost raportatd sincopa post-vaccinare,
ca si in cazul multor alte vaccinuri, insé aceasta poate fi mi-
nimizata, iar complicatiile acesteia pot fi evitate cu o prega-
tire corespunzétoare. Au fost observate clustere de reactii
de tip anxios la administrarea vaccinului anti-PVU, care au
un impact asupra programelor de vaccinare.

In studiile pre-licentiere nu au fost semnalate careva fenome-
ne adverse grave atribuibile vaccinului anti-PVU tetravalent
sau bivalent.""® Pentru vaccinul anti-PVU nonavalent, rata
reactiilor adverse grave atribuibile vaccinului era sub 0,1%."¢
Comparatia reactiilor adverse grave provocate de vaccinurile
anti-PVU nonavalent si tetravalent constituiau 0,4%, respec-
tiv 0,2%.59 Studiile clinice post-licentiere privind siguranta
vaccinurilor anti-PVU tetravalent si bivalent la femeile de
18-45 ani nu au constatat diferente clinic relevante intre
grupurile vaccinate in aspect de aparitie a cazurilor noi de
infectie cronica, inclusiv a cazurilor noi de boli autoimune.

Desi cazurilor raportate denotd o serie de cazuri noi de
infectie cronica aparutd dupd vaccinare, inclusiv afectiuni
autoimune, un studiu populational implementat corespun-
zdtor pentru supravegherea sigurantei vaccinurilor la etapa
post-licentiere nu a demonstrat o asociere intre vaccinul
anti-PVU si acele afectiuni. Datele reconfirmé faptul ca
vaccinul anti-PVU nu creste riscul dezvoltarii sindromu-
lui Guillain-Barré."”” Evaluarea datelor de supraveghere a
sigurantei vaccinurilor la etapa post-licentiere timp de mai
mult de 4 ani de folosire de rutind a vaccinului bivalent nu
a constatat careva tipare sau dinamici de potentiale afecti-
uni mediate imun dupd vaccinare, iar incidenta observata
a paraliziei Bell si a sindromului Guillain-Barré confirmat
era in limitele intervalului asteptat in populatia generald.'®
Au fost exprimate motive de ingrijorare privind sindromul
algic regional complex (CRPS) si sindromul tahicardiei
ortostatice posturale (POTS) ca urmare a vaccindrii an-
ti-PVU. In pofida dificultitilor de diagnosticare a ambelor
afectiuni, evaluarea datelor pre-licentiere si post-licentiere
nu dovedeste cd aceste sindroame sunt rezultatul direct al
vaccinurilor anti-PVU.!2

"5 Gradarea dovezilor stiintifice — tabelul VIII: siguranta vaccinarii anti-PVU la fe-

meile tinere. Disponibil pe http://www.who.int/immunization/position_papers/
PVU_grad_safety.pdf, accesat in februarie 2017;

16 Moreira ED et al. Profilul de siguranta pentru vaccinul anti-PVU 9-valent: analiza
combinatd a 7 studii clinice in faza lll. Pediatrics.2016;138(2);

"7 Andrews N. Riscul aparitiei sindromului Guillain-Barré nu creste dupa adminis-
trarea vaccinului fmpotriva papilomavirusului uman: studiu de serii de cazuri,
auto-controlat in Anglia. Vaccine. 2017 Mar 23;35(13):1729-1732;

18 Angelo MG et al. Supravegherea sigurantei la etapa de post-licentiere a vaccinului
fmpotriva papilomavirusului uman PVU16/18 cu adjuvant AS04: mai mult de 4 ani
de experientd. Pharmacoepidemiol Drug Saf, 2014;23(5):456—465;

(TomHoTa, pBOTA, abgoMMHanbHas 60mb). [Ipy HemoCpeaCTBEHHOM
CpaBHeHMN OMBAIEHTHON 11 YeThIPeXBaTeHTHOI BaKIVH CHCTEMHbIe
peakIy perncTPUPOBANUCh Ha CPABHUMBIX YPOBHAX, 33 UCKITIOUe-
HIeM ycTtanoctu — 49.8% (95% [1: 45.5-54.2) mpoTus 39.8% (95%
I 35.6-44.1), muanrunm — 27.6% (95% [IV1: 23.8-31.6) npoTtus 19.6%
(95% [JI: 16.3-23.3) COOTBETCTBEHHO. YPOBHM TaKMX CUCTEMHBIX
IIPOSIB/IEHWIT, KaK TOOBHAs 60JIb, TUIIEPTEPMISI, TOUIHOTA U yCTa-
JIOCTDb OBI/IM aHA/IOTMYHBIMU B OTHOIIEHUI [JeBATUBAJIEHTHON U 4e-
TBIPEeXBAJICHTHOI BaKIVH (55.8% B OTHOIIEHNN NeBATUBA/ICHTHON U
54.9% - uetsipexBanenTHON BITY-Bakimn)>.

ITocT™MapKeTMHIOBBIN 3NMHAA30P [TOKa3all, 4YTO CUCTEMHbIE peak-
LM PETUCTPUPOBANCh, B OCHOBHOM, KaK JIETKM€ M CAaMOKYINUPY-
fomueca. PerncTpupoBanuch oOMOPOKM MOC/Ie BaKI[MHALUY, YTO
ObIBaeT MpM MPUMEHEHUM JPYTUX BAaKI[MH, HO OHUM MUHUMAJIbHBI,
U 3TO OCTIO>KHEHUE MOXKHO M30€XaTh NPY COOTBETCTBYIOIIEI MOf-
rotoBke. Habmofanncp peakium B Byjie TPEBOTY IPYU IPYIIIOBOIL
BaKIMHAIL[MM, ACCOLMMPOBaHHbIe ¢ BBefeHMueM BIIY-BakuuHbl 1
UMelollye BNAHNE Ha IPOTpaMMbl MMMYHU3AI UL

IIpu mpoBefeHUN NpeINIIEeH3MOHHBIX UCTIBITAHUI CePbe3HbIX I10-
6GOYHBIX TPOSIBIEHNIT, CBA3AHHBIX C BAKIMHOI, 3aPETUCTPUPOBAHO
He OBUIO HM B OTHOIIEHN) YeTBIPEXBA/MEHTHOI, HY B OTHOIIEHNN
61BaeHTHOI BakuMHBI'"®. [IpM MCIIONTB30BaHNUY [IeBATUBATIEHTHOII
BaKI[MHbI Cepbe3Hble M0O0YHBIE IPOABJIeHNA Habmogamich y <0.1%
peunmnuentos''®. CpaBHeHMe IeBATUBATEHTHO U YeThIpeXBa/leHT-
HOJ BaKIMH IIPOJEMOHCTPUPOBANO YPOBHU CEPbE3HBIX IpPOABIIE-
Huit B 0.4 1 0.2% coorBeTcTBeHHO. [TOCT/INIIEH3MOHHDbIE KIMHUYE-
CKJ€ VCIIBITAHVsI OTHOCUTEBHO 6€30I1aCHOCTY YeThIPeXBajIeHTHOI
7 OMBAJIEHTHOJ BaKIVH CPeAM JKEHIIVWH B Bo3pacte 18-45 et He
IIOKa3a/IM K/IMHNYECKY 3HAYMMYIO Pa3HUIY MeX]Y BaKI[MHUPOBaH-
HBIMI TPYNIIAMI B OTHOIIEHNY HOBBIX XPOHNYIECKUX 3a00/IeBAHNIL,
BKJI0YAs Ay TOMMMYHHbIE 3a00/IeBaHMA.

XoTs uctopuy 607€3HM BBIABUIN PSAT HOBBIX XPOHUYECKUX COCTO-
SHMI, HaO/MI0aeMBIX ITOC/Ie BaKIVHALWMN, BK/II0Yast ay TOMMMYHHbIE
3a60J1eBaHNA, XOPOLIO OPTAHN30BAHHOE U IOMY/IALNOHHOE MCCTIe-
IOBaHMe OTHOCUTENBHO IOCTINIEH3MOHHOTO SMUAHAI30pa 32 6e3-
OIIaCHOCTDIO TI0Ka3a/I0 OTCYTCTBUE CBA3M Mexy BIIY-Bakunnoi n
TaKUMH COCTOAHMAMMU. [laHHbIe MOATBepKAAI0T, 4TO BIIY-BaknmHa
He IIOBBIIIAET PVICK BO3HMKHOBeHMsS cMHApoMa [uitene-Bappe''.
O630p [aHHBIX MOCTINIEH3MOHHOIO 3MMAHAA30pa 3a 6€30MacHO-
CThI0 B TedeHue 6ojee 4-X JIeT IJIAHOBOTO MCIIONb30BaHMA OuBa-
JIEHTHOJ1 BaKLIMHbI He BBIABMII 3aKOHOMEPHOCTEN 11/ MM TeHJeHLI NI
B OTHOIIEHNY IIOTEHIIMATbHBIX IMMYHO-006yC/IOB/IEHHBIX 3a00/IeBa-
HIIT 1TOC/Ie BaKLMHALMM, @ OTMeYeHHble cy4day Iapanuya bemma n
HOATBEPKICHHDbIE CTy4an cuHpgpoma luiteHe-Bappe 6pitn B mpefe-
JlaX OXW/aeMOTo AMaIa3oHa B 0ObI4HOI momynAnuu''®. Boumu BbI-
CKa3aHbl OMACeHNUsI B OTHOIIEHNN PedIeKTOPHOI CHMITATHIEeCKOI
puctpodun (CRRS) m cuHApOMa OPTOCTATMYECKON TaXMKapAuUu
(POTS) nocne BITY-Bakyuuanuyu. HecMOTps Ha TPYIHOCTM C fiua-
THOCTHUKOIT 060MX HapyIlIeHit, 0630p Ipefi- U IMOCTINLEH3HOHHBIX
ITAHHDBIX He IPefOoCTaB/IAeT JOKa3aTeIbCTB, YTO 9TU CUHAPOMBI He-
IIOCPeACTBEHHO cBsA3aHbl ¢ BITY-Bakumuammn''>

"5 Grading of scientific evidence — table VIII: Safety of HPV vaccination in young females. Avai-

lable at http://www.who.int/immunization/position_papers/hpv_grad_safety.pdf, accessed
February 2017.

116 Moreira ED et al. Safety Profile of the 9-Valent HPV Vaccine: A Combined Analysis of 7 Phase Il
Clinical Trials. Pediatrics.2016;138(2).

"7 Andrews N. No increased risk of Guillain-Barré syndrome after human papilloma virus vaccine:
A self-controlled case-series study in England. Vaccine. 2017 Mar 23;35(13):1729-1732.

