MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Silgard nHXeKUHOHHA CyCTIEH3Us
AncopOupaHa BakCHHA CPeIly YOBEIIKH nanuioMasupyc [Tum 6, 11, 16, 18] (pekoMOnHAHTHA).
(Human Papillomavirus Vaccine [Types 6, 11, 16, 18] (Recombinant, adsorbed)).

2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB
1 mo3a (0,5 ml) chapprka MPUOTH3UTETHO:

Yosemkn namuioMasupyc tai 6 L1 nporenn > (Human Papillomavirus' Type 6 L1 protein™)
20 Mukporpama

Yopemky marmiomasupyc T 11 L1 npotens > (Human Papillomavirus' Type 11 L1 protein®™)
40 mukporpama

Yogemuku nanuinomasupyc tun 16 L1 mporenn 23 (Human Papillomavirus' Type 16 L1 proteinz’s)
40 Mukporpama

Yosemkn marmmiomasupyc tun 18 L1 nporenn > (Human Papillomavirus' Type 18 L1 protein®’)
20 MuKporpama

'Yopewku mammmomasupyc = HPV.
*L1 mpotenH mox popMaTa Ha BUPYCOMOTOOHH YACTUIIM, POM3BEICHH B APOKICBH KICTKH
(Saccharomyces cerevisiae CANADE 3C-5 (Lllam 1895)) upe3 pexkomOunantHa JJHK Texnonorusi.

*ancopOupann BepXy amopden anymunnes xuapokcudocdar cyndar agrosant (225 Mukporpama Al).

3a IIbJIHMS CIIMCHK Ha IIOMOIIHHUTE BCUICCTBA BHXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

MHxeKuroHHa CyCIeH3Ust

[Ipenu pasknamane, Silgard Mmoxe 1a uMa Bua Ha OUCTpa TEUHOCT ¢ Os1a yraiika. Cien kKaTo ce
pa3KJIaTu eHepruvHoO, MPEACTaBIsIBa Os1a, MbTHA TEYHOCT.

4. K/MHUYHU JAHHU

4.1 TepaneBTHYHHU MOKA3ZAHUS

Silgard e BakcuHa, KOSTO ce U3MOJI3BA Cie]] 9-TOAUIIHA BB3PAcT, 32 Mpe/Ia3BaHe OT:

- NpeMaIMTHEHH TeHUTATHHU JIe3uH (LIepBUKAIHA, BYJIBapHA M BarHAIHA) U IEPBUKAJICH
pax, OOMKHOBEHO CBBP3BaHM C ONpPECICHN OHKOTEHHN THIIOBE YOBEILKU
nammomasupyc (HPV)

- TEeHUTAITHHU JIe3UH (OCTHP KOHIUIIOM), OOMKHOBEHO CBBP3aHU C OlpeaesieHn Tunose HPV
Bmxre Touku 4.4 1 5.1 3a BaskHa HHPOPMAIMsI OTHOCHO JAHHUTE, KOUTO HOAKPEIAT TOBA IIOKA3aHHE.
Uznonzsanero Ha Silgard TpsibBa 51a cTaBa B CbOTBETCTBHE C OPHUIUATHUTE TPENOPHKH.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

AO3I/I[20BK3

[T5pBUYHUAT BaKCHHAIIMOHEH KyPC ¢ ChCTOM OT 3 OTIeNHM o3 1o 0,5 ml, mpumaranu 1mo ciiegHaTta
cxema: 0, 2, 6 mecerna.



AKo e HeoOX0/IMMa aNnTepHATHBHA CXeMa Ha BAKCHHUpAHEe, BTOpAaTa J103a TPSAOBa Jia ce MPHUII0KH He
I0-MaJIKO OT €IH MECEII CJIe]T TbpBaTa /1033, a TpeTaTa 103a TpsiOBa a ce MPUIIOKH HE TI0-MaJIKO OT
3 Mecera cie BTopaTa f03a. M TpuTe 1034 TpsOBa a ce MPUIIOKAT B PAMKUTE Ha MepHos OT |
TOJIMHA.

HeobxomumoctTa oT mpuiarane Ha OycTep (ycuiBaiia) 103a HE € yCTaHOBEHa.