"8 Angelo MG et al. Post-licensure safety surveillance for human papillomavi-

rus-16/18-AS04-adjuvanted vaccine: more than 4 years of experience. Pharmacoepidemiol
Drug Saf, 2014;23(5):456-465.
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Siguranta vaccinurilor anti-PVU la copiii mai mici de 9 ani
nu a fost evaluatd.

Sarcina: In lipsa unor studii cu grupuri de control cores-
punzitoare efectuate pe femei gravide, ca masurd de preca-
utie vaccinarea anti-PVU nu este recomandata pe perioada
sarcinii. Totusi, exista unele date de la femeile, pentru care
se cunoaste rezultatele evolutiei sarcinii, care au fost vacci-
nate intdmplétor fiind gravide, gratie instituirii registrelor
de sarcina. Nu au fost semnalate careva probleme legate de
siguranta vaccinurilor asupra evolutiei sarcinii sau dezvol-
tdrii fetale la femeile ce au beneficiat de oricare din cele 3
tipuri de vaccin anti-PVU.1? 120 39 121

Evaluarea datelor de supraveghere post-licentiere pentru
vaccinul tetravalent dintr-un registru de sarcina'? a eluci-
dat cd pentru anumite rezultate adverse (anomalii congeni-
tale severe, decesul fetal sau avortul spontan) nu s-a atestat
vreo diferenta in frecventa aparitiei acestor afectiuni dupa
vaccinare comparativ cu ratele de referinta din populatia
generald. O evaluare rezumand datele de supraveghere a si-
gurantei vaccinului la etapa de post-licentiere pentru vac-
cinul anti-PVU bivalent a constatat ca rezultatele sarcinii
la femeile intamplator vaccinate in perioada sarcinii erau
similare estimdrile publicate pentru femeile nevaccinate.
Raportul sarcinilor cu rezultate adverse dupa administra-
rea vaccinului nonavalent erau in limitele raportate la po-
pulatia generald.116 Proportia participantilor cu nou-nds-
cuti vii, dificultate la nastere, avorturi spontane sau decese
fetale tardive era similard pentru vaccinurile nonavalent si
tetravalent. Nu au fost raportate anomalii congenitale in
cazul sarcinilor, in cazul carora data estimata a conceptiei
era cu 30 de zile pana la sau dupa orice vaccinare.”® Un stu-
diu de cohortd recent a demonstrat cd imunizarea cu vac-
cin anti-PVU tetravalent in timpul sarcinii nu era asociatd
cu o crestere considerabild a riscului de rezultate adverse
pentru sarcina.'”!

Co-administrarea cu alte vaccinuri

Potrivit producitorilor, vaccinurile pot fi administrate con-
comitent cu alte vaccinuri de rutind, cum ar fi cel difteric
(d), tetanic (T) sau pertussis acelular, cu sau fard vaccinul
poliomielitic inactivat (vaccinurile IPV, dTpa, dTpa-IPV),
neexistand o interferentd clinic relevanti intre rdspunsul
umoral la oricare din componentele oricdrui vaccin.”” **
¥ Administrarea consecutivd a vaccinului combinat dT-
pa-IPV urmatd de vaccinul anti-PVU bivalent a demon-
strat o luna mai tarziu niveluri GMT anti-PVU-16 si an-
ti-PVU-18 mai mici decét vaccinul anti-PVU administrat
singur. Nu este clard relevanta clinicd a acestei observari.
Vaccinul anti-PVU bivalent poate fi administrat concomi-
tent cu vaccinul combinat impotriva hepatitei A (inactivat)
plus hepatitei B, iar ambele vaccinuri anti-PVU bivalent si
19 Wacholder S et al. Riscul avortului spontan la folosirea vaccinului bivalent fmpo-

triva tipurilor 16 si 18 de papilomavirus uman (PVU): analizd agregata a 2 studii
randomizate cu grupuri de control. BMJ, 2010 Mar 2;340:¢712;

120 FDA Cervarix. Informatii complete privind prescriptia, 2009. Disponibil pe http://
www.fda.gov/downloads/biologicsbloodvaccines/vaccines/approvedproducts/
ucm186981.pdf, accesat in februarie 2017;

121 Scheller NM et al. Imunizarea cu vaccinul anti-PVU tetravalent si riscul rezultatelor
adverse pentru sarcind. N Engl J Med 2017;376:1223-1233;

122 Goss MA et al. Lipsa reactiilor adverse dupa expunerea la vaccinul impotriva ti-
purilor 6/11/16/18 de papilomavirus uman in timpul sarcinii: datele registrului
sarcinilor pentru 6 ani. Obstet Gynecol, 2014;123 Suppl 1:93S;

besonacunoctp BITY-BakijuH B OTHOIIIEHUN [eTel Majiile 9 et He
yCTaHOBJIEHA.

bepemennocmo: Ilpu OTCYyTCTBUM XOpPOIIO KOHTPONMPYEMBIX MC-
clemoBaHMit cpeay OepeMeHHBIX OKeHIqumH BIIY-BakumHarus
6epeMeHHBIX He PeKOMEHJYeTCsA MO COOOpaXKeHMAM IIPeoCTO-
poxxaocTn. OfHAKO MMETCA HEKOTOpPbIe NaHHBIe OTHOCHUTENb-
HO JKEHIIVH, HeIpefHaMePeHHO BaKIMHUPOBAHHBIX BO BpeMA
6epeMEeHHOCTU C M3BECTHBIM NCXOAOM 0epeMEeHHOCTH, a TaKXe
IaHHBIe PerncTpoB 6epemenHocTu. He ObIIO BBIABIEHO HMKAKIX
cnennuduyeckux mpobaeM B OTHOMIEHUM MCXOfa OepeMeHHOCTH
YIM Pa3BUTUA IVIOfA Y XKEHIUH, TOMTYYUBIINX KaKyo0-1160 13 3-X
BHq-BaKLH/IH 59, 119, 120, 121.

OlneHKa JaHHBIX MOCTINI[EH3VOHHOTO SIMIHA30pa 3a YeThIpexBa-
JIEHTHOJ BaKIMHOJ IO PerucTpy bepemeHHOCTH'
OTHOIIEHN! HECKO/IBKIX HeO/MarompysiTHBIX MCXOfi0B (cepbe3Hble
BpoX/ieHHbIe JleeKThl pasBuTusi, rubenb IIOfA U CAMOIPOV3BOTIb-
Hble BBIKVJIBIIIN) He HAOTIONA/NIOCh Pas/ndysi B MOSIBIEHNN 3THUX CO-
CTOSIHMII [IOC/Ie BaKI[MHALMM ¥ VICXOJAHBIX YPOBHEN 9TUX COCTOSHMIL
B nony/sinuy. O630p CyMMIPOBAHHBIX JAHHBIX IIOCT/INIIEH3MOHHOTO
0630pa 3a 6€30MaCHOCTHIO OMBATIEHTHOI BAKI[MHBI TOKA3aJI, ITO UCXO-
Jibl 6epEeMEHHOCTH Y JKEHIIIH, HellpeHAMEPEHHO BaKIMHIPOBAHHBIX
BO BpeMsA OepeMeHHOCTH, ObUIN aHAJIOTMYHBIMY TeM, YTO 11 Y HeBaKIIN-
HMPOBAHHBIX JKeHIVH. [Iporopuus 6epeMeHHOCTel! ¢ He6naronpuAT-
HBIMY MCXO[aMI TIOCTIe TIOTyYeHUA AeBATUBANCHTHOI BaKI[VHBI Obla
B IIpefiefiaX AMaIla30HOB, HAOMO[aeMbIX B o61telt momynAmyu' 6. Coot-
HOLIIEHVS JIALL C XVBOPOXX/JEHHBIMI M/IAJIEHI[AMM, CTIOKHOCTSIMI TIPU

II0Ka3aja, 4TO B

PO7iax, CaMOIIPOM3BOIbHBIMYU BLIKMBIIIAMY, TIO3/[HEl CMEPTBIO TII0fA
ObUIN aHATIOTMYHBIMI [PV VICIIO/Ib30BAHY JIEBSITUBA/ICHTHON 11 Y€ThI-
PexBajIeHTHOI BaKI[MH. Bpo)kJileHHasA aHOMa/INA He PeruCTPUPOBATIACh
B CTy4ae GepeMeHHOCTI C PACIeTHBIMIU BPEMEHH , YTO ObITa OHA BbI-
siBjIeHa B mpepenax 30 [jHeil 0 WM OCTIe KaKoil-n00 BaKI[MHALUN.
HenaBHee koropTHoe 1ccefoBaHye IPOJEMOHCTPUPOBAIO, YTO YEThI-
pexBanenTHast BITY-BakunHa, BBejeHHAsA BO BpeMs OepeMeHHOCTH, He
ACCOLMMPYETCS CO SHAYUTETHO BHICOKVIM PUCKOM Pa3BUTHUSA HebIaro-
IIPUATHOTO MCX0Aa bepeMeHHOCTI !

OpHoBpeMeHHOEe BBefleHne ¢ ApYyrumu BakLMHammn

CormacHo nH(OpMAaIVV IPOU3BOLUTENEl BAKIIVIHBI MOTYT BBOZUTD-
CA OJHOBPEMEHHO C APYIMMM IUIAHOBBIMM BaKLMHAMU, COfieprKa-
UMY JUQTepUITHbIN 1 CTONOHAYHBIN AHATOKCUHBI, OeCKIeTOYHBII
KOKJTIOIITHBIIT KOMITOHEHT C WM 0€3 MHAKTUBVPOBAHHOI ITO/INOBAK-
muuoit (UTIB, AGKIC-M, A6KJIC-M-UIIB Bakuuubl) 6€3 KIMHU-
4eCK! 3HAUYMMOIl MHTep(epeHunu ¢ KaKuM-1100 13 KOMIIOHEHTOB
06011 u3 aTux Bakuuu’” ¥, TlocregoBarenbHoe BBenenne A6KIIC-
M-MWIIB, a Bcrer 3a Heit 6uBanenTHOM BITY-BakunHe! (depe3 MecsIr)
BbI3bIBaeT MeHbluye yposHu GMT B orHomenun BITY-16 u BITY-
18, yem Tonpko BIIY-Bakmmubl. KnmHnyeckass 3HaYMMOCTb 3TOTO
HabmoneHusa HeusBecTHa. buBanentHas BITY-BakimHa MOXKeT BBO-
IUTBHCs OHOBPEMEHHO ¢ KOMOVMHMPOBAHHOI BaKIMHOI IPOTUB Te-
naruta A (MHaAKTMBUPOBAHHOIT) 1 reratuTa B u obe — OuBaneHTHAS
n 4yeTblpexBaneHTHasA BIIY-BaknuHbBI - ¢ BaKIIMHOI NMPOTUB Tema-
19 Wacholder S et al. Risk of miscarriage with bivalent vaccine against human papillomavirus

(HPV) types 16 and 18: pooled analysis of two randomised controlled trials. BMJ, 2010 Mar
2;340:c712.

120 FDA Cervarix. Full prescribing information, 2009. Available at http://www.fda.gov/downloa-
ds/biologicsbloodvaccines/vaccines/approvedproducts/ucm186981.pdf, accessed February
2017.

12 Scheller NM et al. Quadrivalent HPV Vaccination and the Risk of Adverse Pregnancy Outcomes.
N Engl J Med 2017;376:1223-1233.

122 Goss MA et al. No adverse signals observed after exposure to human papillomavirus type
6/11/16/18 vaccine during pregnancy: 6-year pregnancy registry data. Obstet Gynecol,
2014;123 Suppl 1:935.
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tetravalent — cu vaccinul impotriva hepatitei B. Concentra-
tiile medii geometrice (GMC) anti-HBs erau considerabil
mai mici la co-administrare, insd nu este clard relevanta
clinicd a acestei observari. Nu existd informatii disponi-
bile despre produse privind co-administrarea vaccinului
anti-PVU nonavalent si a vaccinului impotriva hepatitei
virale B. Atunci cind vaccinul anti-PVU este administrat
concomitent cu un alt vaccin injectabil, vaccinurile vor fi
intotdeauna injectate in locuri diferite.’”* %

O evaluare sistematicd'”® a conchis ca raspunsul imun la
co-administrarea vaccinului anti-PVU cu alte vaccinuri,
inclusiv cu vaccinul meningococic conjugat, nu era inferi-
or administrérii doar a vaccinului anti-PVU, fard o crestere
semnificativd a reactogenitdtii generale, inclusiv a reactii-
lor locale sau a fenomenelor adverse sistemice la grupul cu
vaccinuri co-administrate. Mai mult ca atat, un studiu ana-
lizand co-administrarea vaccinului anti-PVU nonavalent
cu vaccinurile meningococic si dTpa a constatat ca admi-
nistrarea concomitentd era in general bine tolerata, fara in-
terferente cu rdspunsul umoral la vaccinurile examinate.'**

Co-administrarea cu alte vaccinuri, inclusiv cel impotriva
gripei sau rujeolei, oreionului si rubeolei nu a fost studi-
ata.

Cost-eficacitatea

Evaluarea cost-eficacitétii vaccinurilor anti-PVU este puter-
nic influentaté de pretul vaccinului, cheltuielile operationale,
prevalenta PVU, numarul de doze de vaccin ce revin unui
beneficiar, §i acoperirea cu screening si tratamentul cance-
rului, in particular in locatiile cu resurse limitate.’*® Evalua-
rea cost-eficacitatii la nivel global, informaté de dovezile din
tari, sugereazd ca vaccinarea fetelor pre-adolescente este, de
reguld, cost-eficienta, in special in tarile cu resurse limitate,
unde masurile alternative de control si profilaxie a cancerului
cervical au o penetrare limitata."® 1%/

Evaluarea cost-eficacititii suplimentare a diverselor sche-
me de vaccinare este influentatd, de asemenea, de durata
de protectie presupusi. Doud modele dinamice - un model
de transmitere compartimental si un model de transmitere
individuald - au evaluat impactul vaccinurilor anti-PVU,
infectia PVU, transmiterea pe cale sexuala si evolutia natu-
rald. Ambele modele au prezis, pornind de la presupozitia
ipoteticd cd schema de vaccinare cu 2 doze doar a femeilor
asigura o durata de protectie >20 ani, cd adaugarea unei a
treia doze va preveni doar cateva cazuri suplimentare. To-
tusi, daca se presupune o duratd a protectiei <10 ani, supli-
mentarea calendarului cu o a treia dozd are un beneficiu cu
mult mai mare. Pornind de la presupozitia ca durata pro-
2 Noronha AS et al. Evaluare sistematicd a co-administrarii vaccinului impotriva pa-
pilomavirusului uman. Vaccine 2014;32(23):2670-2674;

124 Schilling A et al. Co-administrarea vaccinului 9-valent impotriva papilomavirusului
uman cu vaccinurile Tdap sau meningococic. Pediatrics. 2015 Sep; 136(3):e563-72;

125 Vaccinarea impotriva papilomavirusului uman (PVU): evaluare sistematica ac-
tualizata a analizelor de cost-eficientd. Disponibil pe http://www.who.int/im-
munization/sage/meetings/2016/october/SAGE_yellow_book_october_2016.
pdf?ua=1, accesat in martie 2017;

126 Modelarea estimérilor eficientei si cost-eficacitatii suplimentare a vaccindrii anti-PVU.
Disponibil pe http://www.who.int/immunization/sage/meetings/2016/october/07_
Modelling_PVU_immunization_strategies.pdf?ua=1, accesat in februarie 2017;

27 Fesenfeld M et al. Cost-eficacitatea vaccindrii impotriva papilomavirusului
uman in térile cu venituri mici si medii: evaluare sistematica. Vaccine. 2013 Aug
20;31(37):3786-804;

tuTa B. YpoBHU cpepHereomMeTpuyeckux KoHueHTpanuii antu-HBs
(GMC) 6bU1M 3HAYUTEIBHO HIDKE IMPU OFHOBPEMEHHOM BBefIeHMN,
HO K/IMTHUYECKasi 3HAYMMOCTb 9TOTO HaO/IIoeHnsl HensBecTHa. VIH-
dbopmanyss OTHOCUTENIPHO OJHOBPEMEHHOTO BBEJIEHMs JieBSATHBA-
neHTHONM BIIY-Bakumubl M BakuuH NpoTus renatuta B Her. Ecin
BITY-BakijuHa BBOAUTCA B TO K€ BpeMs, 4TO 1 APyras MHDEKIVIOH-

Hasl BaKI[JHa, OHM BCET/ia IO/DKHBI BBOAUTBCA B pasHble MecTa® %%,

CucreMaTu3upoBaHHbII 0030p'* mpuuen K BBIBOAY, 4TO MM-
MYHHBIIT OTBeT OblI He Xyxe, Korga BITY-BakumHa BBOAWMIACH
OJHOBPEMEHHO C APYIMMH BaKIVHAMIU, B TOM 4YNCIe MEHMHIO-
KOKKOBOJI KOHBIOTMPOBAHHOI BaKIMHOIL, 1 He HAOMI0AaT0Ch BbIpa-
YKEHHOJT TIOBBILIIEHHOT 0011[ell peaKTOTeHHOCTH, BKII0Yasi MeCTHbIE
U CUCTEMHbIe HeONIaronpuATHbIE ITOOOYHBIE MPOABIEHUA B TPYII-
Iax Jinl, B KOTOPHIX OCYLIEeCTB/IANOCh OJHOBpEMEHHOEe BBefleHNe
BaKIMH. boree Toro, nccienoBanue, B poiecce NpoBeeHNsA KOTO-
pOTro aHA/MM3MPOBAIOCH OHOBPEMEHHOE BBeJleHe [IeBATIBAICHT-
Hoit BITY-Bakimusl 1 MeHMHIokKoKKoBoit n A6KIC-M Bakuus,
[I0KA33aJI0, 9TO TAaKOEe BBEIEHIE€ OOBITHO XOPOIIO IIEPEHOCUTCS 11 HE
BBI3BIBAET MHTep(EPEHIN B OTHOIIEHNN MMMYHHOTO OTBETa Ha
UCIBITYeMble BaKIMHBI'*,

OpHoBpeMeHHOE BBefleHME C APYTMMM TaKMMM BaKIMHaMM, Kak
BAaKIMHbl NPOTUB TPUIIIA, KOPU, MAPOTUTA U KPACHYXM, elle He
U3YYEHO.

JkoHoMMnYecKast 3hpheKTUBHOCTD

Ouenka skoHOMudeckoi addexrnpHocTr BIIY-Bakume BO MHO-
TOM 3aBUCUT OT CTOMMOCTY BaKIVMHBI, ONlEPATUBHBIX PACXO/0B, 110~
paxennocty BITY, 4ncia 103 BakLMHBI HA pELUIINEHTa, 3aTPaT Ha
CKPMHMHT ¥ JIeYeHNe paka, 0COOEHHO B YC/IOBMIX OIPaHMYEHHBIX
pecypcoB'®. AHann3 9KOHOMMYECKOI 3P PEeKTUBHOCTU B ITI00AND-
HOM KOHTEKCTe, 110 JAHHBIM CTPaH, CBU/ETENbCTBYET, YTO BaKI[MHA-
LVl IeBOYEK [IOMOfPOCTKOBOrO BO3pacTa OOBIYHO 3KOHOMUYECKNU
3¢ exTuBHa, 0COOEHHO B YC/IOBUAX OTPAaHNYEHHBIX PECypCOB, Ifie
a/IbTepHATMBHbIE MPOQUIAKTIKA PaKa LIEVKM MAaTKU M MEPBI IO
60pbbe ¢ nHDeKIMelT YaCTO UMEIOT OTPaHNYEeHHBIIT oXBaT 1?7,

O1eHka Bo3pacTalollell 9KOHOMIYeCKO 9 PeKTUBHOCTU PasHBIX
KaJIeHJapell TpMBMUBOK TaK)Ke 3aBMCUT OT IPEeANONI0XKEHUIT OTHO-
CUTETbHO IPONO/KUTENBHOCTY 3aIUTHL. [IBe IMHAMMYHbIE MOJIENN
— M30/IMPOBAHHO Nepefiauyl ¥ MOJENb MHAVBULYaTbHON Nepeadn
— JUCIIO/Tb30BAMNCh I oueHku BausHua BITY-pakuun, BITY-un-
(dexuun, peTpPOCIeKTUBHON Iepefadll MOIOBBIM 1 €CTeCTBEHHBIM
nytem. O6e Mofenu IpUBeIN K BHIBOAY, YTO IIPU TUIOTETUIECKOM
MIPEAONIOKEHNMN, YTO Y KEHINH, IPUBUTHIX TOTBKO ABYMs 103aMI
BaKLJVHDI, IPOLO/DKATEIBHOCTD 3alUThl cOCTapiAeT =20 y1eT; He-
CKOJIBKO JIOTIOJTHUTE/IbHBIX CTy4aeB 3a00/eBaHMs Oy/eT IpefjoTBpa-
LIIeHO BBeJleHNeM MOIOHUTeNbHOI TpeTbeil f1o3bl. OfHaKO, ecnn
IIPOJO/IDKUTENDPHOCTD 3alUThI 6YL[€T <10 neT, monb3a OT JOIIO/THU -
Te/IbHON TpeTbef/I JO3bl 6YI[€T 3HAYMTENbHO OOsbIne. B YyC1OBUAX
BBICOKOT'O YPOBHS JIOXO[0B HACeeHNA MPU IMPEAIIONOKEHNM, YTO
5 Noronha AS et al. Systematic review of human papillomavirus vaccine coadministration. Vacci-
ne 2014;32(23):2670-2674.