IIpenopruBa ce Te3u MHAMBHUAN, KOUTO IMOIyYaT IIbpBarta fgo3a Silgard, ma 3aBbpmaT 3-71030BH
BaKCHHAI[MOHEH Kypc ¢ Silgard (Bx. Touka 4.4)

Heduampuuna nonyrayus: bezonacHoctTa 1 edrkacHocTTa Ha Silgard mpu mema Ha BB3pacT Mo
9 ronuHM He € ycTaHOBeHA. HsaMa HanmuHu gaHHY (BXK. Touka 5.1).

Hauun Ha IPHUITOKCHHUEC

Bakcunara TpiI6Ba Ja C€ Mpujiara Kato MyCKyJIHa UHXKXCKI . HpCJIHO‘{I/ITaHOTO MACTO € ACIITOMJHATA
o0Iact B TOpHAaTa 9aCT Ha MUIIIHULIATA WX I'OpHATa MPEAHO-JIaTCpaiHa o0acT Ha 6€,Z[p0TO.

Silgard He TpsiOBa J1a ce MHKEKTHPA BHTPECHI0BO. He € mpoyueHo HUTO MOAKOKHOTO, HUTO
HWHTPAICPMATHOTO MpUJIoKeHue. Te3n HauuHK Ha MPUIIOKEHHUE He ce MPEnophuBat (BxkK. To4ka 6.6).

4.3 IIpoTuBomOKA3aHUA
CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HIKOE OT MOMOIIHUTE BEIIECTBA.

JIuna, KOUTO pa3BUBAT CUMIITOMH, [TOKAa3aTEIHH 32 CBPbXUYBCTBUTEIHOCT CJIE KaTO MOJIy4aT 103a
Silgard He Tps16Ba na moxy4aBar moede ao3u Silgard.

[Mpunaranero Ha Silgard TpsiOBa aa ce OTIOXH MTPH XOpa, KOUTO UMAT OCTPO, TEKKO (HeOPHITHO
3abomnsBaHe. B chI0TO Bpeme, HAIMYKMETO Ha Jieka HH(EKIYs, KaTo jeka Gpopma Ha nH)EKIusI Ha
TOPHUTE JIMXATETHHU ITHTHINA WIH C HUCKa TeMIIeparypa, He MPeJICTABISBAT POTUBOMOKA3aHHS 32
MMYyHU3UPaHE.

4.4 Chnenuajanu mpeaynpeskaeHus: U MpeANa3sHA MePKH NPH ynoTpeda

Pemennero na ce BakcMHMpa MHAMBHU TPSIOBA /1a CTaBa CJe MpereHKa Ha pUCKa OT IMPEaX0IHa
excrnosunmst Ha HPV 1 nmoreHnmangara 1mosisa oT BaKCUHALMTA.

Kakro ITIpY BCUYKH MHKCKIIMOHHN BAKCHMHU, BUHATW CJICABA J1a UMa I'OTOBHOCT 3a ChbOTBETHO
MCIUIIMHCKO JICYCHUEC B cnyqaﬁ Ha pdgaKa aHaq)I/IJ'IaKTI/I‘{Ha pCaKknuus Ciaea nmpujiarane Ha BakCUHarTa.

Oco0eHo TIpH FOHOIITH ¥ MIIATU XOpa BAKCHHUPAHETO MOXKE J1a ObJIe TIOCTIEABAHO OT CHHKOT
(npunanwk). Cien BakcuHuUpaHe che Silgard e HacThIIBAN CHHKOTL, TTOHSKOTAa CBHP3aH C MajaHe u/uim
TOHUYHO-KJIOHHYHHU JIBFOKEHHS, HACTBIIBA Clie]l BakCHHUpPaHe che Silgard (Bk. Touka 4.8). 3aTtoBa e
HE0OX0IMMO BHUMATETHO HAOMIOACHNE 15 MUHYTH Clieql BaKCHHHpaHe che Silgard

Kakro IIpU BCAKa BaKCHMHA, BAKCMHUPAHETO CbHC Sllgard MOXE Ja HE JOBCAC N0 3alMTa Ha BCUYKHA
BaKCHHHUPAHU.

Silgard Mmoske fa mpennasu camo oT 3a00JsSBaHus, KOUTO ce nmpuuuHaBat oT HPV tum 6, 11, 16 u 18 u
JI0 M3BECTHA CTETeH OT 3a00JIsIBaHNS MPUYMHEHH OT HAKOW cBbp3aHu HPV tumose (Bx. Touka 5.1).
ITopanu ToBa TpssOBa 1Ma MPOABIKN B3€MAaHETO Ha MPEANa3Hd MEPKU CPEITy MOJI0BO MTpeaaBaHu
bomecT.