124 Schilling A et al. Coadministration of a 9-Valent Human Papillomavirus Vaccine With Meningo-
coccal and Tdap Vaccines. Pediatrics. 2015 Sep;136(3):€563-72.

125 Human papilloma virus (HPV) vaccination: an updated systematic review of cost-effectiveness
analyses. Available at http://www.who.int/immunization/sage/meetings/2016/october/
SAGE_yellow_book_october_2016.pdf?ua=1, assessed March 2017

126 Modelling estimates of the incremental effectiveness & cost-effectiveness of HPV vaccination.
Available at http://www.who.int/immunization/sage/meetings/2016/october/07_Mode-
lling_HPV_immunization_strategies.pdf?ua=1, accessed February 2017.

127 Fesenfeld M et al. Cost-effectiveness of human papillomavirus vaccination in low and middle
income countries: a systematic review. Vaccine. 2013 Aug 20;31(37):3786-804.
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tectiei este 10-20 ani, in tarile cu venituri mari adaugarea
dozei a treia de vaccin anti-PVU nu este cost-eficienta.

O evaluare sistematicd si meta-analiza reprezentind pre-
dictiile agregate din 16 modele independente de trans-
mitere dinamica din 10 tdri cu venituri mari (TVM) su-
gereazd ca vaccinarea anti-PVU va genera un puternic
efect de protectie colectivd, determinand pe termen lung
o scadere considerabild a numdrului de infectii PVU si a
bolilor asociate acesteia la femeile si barbatii nevaccinati.
Protectia colectivd este prezisd chiar si pentru o acoperi-
re vaccinald de doar 40%, fiind mai mare pentru PVU-18,
PVU-6 si PVU-11 decét pentru PVU-16. Constatarile din
tirile cu venituri mici si medii (TVMM) sunt in concor-
danta cu rezultatele modelelor din TVM. La nivelul actual
al preturilor la vaccinurile anti-PVU bivalent si tetravalent,
vaccinarea doar a fetelor este cost-eficientd (comparativ cu
nevaccinarea) indiferent de care vaccin n-ar fi folosit, chiar
dacd nu luam in calcul protectia incrucisata sau protectia
colectiva. Intr-o analizi globald, vaccinarea doar a fetelor
s-a dovedit a fi cost-eficientd chiar si atunci cand s-a exa-
minat ca rezultat doar impactul nemijlocit asupra femei-
lor vaccinate si asupra cancerului cervical, folosind pentru
cost-eficienta diferite valori-prag. Vaccinarea ambelor sexe
este intotdeauna mai putin cost-eficienta decét vaccinarea
doar a fetelor si este putin probabil si fie cost-eficienta
daca acoperirea vaccinald in aceastd populatie este <80%.
Daci acoperirea vaccinald anti-PVU la fete este ceva mai
mare decét 50%, este putin probabil ca vaccinarea ambelor
sexe va fi cost-eficientd (comparativ cu vaccinarea doar a
fetelor). Sub nivelul de acoperire vaccinala de 50% la fete,
vaccinarea baietilor ar putea fi cost-eficientd doar in anu-
mite conditii, in functie de costurile pe care le implica,
epidemiologia bolilor asociate PVU si aspectele programa-
tice.!?

Actualele modele din TVMM si TVM prezic ca trecerea la
calendarul de imunizare cu vaccin anti-PVU nonavalent va
reduce si mai mult numérul de leziuni cervicale pre-can-
ceroase §i cancer cervical, cu un impact foarte modest asu-
pra rezultatelor necervicale asociate infectiei PVU. Totusi,
important este cd magnitudinea beneficiilor suplimentare
ale vaccinului nonavalent in prevenirea cancerului cervi-
cal depinde foarte mult de nivelul si durata presupuse ale
protectiei incrucisate oferite de vaccinurile bivalent sau
tetravalent. In TVM, tranzitia la vaccinul nonavalent se
presupune a fi cost-eficientd sau generatoare de economii,
dacd se presupune ca costul per dozd de vaccin anti-PVU
nonavalent este cu 10-15% mai mare decat cel al vaccinu-
lui tetravalent. O analiza globala a estimat ca imunizarea
cu vaccin nonavalent doar a fetelor era cost-eficientd in
TVMM (comparativ cu vaccinul bivalent sau tetravalent,
folosind ca valoare-prag al cost-eficientei 1 x produsul in-
tern brut), presupunand administrarea a 2 doze si un cost
per doza al vaccinului nonavalent in aceleasi limite ca si
al vaccinurilor anti-PVU bivalent sau tetravalent. Vaccinul
nonavalent nu era cost-eficient (comparativ cu cel biva-
lent) atunci cand in calcul era luata protectia incrucisata
maximala oferita de vaccinul bivalent.

IIPOO/DKATEIBHOCTD 3alUThl cocTassier 10-20 net, fobaBneHue
TpeTbell JO3bl IPU3HAHO HEPEHTAOENTbHBIM.

CucreMaTH3MpOBAaHHBIN 0030p M MeTa-aHaANU3, HMpPefCTAB/IAIONI
o01ye IPOrHO3bI 16-TU He3aBMCYIMBIX AMHAMMIYHBIX MOJeNell B OT-
HoLIeHuy nepepauy 13 10 cTpaH ¢ BLICOKMMMU JJOXO[JaMM HaceTeHNA
(CBJI), maror nmpaBo nonararp, 4to BITY-BakHAIUA CO3/jaCT MOII-
HBII KO/IJIEKTMBHBIN MIMMYHUTET, KOTOPBIil IpUBeNeT K CylLleCTBEH-
HOMY IO/ITOCPOYHOMY CHIDKeHMI0 3aboeBaemoctu BITY-undexun-
el U CBSI3aHHBIX C Hell 3a00IeBaHNUIT CPeNU HEMPUBUTHIX >KEHIINH
u MyxuuH. Takoll pe3ynbTaT IPOTHO3MPYeTCS fakKe IPU OXBaTe
BakuuHauueir B 40% u go/KeH ObITh Bbille B oTHOIeHuu BITY-18,
BIIY-6 u BITY-11, yem B orHomenun BIIY-16. PesynbraTsl B 0THO-
ILIeHNH CTPAH C HUSKUMIU 1 cpefHuMM foxoxamu Hacenenus (CITHC)
coBMecTUMBI ¢ pesynabratamu mopeneit (CBJI). Ilpu cymecTByio-
IUX I[eHaX Ha GMBA/JIeHTHYIO U YeTHIPeXBAaJICHTHYIO BaKIIMHBI BaK-
LMHALMA TONBKO JIeBOUEeK SBJISAETCS SKOHOMMUYECKU 3P PeKTUBHOI
(IpOTVB OTCYTCTBUSA BaKIMHALMM) HE3aBUCUMO OT JICIO/Ib3yeMOil
BAKIIVHBI, JJaKe KOTfa IpefIoaaraeTcs OTCyTCTBME HepeKpecTHOM
VWIM KOJJIEKTUBHOM 3amuThl. [10 JaHHBIM aHaMu3a, B I706aTbHOM
KOHTEKCTE BAKIIMHAIUSA TONBKO JEBOYEK SIB/ISETCS 9KOHOMUYECKN
3¢ PEeKTUBHOI, faXKe KOTjA YYUTBIBAETCS JIUIIb HEIIOCPENCTBEHHOE
BIUSHNE Ha BAaKI[MHMPOBAHHBIX JKEHIIVH U PaK MIEHKM MATKM, KaK
MCXOf], TIPM UCIIONb30BAHUY PAa3HBIX MTOPOTOB 9KOHOMUIECKOI -
dextuBHOCTI. HeitTpanbHas B TeHAEPHOM OTHOLIEHNY BaKI[HALS
BCerja MeHee 9KOHOMMYeCKy 9P PeKTIBHA, YeM BaKL[MHALINS TOIBKO
leBOYeK, I MATIOBEPOATHO OyeT 9KOHOMUYecKn 3¢ HeKTUBHOI Ipu
oxsare npuBuBKamu >80%. Ecnu oxBat BITY-BakinHanmeit feBouex
BBILIle, YeM IpuOIu3nuTenbHo 50%, HeliTpaabHas B TeH/JEPHOM OTHO-
IIEHNV BaKIVHAIVS MaJIOBEPOSITHO OyzeT peHTabenbHON (IpoTus
BaKLMHAIIMI TONBKO JleBo4eK). [Ipn oxBare geBouek MeHee 50% Bak-
LMHALMSI MaIb4MKOB MOXET OBITH IIPU HEKOTOPBIX YCIOBVSX 9KO-
HOMIYECKOIT 9¢)(HeKTUBHOI, YTO 3aBUCUT OT CYI[ECTBYIOLINX PacXo-
JIOB, MUIEMUOIOTUY 3a00/IeBaHMIL, CBsA3aHHbIX ¢ BITU-undexumert,
U IPOTPAMMHBIX 0COOEHHOCTET .

Cymecrsyromue mozenu CBJ] u CIJHC npornosupyiot, 4To nepe-
XOJ] K CTpaTerny MCIONb30BaHMA eBATUBaNeHTHOI BITU-BaKIIMHBI
ellle CHU3UT IMpefipaKoBble MOPaXXeHNUA IINIKM MAaTKM U paK LICTKU
MaTKV C BeCbMa OTPaHMYEHHBIM BIMsAHMEM Ha 1cxopsl BIIY-uH-
dexnym, He CBA3aHHDBIE C IMeifkoit MaTky. OfHAKO Ba)KHO OTMe-
TUTD, YTO BeTMYMHA MOMb3BI OT MCIONb30BAHNA AeBATUBATCHTHO
BAaKIVMHBI B IPEJOTBPALeHIN PaKa MIeiKM MaTKU B 3HAYMTETbHON
CTEMEHN 3aBMUCUT OT TIPEATIONOKEHNII OTHOCUTENbHO YPOBHA U
HPOJO/DKUTEIBHOCTI TIePeKPeCTHOI 3alNThl, OobecednBaeMoil
OMBaJIEHTHOI 1 YeTblpexBajeHTHOI BakumHamu. B CBJl cTpanax
Iepexoj K IporpaMme MCIO/Ib30BAHNS IEBATUBAICHTHON BaKI[U-
HBI, CYUTaeTCsA, OyeT 9KOHOMIYeCK 9 PeKTUBHBIM 1 IPUBEIET K
9KOHOMMUM CPEJICTB, €C/IU CTOMMOCTD JO3bl AeBATUBA/JICHTHOI BakK-
LuHbI OyzeT Ha 10-15% BbIlle, 4eM [j03a YeTbIpeXBaJeHTHO BakK-
tyHelL. [Ipyu npoBefeHny rnobaapbHOro aHaan3a ObIIO0 PACCINUTAHO,
YTO BAaKIMHAIVA TONBKO JAEBOYEK JAeBATUBATCHTHBIM IIpeIapaToM
6yner sxoHommuecku sddexrusHoit B CIHC crpanax (mporus
6MBaTIEHTHOI ¥ YeTHIPEXBATEHTHOI BaKIVH IPU MCIIOTb30BAHUU
1 X BaJIOBBIN OMANTHNIT TPOAYKT B Ka4eCTBe MOPOTa 3KOHOMMIe-
ckoit 9 PeKTMBHOCTU) IPY YCTIOBUY UCIONB30BAHMA IBYX/I030BO-
rO KaJIeHfiapsi IPUBUBOK M TOI XK€ CTOMMOCTY A€BATUBATCHTHOI
BaKI[MHBI, YTO U CTOMMOCTb OMBAJEHTHOI ¥ YeTbIPEXBa/JCHTHOIL
BakIUH. [leBATHBa/eHTHAs BaKIMHA He ObIIa 9KOHOMUYECKH 3¢-
¢dexTUBHOI (IPOTUB OMBAJIEHTHOIL) IIPY YCITOBUM HATMYMA MaKCHU-
MaJIbHOJI IepeKPeCTHOI 3aIUThI IPU MCIONb30BAHNN OUBa/EHT-
HOTO IIpernapara.
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In TVM si TVMM, vaccinarea cohortelor de varste mul-
tiple se presupune ca va atinge impactul vaccinarii intr-o
perioadd considerabil mai scurtd decét vaccinarea unei
singure cohorte de varsta. Totusi, impactul vaccindrii co-
hortelor de véarsta multiple ar putea fi diminuat in térile in
care se atesta un debut precoce al vietii sexuale. O analiza
globald a demonstrat cd vaccinarea fetelor din cohorte de
varstda multiple este cost-eficienta pentru intervalul de vér-
ste 9-14 ani (comparativ cu o singura cohorta de varsta),
in special atunci cand este aplicata schema de vaccinare cu
2 doze. Cost-eficacitatea suplimentara pentru cohortele de
varstd aditionale la fete si femeile trecute de 15 ani este mai
mica, fiind necesard o a treia doza, iar o proportia tot mai
mare a fetelor sau femeilor s-ar fi infectat deja cu PVU in-
tre timp.

Pozitia OMS

OMS recunoaste importanta cancerului cervical si a altor
afectiunilor PVU-asociate ca probleme globale de sanata-
te publicd si reitereazd recomandarea de includere a vac-
cinurilor anti-PVU in programele nationale de imunizéri.
Cancerul cervical, care constituie 84% din toate cancerele
PVU-asociate, trebuie sd riménd o prioritate pentru imu-
nizarea anti-PVU. Prevenirea cancerului cervical este cel
mai bine realizatd prin imunizarea fetelor pana la debutul
vietii sexuale a acestora. Toate cele 3 vaccinuri anti-PVU
licentiate - bivalent, tetravalent si nonavalent - au profiluri
de siguranta, eficientd si eficacitate excelente.

Strategia de implementare: Vaccinurile anti-PVU vor fi in-
troduse ca parte a unei strategii exhaustive si coordonate
de prevenire a cancerului cervical si a altor boli cauzate de
PVU. Aceasta strategie va include educatie despre reduce-
rea comportamentelor ce sporesc riscul achizitiei infectiei
PVU, instruirea lucratorilor medicali si informatii pentru
femei despre screening-ul, diagnosticul si tratamentul lezi-
unilor pre-canceroase si cancerului. Strategia va mai inclu-
de si cresterea accesului la servicii calitative de screening si
tratament, la fel ca si la terapia formelor invazive de can-
cer si ingrijiri paliative. Introducerea vaccinului anti-PVU
nu trebuie si submineze sau s redirectioneze finantarea
de la dezvoltarea sau functionarea programelor efective
de screening al cancerului cervical. Vaccinarea anti-PVU
este interventia preventivd primara si nu eliminad complet
necesitatea screening-ului la etapele mai tardive ale vietii,
deoarece vaccinurile existente nu protejeaza impotriva tu-
turor tipurilor de PVU cu risc oncogen mare si exercita un
impact limitat asupra bolii la femeile mai in varsta decat
grupul/grupurile eligibil(e) pentru vaccin. Se recomandi
explorarea oportunitatilor de corelare a introducerii vacci-
ndrii anti-PVU cu alte vaccinari efectuate la aceeasi varstd
(de exemplu, vaccinarea impotriva tetanosului si difteriei)
si programe axate pe tineri (de exemplu, prin intermediul
serviciilor de sandtate din scoli sau pentru adolescenti).
Totusi, introducerea vaccindrii anti-PVU nu trebuie sé fie
intérziata dacd celelalte interventii relevante nu pot fi im-
plementate in acelasi timp.'*

12 Ghid pentru introducerea vaccinului anti-PVU in programele nationale de imuni-
zari. Organizatia Mondiala a Sanatatii, Geneva, 2017. Disponibil pe http://apps.
who.int/iris/bitstream/10665/253123/1/9789241549769-eng.pdf?ua=1, acce-
sat in februarie 2017;

B crpanax CBJI n CIHC BakumHanusa MHOXKeCTBEHHBIX BO3PacT-
HBIX KOTOPT NpMBEfieT, KaK MpPOTHO3UPYETCHA, K CYLUIeCTBEHHOMY
COKpallleHNI0 BPeMEHM I HOCTVDKEHNA BIUAHNA BaKIVMHAIVIN,
YeM BaKIJMHALMA OHOI BO3pacTHON KoropTsl. OZHAKO BIMSAHME
BaKI[MHALMM MHOTMX BO3PACTHBIX KOTOPT MOXXET OBITH CHIDKEHO
B CTpaHax, Ifie HAaOIIOfaeTCs CeKCyalbHas aKTUBHOCTb B paHHEM
Bospacte. [Ipu robanpHOM aHanM3e BaKIMHALMS MHOXECTBEH-
HBIX KOTOPT JIeBOYeK 9KOHOMUYeCKH 3¢ (PeKTUBHA IIPI BOZPACTHOI
aMmIuTyne 9-14 ner (IpoTHB ONHON BO3PACTHON KOTOPTHI), 0CO-
6eHHO IIPY KCIIOIB30BAHUN ABYXJO30BOTO KajeHJaps IPUBUBOK.
Bospacramomias skoHoMIndecKast 9P eKTUBHOCTD B OTHOIIEHNN [10-
IIOTHUTE/TbHBIX BO3PACTHBIX KOTOPT JleBOYeK ¥ XKEHIUH B BO3pac-
Te 215 JIeT HIDKe, TaK KaK B 9TOM C/Iy4ae HeoOXOAMMO IIPOBOAUTD
BaKI[MHALIMIO B COOTBETCTBMM C TPEXTO30BBIM KaJIeHAapeM IPUBU-
BOK , U IPONOPLMOHANBLHO 6OJIbIIee YUCTIO AeBOYeK/XKeHIH 0y-
IieT yxe MHQUIMPOBAHO.

Mo3anunsa BO3

BO3 oco3HaeT cepbe3HOCTb MPOOIEeMBl paKa IIeKM MATK! 1 [Py-
rux 3aboyeBaHuit, BbI3biBaeMbix BIIY, mist mexayHapogHOro o6-
IIeCTBEHHOTO 3[paBOOXPAaHEHMA U CHOBA PEKOMEHHYeT BKIIOYMUTD
BITY-BakuuHpl B HaljMOHajJbHblEe IPOrpaMMbl MMMYHM3auuu. Pak
LIEKM MaTKM, KOTOPBIl cocTaBnAeT 84% Bcex CnydaeB paka, CBs-
3aHHbIX ¢ BIIY, momxkeHn ocraBaTbCA IPUOPUTETOM JJIA MMMYHM3a-
uy nporus BITY. ITpodmmakTuka paka Mmeifky MaTKy TIydllie BCero
JOCTUTAETCSA IyTeM UMMYHM3ALUY JIeBOYeK JIO CeKCYaabHOTO fleb10-
Ta. Bce Tpy nmuueHsupoBaHHble BaKUHbI IpoTuB BITY, 6uBament-
Hasd, YeTBIPeXBAJIEHTHAA U eBATHMBAICHTHAA, IMEIOT XOPOIINe IIPo-
¢bun 6e3011acCHOCTH, A€HICTBEHHOCTY 1 9()(HEKTUBHOCTIL.

Cmpameeus peanusayuu: BITY-BakuMHBI JO/KHBI BHEPATHCA B
paMKax CKOOP/IMHMPOBAHHOI 1 KOMIIJIEKCHOJ CTpaTerniu 1o mpo-
¢umakTuKe paka LIENKM MAaTKU U APYTUX 3a060/IeBaHMIl, BBI3bIBAE-
Mmbix BITY. OTa cTpaTerns fomkHa BKIOYaTh CAHUTAPHOE IIPOCBe-
[eHe OTHOCUTENbHO IMOBENEHYECKNUX aCIMEKTOB, MOBBIMIAIINX
puck nupunuposanns BITY, obydeHne MefULVHCKUX pabOTHU-
KOB U MH(GOPMUPOBAHIE XEHIIUH 10 IOBOJY CKPMHIUHTA, [UaTHO-
CTUKM U JIeYEHMS NPefPAKOBBIX IMOpakeHUN u paka. Crparerus
TaK)Xe JI0JDKHA BKJIIOYATb IOBbIIIEHME JOCTYIHOCTU KayeCTBEH-
HOTO CKPMHMHIA ¥ JIeYeH) VHBA3MBHOIO PaKa ¥ Na/UIMAaTUBHON
nomomy. Braegpenne BITY-BaknuHbl He JODKHO HApyMIATh MK
OTBJIEKaTh (MHAHCUPOBAHME OT Pa3pabOTKM WIM IIPOBENEHNS
3¢ (deKTUBHBIX IMPOrpaMM II0 CKPUHMHTY pakKa IIeKM MAaTKI.
BITY-BakimHaumst siB/ISE€TCS OCHOBHBIM ITOAXO/{OM IO IpoduIaK-
THKe, HO OHa He IOfipa3yMeBaeT IIOJHYI OTMEHY CKPMHUHIA Ha
6oee MO3MHUX ITANAX XKU3HU, TaK KAK CYLIECTBYIOI[ME BaKI[U-
HBI He 3alNIAIT 0T BceX TumoB BIIY BbicOKOro pucka u 6yayT
MMeTh OTpaHNMYeHHOe BNsAHME Ha 3abo/eBaHme Cpefy >KEeHINH
cTraplie, YeM IPYIIbl, IpeJHasHaueHHble Aad BaknuHauuy. Cre-
IyeT MCKAaTh BO3MOXKHOCTU i1l coyeTaHus BHefipeHus BITY-Bak-
LMHBI C APYTMMM BaKIMHAMM, KOTOPble BBOAATCA B TOM JKe BO3-
pacte (HampuMep, BaKUVHBI IPOTUB AUQTEPUN U CTONOHSKA), U
IIporpaMMaMi, HalleJIeHHBIMM Ha MOJIOfIBIX JIIofeil (Hampumep, B
IIKOJIE VM CITYKOaMIL [0 OXPaHe 3J0POBbsI IIOAPOCTKOB). OfHaKO
BITY-BaknuHanuio He caeyeT OTKIAAbIBATh M3-3a TOTO, 9TO JPY-
rye COOTBETCTBYIOIME MEPOIPUATHUS He MOTYT OBITh peann3oBa-
HBI B TO e Bpems'®,