Silgard e camo 3a mpohHUITAKTHIHO TIPIIIOKEHHE U HAMa ehekT Bbpxy HPV uHbexknns nmm pa3Buto
KJIMHUYHO 3a0ossiBane.Silgard He e JeMoHcTpupan TepaneBTudeH edekt. [lopaau ToBa, BAKCHHATA HE
€ MoKa3aHa 3a JIeYeHHe Ha LIEPBUKaJICH KapLUHOM, BUCOKOCTEIICHHHU 1IEPBUKATHH, BYyJIBapHU U



BarvMHAJHY TUCTUIACTHYHH JIE3WH WM TEeHUTATHU KOHImIoMHu. OCBEH TOBa, HE € IpeHa3HaueHa 3a
MpEJOTBPaTABaHE NPOrPECUPAHETO HA APYrH AokazaHo HPV-cebp3anu ne3uu.

Silgard He pemoTBpaTsIBa JIe3UH, MPUIMHEHH OT BakcuHaieH HPV Tum npwu numa, KouTo ca
uHpekTupanu ¢ To3u HPV Tumn B MOMeHTa Ha BakCHHUPaHETO (BXK. Touka 5.1).

[Ipu u3non3Bane Ha Silgard mpu BB3pacTHH KeHH TPsIOBA J]a ce MMa MPeIBU]] BApUaAOITHOCTTA IIPU
pasnpoctpanenueTo Ha HPV tumosere B paznuaanTe reorpadcku o0macTH.

BakcuanpaHeTo He 3aMecTBa pyTHHHUS [IepBUKaJIeH CKpUHUHT. Thi KaTo HAMAa BaKCHHA, KOSTO Ja €
100 % edukacHa u Silgard He ocurypsiBa 3ammra cpenty Bceku HPV tum wim cpernty cpimecTByBaniu
HPV undexnuu, pyTHHHOTO IIEPBUKAITHO CKPUHUPaHe OCTaBa OT KPUTUYHO 3HAUYEHHUE U TpsOBa J1a ce
OCBUIECTBSIBA B ChOTBETCTBUE C MECTHUTE NPEMOPBHKU U YKa3aHUS.

Hsma nanHu oTHOCHO mpuiiaraneto Ha Silgard npu xopa ¢ yBpeaeHa UMyHHA PEaKTHBHOCT.
WunuBuauTe ¢ yBpeaeHa IMYHHA PEaKTUBHOCT, HE3aBUCHUMO JIald TOBA € MOpaiy MPUIaraHeTo Ha
MOIIIHO UMYHOCYTIPECHBHO JICUeHHE, TeHeTHYeH Ne(eKT, MHPEKIH ¢ YOBEIIKH HMYHOIeUITITECH
Bupyc (HIV) wm npyra npuyamHa, MOXe 1a He OTTOBOPAT Ha BaKCHHATA.

Ta3u BakcuHa TpsOBa Ja ce mpuyiara ¢ MOBUIICHO BHUMAaHHUE TIPH JIUIA C TPOMOOITUTOTICHUS HITH
HSKAaKBO HapyIIeHHE Ha KPBBOCHCUPBAHETO, ThI KATO MPU HHTPAMYCKYIIHO MIPHIIOKEHUE TIPH TE3H
JIMIIa MOJKE /1A CE MOIYYH KbpPBEHE.

[IpoabmKUTETHOCTTA HA 3aIIUTHUS eEeKT 32 MOMEHTA He € 3BecTHA. HenpekbhcHaTa 3almTHa
edukacHoCT € HabromaBana o 4,5 TOMWHY ClIeN priiaraHe Ha 3-mo30Bara cxema. [IpoabsmkaBar

MPOYYBAHUATA BBPXY ABJITOCPOUHHS e(EKT Ha BaKCHHATa (BIDK ToUKa 5.1).

Hsima nanHu 3a 6€3011aCHOCT, IMyHOT'€HHOCT U €(pUKAaCHOCT, KOMTO Ja ITOJKPETsAT
B3auMo3aMeHsieMoctTa Ha Silgard ¢ npyru HPV Bakcunm.