128 Guide to introducing HPV vaccine into national immunization programmes. World Health Or-
ganization, Geneva, 2017. Available at http://apps.who.int/iris/bitstream/10665/253123/1/
9789241549769-eng.pdf?ua=1, accessed February 2017.
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OMS recomanda tuturor térilor sd continue cu introduce-
rea vaccinarii anti-PVU la scard nationald. Vaccinul poate
fi introdus cu succes printr-o combinatie de diverse stra-
tegii de implementare, care ar putea fi in baza institutiilor
medico-sanitare, activitatea in comunitate si/sau institutii-
le scolare, sau prin campanii de vaccinare. Térile vor folosi
abordérile ce sunt (i) compatibile cu infrastructura exista
de prestare a serviciilor si capacitatile lantului rece, (ii) ac-
cesibile financiar, cost-eficiente si durabile si (iii) capabile
sd asigure cea mai mare acoperire vaccinald posibila. Intro-
ducerea treptatd va fi o solutie alternativd doar pe termen
scurt, aplicabild in tarile in care constrangerile financiare
sau operationale nu permit implementarea unui program
de imunizari la scara nationald intr-un singur an calen-
daristic. In astfel de cazuri, prioritare vor fi strategiile ce
includ populatiile, care mai tarziu pe parcursul vietii pro-
babil vor avea un acces mai mic la screening-ul de cancer
cervical.

Grupurile-tintd primare si secundare: Pentru prevenirea
cancerului cervical, populatia-tinta primard recomandata
de OMS pentru vaccinarea anti-PVU va fi formatd din fe-
tele de 9-14 ani pana la debutul vietii sexuale. Strategiile
de vaccinare se vor axa initial pe asigurarea primordiald a
unei acoperiri inalte in acest grup prioritar.

Obtinerea unei acoperiri vaccinale inalte la fete (>80%) re-
duce riscul infectiei PVU la baieti.'?

Vaccinarea grupului-tinta secundar, adica a femeilor de
15 ani sau mai in varstd sau a barbatilor, este recoman-
datd doar daca aceasta este fezabild, accesibild financiar,
cost-eficientd si dacd nu redirectioneazd resursele de la
vaccinarea grupului-tintd primar sau de la programele efi-
ciente de screening al cancerului cervical.

Vaccinarea fetelor din cohorte de vérste multiple, cu varsta
intre 9 si 18 ani la momentul introducerii vaccinului an-
ti-PVU, va exercita un impact mai rapid si mai mare asu-
pra populatiei decét vaccinarea cohortelor de varstd unice,
gratie protectiei nemijlocite estimate mai mari si imunitatii
colective."’® Aceastd abordare va oferi, de asemenea, opor-
tunitdti de economii de scard in prestarea serviciului si ar
putea spori rezistenta programelor la potentialele sistari in
furnizarea vaccinului. Vaccinarea multiplelor cohorte de
fete este cost-eficienta pentru intervalul de vérstd 9-14 ani,
in particular la folosirea schemei de imunizare cu 2 doze.
Atunci cand vaccinul este introdus pentru prima oard, se
recomandd vaccinarea initiald a cohortelor multiple de fete
de 9-14 ani. Cost-eficacitatea suplimentarad pentru fiecare
cohorta de varste aditionald pentru fete si femeile mai in
varstd de 15 ani este putin probabiléd, deoarece imunizarea
in asa caz ar fi necesitat administrarea a 3 doze, iar propor-
tia femeilor sexual active ar fi mai mare la aceste cohorte
mai in varsta.

12 Dovezile pentru tabelul cu recomandari. Evaluarea imunizarii in functie de sexe.

Disponibil pe http://www.who.int/entity/immunization/policy/position_papers/
PVU_gender_recommendation_table.pdf, accesat in mai 2017;

13 Dovezile pentru tabelul cu recomandari. Vaccinarea mai multor cohorte de varsta
la femei. Disponibil pe http://www.who.int/entity/immunization/policy/posi-
tion_papers/PVU_female_age_cohorts_recommendation_table.pdf, accesat in
mai 2017;

BO3 pexkomenpyeT BceM CTpaHaM IIPeANPUHATb BHeJpeHNE
BIIY-BakuuHauyuy Ha HaIMOHAaJbHOM YpOBHE. YCIIEIIHOE BHe-
IpeHne MOXKeT OBITb NOCTUTHYTO HYTEM COYETAHNUA pPa3TIYHBIX
CTpaTeruil MO OKa3saHMI0 MEeAMIMHCKMX YCIyT, BKMo4Yasd 6asupy-
fomyecss Ha pabore e4eOHO-IPODUIAKTUYECKNX YIPEKIEHNI,
paboTy Ha Bble3[e U/MIN B IIKOJAX U Apyrue kammauuy. CTpaHbl
IOJDKHBI VCIIONIb30BATh IIOAXOABI, KOTOpbIe (i) COBMECTUMMBI C UX
MHPPACTPYKTYPOIl U IIOTEHIMATIOM XOJI0/{0BOI 1emy, (ii) gocTyr-
HBl B 9KOHOMIYECKOM OTHOIIEHNUY, 9KOHOMUYeCcKr 3(pPeKTuBHBI
u ycroitamBel u (iii) HO3BOMAIT HOCTUYD MAKCUMAIbHO BBICOKO-
ro oxsara. [loaTanHoe BHeApeHNe TOMKHO OBITH TOTHKO KPaTKO-
CPOYHOIT aNbTepHATUBON IJIs1 CTPaH, UMenIuX GUHAHCOBbIE UK
IIPOM3BOJICTBEHHbIE OIPAaHMYEHMsA, KOTOpble NMPENATCTBYIOT pea-
nMu3anuyu obIjeHaIVIOHATbHOI IIPOrPaMMBI MMMYHM3AIMN B OUH
KaJIeH/IapHbIil rofl. B 9TOM cly4ae IpMoOpUTETHBIMY JO/DKHBI CTaTh
CTpaTerny, BKJIIOYAIOLIVE C/IOM Hace/leHusA, KOTOpble, BEPOATHO,
MMEIOT MEHBIINI JOCTYI K IPOrpaMMaM 110 CKPMHMHTY paKa Lieif-
KM MaTKJ Ha 6oJee MO3HUX STalax KU3HU.

Ilepsuunvie u emopuunvie uenesvie 2pynnvi: IlepBudHON LeneBoit
TPYIIION B OTHOLIEHNN NMPOQIIAKTUKY paKa IIENKY MaTKH, PEKo-
menpoBaHHoit BO3 mrsa BITY-BakumHauum, SBISIOTCS J€BOYKU B
BO3pacTe OT 9 710 14 j1eT, 10 TOrO KaK OHU CTAHOBATCA CEKCYalbHO aK-
TUBHBIMU. [IepBMYHBIM IPMOPUTETOM CTPATEINIT BaKIMHALIUN ABJIA-
€TCA BBICOKMI YPOBEHb OXBaTa IPUBUBKAMM B 3TOM 1LIe/I€BOI IPYIIIIE.

JlocTiKkeHne BBICOKOTO OXBaTa BaKIMHALMEN Cpefu [eBOoYeK
(>80%) cumxaer puck BITU-nHpexnym cpeny Manbankos'?.

BakumHanua BTOpMYHOI Ije/IeBOV TPYIIIIBI, IPeICTaBIEHHON JKeH-
mMMHAMM B Bo3pacTe =15 JieT WiM My>XUYMHaMU, peKOMEHIYeTCH,
TO/IBKO €C/IM OHA BBIIIOJIHIMA, JOCTYIHA B (PMHAHCOBOM OTHOIIIE-
HUY, 9KOHOMIYeCKH 3¢ PeKTUBHA 1 He OTBIEKAET PeCypChl, Ipef-
Ha3Ha4yeHHbIe [/I BaKLMHALMM TIePBUYHOI 11e/IeBOJl IPYIIIbI Ha-
cenenns unu st 3G(GeKTUBHBIX IPOrpaMM IO CKPUHMHTY paka
IIeKY MaTKIU.

BakIMHaIMA HeCKOIbKUX BO3PACTHBIX KOTOPT IeBOYEK B BO3pacTe
oT 9 no 18 ner Ha MOMeHT BHeApeHya BIIU-BakuuHBI IpuBefeT K
6osee 6bICTPOMY 1 CUIBHOMY 9 eKTY, YeM BaKIMHALNA OT/ieNb-
HBIX BO3PaCTHBIX KOTOPT, U3-3a IIPEJIONaraeMoro yBeIMdeHNs
HEIIOCPeICTBEHHON 3aIlMTBl M KOJIEKTMBHOTO MMMYyHMTeTa'*.
ITOT MOAXOJ TaK>Ke IPefloCTAB/IACT BO3SMOXHOCTH JI/IsI 9KOHOMMIIU
3a c4yeT Maciitaba JOCTABKM M MOXET CHeIaTh IPOrpaMMbl Oojee
YCTOMYUBBIMU K TIOOBIM CO0OSIM B IIOCTABKaX BaKIMHBL BakijumHa-
I151 HECKOJIBKUX BO3PACTHBIX KOTOPT A€BOYEK ABJISAETCSH 9KOHOMU-
qeckn 93¢ eKTUBHOI B BO3PACTHOM Auama3oHe 9-14 yeT, B 4acT-
HOCTHU, TIPY MCIIO/Ib30BAHNU ABYX/J030BOT0O KaJeH/aps IPUBUBOK.
ITepBryHasA BaKIMHALVA HECKONbKIX BO3PACTHBIX KOTOPT J€BOYEK
B Bo3pacTe 9-14 yeT peKOMeHAyeTCcs, KOIfla BaKI[Ha BHEJPAETCA
BIlepBbIe. BospacTaromas skoHoMIYecKas 3¢ eKTMBHOCTD I Ka-
XKJIOJ1 JOTIOJTHUTE/NbHOI BO3PACTHOI KOTOPTHI [IeBOYEK ¥ XKEHIINH
B Bo3pacTe 215 yieT Bpsf u 6ymeT sKoHOMUYecKy 3¢ PeKTUBHONM,
[IOTOMY YTO MMMYHM3ALUsl TOTAA MOTPeOyeT KaJleHAApst U3 Tpex
J103, U [JO/ISI CEKCYaIbHO aKTUBHBIX JKEHIIVH 00JIbIlle B 3TOIT OosIee
cTapiuell BO3pacTHON TPyIIIE.

123 Evidence to recommendation table. Assessment of gender-based immunization. Available at
http://www.who.int/entity/immunization/policy/position_papers/hpv_gender_recommen-
dation_table.pdf, accessed May 2017.

130 Evidence to recommendation table. Vaccination of multiple female age-cohorts. Available
at  http://www.who.int/entity/immunization/policy/position_papers/hpv_female_age_co-
horts_recommendation_table.pdf, accessed May 2017.
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Alegerea vaccinului anti-PVU: Dovezile actuale sugereazd
cd din punct de vedere al sandtétii publice, vaccinurile bi-
valent, tetravalent i nonavalent ofera imunogenitate, efica-
citate si eficientd comparabile in aspect de prevenire a can-
cerului cervical, care este preponderent cauzat de tipurile
PVU 16 si 18."*" Alegerea vaccinului anti-PVU se va baza
pe evaluarea datelor locale relevante si depinde de o serie
de factori, inclusiv anvergura problemei de sdnitate publi-
cd PVU-asociate prevalente (cancerul cervical, alte cancere
PVU-asociate sau verucile anogenitale) si populatia pentru
care vaccinul este aprobat. Decidentii vor lua in considera-
re, de asemenea, caracteristice distincte ale produselor, cum
ar fi pretul si aranjamentele programatice.

Calendarul vaccindrii: Dovezile actuale sustin recomandarea
privind schema de imunizare cu 2 doze, cu un interval cores-
punzator intre prima si a doua dozi la persoanele cu vérsta de
9-14 ani. Aceastd schema mai are si avantaje programatice si
de economie a costurilor, facilitdnd o acoperire vaccinald mare.

Pentru imunizarea anti-PVU a persoanelor ce au primit
prima dozd pana la varsta de 15 ani se recomanda vaccina-
rea cu 2 doze la un interval de 6 luni intre doze. Persoanele
cu varsta 215 ani la momentul administrarii dozei a doua
sunt protejati suficient prin 2 doze.

Nu existd un interval maximal recomandat intre doze. To-
tusi, se sugereazd nedepasirea intervalului de 12-15 luni
pentru finalizarea oportund a schemei de vaccinare pana la
debutul vietii sexuale. Daca intervalul intre doze este mai
mic de 5 luni, o a treia dozd va fi administrata la un interval
de cel putin 6 luni dupé prima doza.

Schema de administrare in 3 doze (0, 1-2 si 6 luni) va fi folo-
sitd in cazul tuturor vaccindrilor initiate la subiectii cu vérsta
>15 ani, dar si la persoanele cu varsta sub 15 ani cu statut
imunocompromis cunoscut si/sau infectie HIV documenta-
ta (indiferent daca acesti beneficiaza sau nu de terapie anti-
retrovirald). Inainte de vaccinarea anti-PVU nu este necesar
de efectuat screening-ul la infectia PVU sau infectia HIV.

Co-administrarea cu alte vaccinuri: Vaccinurile anti-PVU
pot fi co-administrate cu alte vaccinuri vii sau nevii fo-
losind seringi separate si locuri de injectare diferite. Din
considerente programatice va fi examinata oportunitatea
co-administrarii vaccinului anti-PVU cu doza de rapel im-
potriva tetanosului si difteriei.

Folosirea interschimbabild a vaccinurilor anti-PVU: Exista
putine date privind siguranta, imunogenitatea sau eficaci-
tatea celor 3 vaccinuri anti-PVU atunci cind sunt utiliza-
te interschimbabil. Aceste vaccinuri posedé caracteristici,
componente si indicatii diferite. De aceea, acolo unde sunt
folosite mai multe vaccinuri in paralel, vor fi depuse toate
eforturile pentru administrarea tuturor dozelor de acelasi
vaccin. Totusi, dacd nu se cunoaste vaccinul folosit la admi-
nistrarea dozei / dozelor anterioare, oricare din vaccinurile
anti-PVU poate fi folosit pentru finalizarea schemei de vac-
cinare recomandate.

131 Dovezile pentru tabelul cu recomandari privind alegerea vaccinului. Disponibile
pe http://www.who.int/entity/immunization/policy/position_papers/PVU_choi-
ce_recommendation_table.pdf, accesat in mai 2017;

Buvibop BITY-sakyumvi: CoBpeMeHHbIE JJaHHbIE CBUJETEIbCTBYIOT O
TOM, 4YTO C TOUKM 3PEHMsI IEPCIeKTNB 3[[paBOOXpaHeHNsI OMBaIeHT-
Hasl, YeTbIpeXBaJleHTHasI U JIeBATUBAJICHTHAs BaKI[MHbI 0becreuyBa-
I0T CXOXYI0O MMMYHOT€HHOCTD, HeVICTBEHHOCTb ¥ 3¢ (eKTUBHOCTD B
OTHOIIEHNY MPOGIIAKTUKY PaKa IIeiiKy MaTKV, KOTOPbIil, B OCHOB-
HOM, Boi3biBaetcs BITY tunos 16 n 18", Bei6op BITY-BakimHbI for-
SKEeH OCYIeCTB/IATHCS Ha OCHOBE OLIEHKI MECTHBIX COOTBETCTBYIOIINX
JAHHBIX 1 psifia (paKTOPOB, BK/IIOYAS MACIITA0 aCCOLMMPOBAHHON C
BITY mpo6nembl 3apaBooxpaHeHs (pak ek MaTKi, Apyrue BUJbl
paka, accounupyemsie ¢ BITY, wim aHOreHUTaIbHBIE OOPOJABKIU) U
HAceNeHne, /s KOTOpOro OblTa mpefHasHayeHa BakiyHa. JInia, mpu-
HMMaIolIe PelIeHNs, JO/DKHBI YYUTBIBATh TAKOKe 0COObIe XapaKTepH-
CTMKM IIpemapara, Takye KakK LjeHa, M IPOrpaMMHble IIPOOIeMBL.

Kanenoapv npususox: COrmacHO MMEIOMMNMCH TaHHBIM, PeKOMeH-
IyeTcs IByX/I030BbIIl Ka/leHjaphb C afleKBaTHbIM MHTEPBATIOM MEX-
Iy Ko3aMM JyIA ul B BodpacTe 9-14 jyet. Takoil KajeHjapb uMeeT
9KOHOMMYECKNe U IPOTpaMMHbIE NIPeNMYyIecTBa, KOTOPble MOTYT
obecIreunTh BBICOKUIT OXBAT.

JIByX1030BbIil Ka/lleHAAPb C 6-MeCAYHbIM MHTEPBAIOM MEXNY H03a-
MU PeKOMEHZYeTCA JI/IA ML, MOTyYaloliiX IepBYIO J03Y BaKIMHBI
B BospacTe o 15 ner. Te, KTo y>e focTUr Bo3pacra >15 neT Ha
MOMEHT BBEJICHUSA BTOPOIl ZO3bI, HO/DKHBI OBITh TaK)Ke afleKBaTHO
IIPUBUTHI B COOTBETCTBUM C JIBYXI030BbIM KaJ€HapeM.

He cymiecTByeT pekoMeH/al[uyi OTHOCUTENbHO MaKCUMaIbHOTO MH-
TepBana Mexjy fgosamu. OfHaKO IpeAIonaraeTcs, YTo MHTEpPBas
IO/DKeH OBITD He 6osiee 12-15 MecsIeB, 4TOOBI 3aBepLINTD KaTeHAAPD
IPUBUBOK OBICTPO U 0 Hadya/la CeKCyalabHOI akTuBHOCTH. Ecn uH-
TEpBAI MEXJy [03aMII MEHbIIIe 5 MecALeB, [JODKHA ObITh BBefeHA
TPEeTbA [[03a, 10 KPailHel Mepe, Yepe3 6 MecALEeB IOC/Ie IIEPBOI TO3BI.

Tpexpososerit kaneHpaps (0, 1-2, 6 Mecs1eB) peKOMEHAYEeTCS A/
SKeHIIVH, BaKI[MHAIMA KOTOPBIX HaUMHAETCA B Bo3pacTe 15 jieT u
CTaplie, a TaK)Xe I/ NI, MOJIOXKe 15 JieT ¢ ocmabIeHHbIM UMMY-
HutetoM u/mnyu BUY-mHPUuMpOBaHHBIX (HE3aBUCMMO OT TOTO,
HOTYYaloT 1M OHM aHTUPETPOBUPYCHYIO Tepanuio uin Het). Heo6-
xopuMocTy B BblsiBneHuu BITY-undexuuu unn BUY-nndexunn go
BITY-BakimHammm HeT.

OoHospementoe 8sedeHue ¢ Opyeumu sakyunamu: BITU-BakmHbI MO-
TYT BBOANTHCS OHOBPEMEHHO C APYTMMU YOUTHIMU 1 )KUBBIMU BaK-
LIHAMU [PY YCIOBUM MCIIONB30BAHVSI OTAEIbHBIX IIMPHUIIEB U Pas-
HBIX MeCT i1 nabekuuii. OnHoBpeMeHnHoOe BBefeHne BIIY-BakunHbl
¢ OycrepHOIl 103011 ANPTEPUITHO-CTOMOHAYHON BaKIMHBI JO/DKHO
paccMaTpUBATHCS C TOYKM 3PEHNUS IPOTPAMMHBIX COOOpasKeHMil.

Bzaumozamensemoe ucnonvsosanue BIT9-saxyun: Janabie o 6€30-
IIACHOCTM, MMMYHOTE€HHOCTY UM JeiICTBEHHOCTH TPpeX MMeIoIUX-
ca BITY-BakIuH 0py UX B3aIMO3aMeHAeMOM UCIIOTIb30BAHNM OTpa-
HUYeHBl. DTV BaKL[MHBI IMEIOT pa3Hble 0COOEHHOCTH, KOMIIOHEHTHI
VI IOKa3aHUsA, U IIPY YCIIOBUY, KOTA OffHA VN 60jIee BaKIVH MOTYT
OBITH JMCIIONB30BAHDI, BCE YCUINSA JO/DKHBI OBITH HaIIpaBJIeHBbI Ha
JICIOTTb30BAHME ONHOI 1 TOI Ke BAaKIVHBI IIPY BBEJEHNM BCEX JI03.
OpHako, eC/Iy BaKIiHa, KOTopas OblIa BBEfleHa B Ka4eCTBE IIPe/bl-
Lyl [O03Bbl, HeM3BeCTHA MM HEZOCTYIIHA, m06ast 13 BITU-Bakinx
MOXeT ObITh MCIIONb30BAHA /ISl 3aBEPUIEHUsT PEKOMEHJOBAHHOTO
KaJIeH/lapsl IPUBUBOK.