4.5 Bs3auMmopeiicTBUe ¢ APYIHU JeKapPCTBEHH NPOAYKTH U APYru (popMu Ha B3auMojelicTBUE

HpI/I BCHUYKHU KIIMHUYHU U3IMMUTBAHUA, [TOTTYUUIATE UMYHOT. J'IO6YJ'II/IHI/I WJIK IPOAYKTH, IOJTYYCHU OT
KpPbB, 6 Mecela npeau mbpBaTa 1034 BAKCHUHA Ca OMJIM U3KITFOYEHU OT y4dacTtue.

HDI/IJ]O)KGHI/IC C ApYIru BaKCHMHH

IIpunaranero Ha Silgard emHOBpeMeHHO (HO, 32 HHYKEKITMOHHNA BaKCUHH, HA IPYTO MSACTO 32
WH)KEKTHpaHe) KaTo BaKCHHA Cpelly XenaTuT B (pekoMOMHaHTHA) HE TIOBIHMSIBA UIMYHHHS OTTOBOP
kbM HPV Ttunosere. HuBata Ha ceponpoTekius (4acT oT XopaTa, KOUTO AOCTUTAT HUBO Ha
cepornpotekuus antu-HBs > 10 mIU/ml) ca nenpomenenu (96,5 % 3a eqTHOBPEMEHHO BaKCUHUPAHHUTE
cpeury 97,5 % 3a BakCHHUPaHU caMO C BaKCHHA cpelry xernatuT B). CpenHuTe reoMeTpuyHU TUTPH Ha
aHTu- HBs anTHTENa ca mo-HUCKU NpU €IHOBPEMEHHO MPUIIOKEHHE, HO KITMHUYHOTO 3HAUYE€HUE Ha
TOBa HaOMIOJCHNE € HEM3BECTHO.

Silgard moske ia ce mpuiara eIHOBpEMEHHO ¢ KOMOWHUpaHa OycTep BakcuHa cpemty nudtepus (d) n
tetanyc (T), ¢ KoKiIrOII [anenyiapHa KOMIIOHEHTA| (ap) u/unu noiuoMuenut [uHakTuupat| (IPV)
(dTap, Td-IPV, dTap-IPV Bakcuamn) 6e3 3HAUNMO TOBJIUSBAHE HA AaHTUTSIIOBUS OTTOBOP KBM HSKOH OT
KOMITOHEHTHUTE Ha BCSIKA OT BaKCUHUTE. Bee mak e Habmo1aBana TeHASHITNS Ha HaMalIIBaHe Ha aHTU-
HPV GMTs B rpynara Ha eTHOBPEMEHHO BaKCHHUpaHUTe. He € W3BeCTHO KIMHUYHOTO 3HAUYCHUE Ha
ToBa HaOmoieHne. OCHOBaBa ce Ha Pe3yJITaTUTE OT KIMHUYHY U3IMUTBAaHUS, B KOUTO KOMOMHHpaHa
dTap-IPV BakcuHa e mpriiaraHa eTHOBPEMEHHO ¢ IIbpBaTa mo3a Silgard (Bxk. Touka 4.8).

EnnoBpemenHoTo npunnokenue Ha Silgard ¢ BAKCHHM pa3IMYHA OT T€3W OMKCAHU MO-TOpe He € OUIIo
MIPOYYBAHO.



IIpunokeHne ¢ XOpPMOHATHNA KOHTPAIICITUBH

[Ipu xknuHU4HK npoyuBanus, 57,5 % oT xkeHuTe Ha Bb3pacT 16 1o 26 roaunu u 31,2 % oT keHuTe Ha
BB3pacT 25 10 45 ronuHA, KOUTO ca moirydrin Silgard U3moa3BaT XOpMOHATHA KOHTPAIIENTHBH IPe3
nepuojia Ha BakcHHKUpaHe. V31on3BaHeTo Ha XOPMOHAIHN KOHTPAICTITUBH, KaTO Y€ JIK HiIMa eeKT
BBPXY UMYHHHUS OTTOBOP Mpeau3BHKBaH ot Silgard.

4.6 ®eprTHauret, )peMEHHOCT U KbpMeHe

BpemenHoct
KonkpeTHH Tpoy4BaHUs BEPXY NpHIaraHeTO Ha BAKCHHATA TIPH OPEMEHHU JKEHH HE ca TIPOBEKIaHH.