13! Evidence to recommendation table on choice of vaccine. Available at http://www.who.int/
entity/immunization/policy/position_papers/hpv_choice_recommendation_table.pdf, ac-
cessed May 2017.
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Sigurantd: Fenomenele adverse dupd vaccinarea impotri-
va PVU sunt, de reguld, de scurta duratd si nu sunt grave.
Vaccinurile pot fi folosite la persoanele imunocompromi-
se si/sau cu infectie HIV. Exista putine date privind sigu-
ranta vaccindrii anti-PVU in sarcind, astfel cd vaccinarea
anti-PVU a gravidelor va fi evitatd. Daca o femeie tandra
devine insarcinatd dupa initierea vaccinarii, doza / doze-
le raimase vor fi aménate pana la finalizarea sarcinii. Daca
gravida a fost intdmpldtor vaccinata impotriva PVU pe
parcursul sarcinii, nu se recomanda intreruperea sarcinii.
Alimentarea la san nu este o contraindicatie pentru vac-
cinarea anti-PVU. Dovezile existente nu denota cresterea
riscului aparitiei la mame sau la copiii acestora a fenome-
nelor adverse dupa administrarea vaccinului anti-PVU la
femeile care aldpteaza.

Vaccinurile anti-PVU nu vor fi administrate persoanelor ce
au prezentat reactii alergice severe la o doza anterioara de
vaccin anti-PVU sau la unul din componentele vaccinului.

Caldtorii si lucrdtorii medicali: Calitorii sau lucrétorii me-
dicali nu prezintd un risc aparte de infectare cu PVU si vor
urma recomandarile de vaccinare stabilite pentru popula-
tia generald.

Monitorizare: Monitorizarea prevalentei infectiei in functie de
tipurile PVU la femeile tinere sexual active ar putea oferi in-
dicii timpurii cu privire la eficacitatea vaccinurilor. Dat fiind
faptul ca aceasta implicd o alocatie considerabild de resurse
pentru cel putin 5-10 ani, strategia datd nu este potrivita sau
necesard pentru toate tarile.'** Totusi, toate térile vor lua in
considerare oportunitatea credrii sau imbunatétirii raportarii
in registrele de cancer exhaustive sau in registrele specifice de
cancer cervical.'*® Registrele de cancer populationale sunt ne-
cesare pentru cuantificarea impactului programelor de vacci-
nare anti-PVU si screening al cancerului cervical.

Trebuie sé fie implementat un sistem de supraveghere pen-
tru monitorizarea sigurantei vaccinurilor anti-PVU. Inves-
tigarea prompta si riguroasd a tuturor fenomenelor adverse
grave potential corelate cu vaccinul va contribuie, de ase-
menea, la edificarea increderii populatiei in programul de
imunizari.

Prioritdtile pentru cercetdrile stiintifice: Este nevoie de con-
tinuat studiile pentru generarea datelor privind eficacitatea
clinicé pe termen lung si durata protectiei, in special pentru
schema de imunizare cu vaccinul anti-PVU nonavalent in
2, respectiv 3 doze. Studiile multicentrice efectuate la feme-
ile tinere si sdndtoase, la fel ca si printre anumite populatii
specifice (de exemplu, persoanele cu infectie HIV, adoles-
centii cu malnutritie, persoanele expuse infectiei endemice
cu malarie) in tarile cu venituri mici vor oferi dovezi su-
plimentare privind impactul vaccinului in aceste populatii.
Sunt necesare dovezi suplimentare privind eficacitatea si
cost-eficienta schemei de vaccinare cu o singurd doza si pri-
vind imunogenitatea si siguranta administrdrii vaccinului
anti-PVU la copiii cu varsta mai micd de 9 ani. M

132 \lezi WER nr.25, 2010, pp. 237-243;

133 Agentia Internationald pentru Cercetdri in domeniul Cancerului. Planificarea si
elaborarea registrului de cancer populational in tarile cu venituri mici si medii.
Disponibil pe http://www.iarc.fr/en/publications/pdfs-online/treport-pub/tre-
port-pub43/index.php, accesat in februarie 2017

Besonacrocmop: Ilobounple nmposBnenus nocine BIIY-BakuyuHannn
OOBIYHO Hecepbe3Hble U HENpOJO/KUTENbHbIe. BaKI[MHBI MOTYT
IPUMEHATBCA CPEeRM /NI, C OCTA6IeHHBIM MMMYHUTETOM J/UIN
B/Y-nnpunuposanHbix. JJanubie o 6esomacHocTy BITY-Bakiu-
HALuu B repuoy 6epeMeHHOCTY OTPAHNYEHBI, I TI03TOMY CIIEyeT
nsberats BITY-Bakiynanuy 6epeMeHHBIX XeHIuH. Ecnn Momopas
JKEHIIMHA 3abepeMeHerIa 1oC/le Havala Cepuy BakKI[MHAI[UY, BBe-
JieHe OCTABIIENCS FO3BI (f103) HO/DKHO OBITH OT/IOXKEHO 0 3aBep-
meHns OepeMeHHOCTN. HempeaHamepeHHOe BBefjeHME BaKI[MHBI
BO BpeMs OepeMEeHHOCTU He SIB/IAEeTCS MPUUNHON [Isi IpephiBa-
Hus GepeMeHHOCTH. IpyfHOe BCKapM/IMBaHME He ABJIAETCS IMPO-
TuBomokasaumem asa BlITY-Bakummuanum. ViMeroljmecs JaHHbIE
He yKas3bIBAIOT Ha ITOBBIIICHHBIN PUCK BOSHMKHOBEHUA OOOYHBIX
NIpOABJIEHNI y MaTepeil UM UX JleTell ToCle BBeJeHNA BaKIMHBI
KOPMAIMIVM >KeHII[/THAM.

BITY-BakUMHBI He NODKHBI BBOGUTBHCA TEM, Y KOTO OTMeYasnach ce-
pbesHas a/uleprndecKas peaKiys Mocje BBeJeHA IPebIAYIel JO3bI
BAKIVHBI, NIV IMEETCS aJIIEPTUA Ha KaKOJ-TO KOMIIOHEHT BaKIIVHBI.

ITyTemecTBeHHUKN ¥ MeAUIMHCKMe paboTHuKY: [TyTemecTBeHHN-
KI VI MeAUIIMHCKIE PAaOOTHUKY He MOABEPraloTCsi 0COOOMY PUCKY
nubunuposanus BIIY, n OHU [O/DKHBI CTIELOBATh TEM YK€ PEKO-
MeHJaLMAM, YTO U BCe HaceTleHue.

Monumopune: Monutopuur nopaxensoctu tunamm BITY cexcy-
a/IbHO AKTVMBHBIX MOJIObIX JKEHIIVH MOXKeT IIPeJOCTaBUTh paHHNE
npusHaky 3G PeKTUBHOCTY BaKI[MHBI. Tak Kak aTo TpebyeT 3Haunu-
TE/IbHOTO BbIJIe/IEHNA PECYPCOB, IO KpaliHeil Mepe, Ha 5-10 yeT, sTa
cTparerus He IeecoobpasHa WAV He HOAXOANUT I BCeX cTpaH'*
OpHako BCceM cTpaHaM CreflyeT PacCMOTPEeTh BOIPOC O CO3/JaHUM
UM YCOBEPIIEHCTBOBAHMM MEXaHM3Ma OTYETHOCTM B KOMIIJIEKC-
HBbI€ PerMCTPbl PAKOBBIX 3a00/I€BaHIIT NI CIIEIaIbHbIE PETUCTPBI
IVt paka mieiiky Matku'*®. PerncTpsl paka Ha ypOBHE MOMY/IALUN
HeOOXOMMMBI [I/Is1 OLleHKY BAMAHUsA nporpamm BITY-Baknmuannn
1 CKPMHMHTIA paKa IIeKY MaTKIL.

Heobxonym snyugHag30p AIA OCyIecTBIeHN A MOHUTOPUHTa 6e30-
nacHocty BITY-Baknuusl. beicTpoe u TiarenbHOe pacciefjoBaHMe
KaK/X-/100 IOTEHIAIbHO CBS3aHHBIX C BaKI[MHAL[Mell Cepbe3HbIX
II0OOYHBIX IIPOSIBIEHNIT CTTYXKUT TAKoKe /LA MOA e P KaHs JOBEePUs
K IIporpaMMe MMMYHM3AL M.

ITpuopureTsl B 00/1aCTH HAyYHBIX MCCIeROBaHuUIL: JlanbHeitmne Ha-
y4HbIE MCCIeOBAaHNIT HEOOXOAMMBI [Is IIOy49eHNs JaHHBIX O OTI-
TOCPOYHOI KIMHUYECKOI 3¢ (HeKTUBHOCTY 1 IPOLO/DKUTEIBHOCTI
3aIIUThI, 0COOEHHO B OTHOLIEHMN [IeBSTUBAIEHTHOI BaKI[MHBI IPU
UCIIONIb30BAHMM IABYX/I030BOTO 1 TPEXJ030BOT0 KaJeHAapeil mpu-
BMBOK. MHOTIMe CCIeOBaHNA B CTPAHAX C HU3KMMM OXOJaMM Ha-
CeJIeHN s CPeM 30POBBIX MOJIOBIX JKEHIMH V1 CPe/I CIeIaIbHbIX
rpynm HaceneHus (Hampumep, BUY-uHPUIMpPOBaHHBIX NI, CTpa-
JAIONIVX HapyIIeH)MeM IUTAHUA IOLPOCTKOB, ML, IPOXKMBAIOIIIX
B 9HJEMUYHBIX pajlOHaX B OTHOIUEHM) MaJApUM) IPefOCTaBUIN
6Bl TOIO/HUTEIbHbIE JAHHbIE O BIMSHNUU BaKL[MHBI B 9TUX I'PYyIIIaxX
HaceneHMs. HeoOXOMMBI HOIIOHNUTE/IbHBIE JaHHBIE II0 BOIPOCAM
3 PEKTMBHOCTU U SKOHOMIYECKOIT 9 (EeKTUBHOCTI OJHOL030BO-
TO KaJIeHZjapsl IPUBUBOK 1 UMMYHOT€HHOCTH ¥ 6€30MaCHOCTU IpU
BBemenuu BITY-Bakumubl geTsaM maajiie 9 jer.
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