B xoma Ha mporpama 3a KIMHUYHO pa3paboTBaHe, 3 819 xenu (Bakcunupanu = 1 894 cpeiry
wiane6o = 1 925) cholb1iaBar 3a noHe eHa OpeMeHHOCT. HsiMa 3HaYMTEITHN pa3iuKy BbB BUIA
AHOMAaJIMH WJIH MTPOIEHTa OPEMEHHOCTH C HeXellaH M3XO0/ IIPH X0pa, JiekyBaHu ¢ Silgard u mnane6o.
Tesu manuu ot 6pemennn xenu (moseue oT 1 000 excrmo3uIuy Ha 3aBBPIIIIa OPEMEHHOCT) MMOKa3BaT
nurca Ha MaiopMaru win Gpero/HeoHaTaaTHa TOKCUYHOCT.

JamauTe 3a Silgard, mputarana mo BpeMe Ha OpeMEHHOCT He JaBaT OCHOBAaHUE 3a IMIOBUIIICHO
BHUMaHHE 10 OTHOIIICHUE Ha 6€30MmacHOCTTa. B chIlOTO Bpeme Te3u JaHHU ca HeJOCTaThbuHH, 32 J1a
MOXe Jla ce mpenopbya u3non3BaneTo Ha Silgard o Bpeme Ha 6pemennoct. [Topaau ToBa,
BaKCHHHPAHETO TPSAOBA Jia Ce OTIIOKH J0 MPHKIIIOYBAHE HA OPEMEHHOCTTA.

Kopmene
[Ipu maiiku — kppMauku, nonyuwnn Silgard uimn mnare0o npe3 BakCHHAIIMOHHUS TTEPHO]] Ha

KIIMHUYHUTEC U3IUTBAHUA, YECTOTATA HA HEXKCIAHUTE PEAKIIUH ITPU MalkaTa u KbpMa4€TO B rpyrara
Ha BAKCUHUPAHUTE Ca Ooumun CpaBHUMMU C TPYIIUTC HA nnaueGo. B AON'bJIHCHUEC, UMYHOI'CHHOCTTA €
Oouna CpaBHUMa IIpU MaKKH - KbpMaiKHU U )XCHHU, KOUTO HE KbPMST IIPpHU NPUTIAraHCTO HAa BAKCUHATA.

CnenosatenHo Silgard Moxke 1a ce U3M0M3Ba 110 BpeMe Ha KbpPMEHE.

DepTUauTer
IIpoyuBaHusATa IPH )KUBOTHHU HE TIOKA3BAT MPEKU MIIM KOCBEHH BPEIHU €(hEeKTH BHB BPB3Ka C

penpoayKTUBHATA TOKCHYHOCT (BK. Touka 5.3). He ca HaOnronaBanu eeKTH BBPKY MBKKUS
(hepTUnMTET IPU TUTHXOBE (BXK. TOUKa 5.3).

4.7 EdexTH BbpPXy cioco0HOCTTA 3a modupane u padoTa ¢ MAIIMHU

Hsma nmpoyuBaHus 3a epekTHTE BBPXY CIIOCOOHOCTTA 3a modupaHe u padoTa ¢ MaIlIHHH.
4.8 HexejaHu JeKAPCTBEHHN PeaKIuu

A. Pe3tome na npogpuna na 6ezonacrnocm

B 7 xnmuanyHM n3nutBaHus (6 mane0o-KOHTPOIMPaHH) Ha YYACTHUIINTE B U3MTUTBAHETO € O
npwrarad Silgard nam mane6o B eHS Ha BKIFOUYBAHE W MIPUOIU3UTETHO 2 M 6 Mecella Ciie] TOBa.
Manxko yuactauim (0,2 %) ca mpeyCTaHOBWIH YIaCTHETO CH MOPAJH HEeKEIaHH JIEKapCTBEHU
peakiun. be3omnacHocTTa € Ouiia onpe/eNieHa WK TPy IsU1aTa MpoyYBaHa mnomynanus (6 Ipoy4YBaHus),
VI TIPH TIPEIBAPUTEITHO OIpeIeieHa Tpyma (eIHO MpoydYBaHe) OT U3CIIeABaHATA TIOMYJIAIHs, KaTo 3a
KOHTPOJI € M3I0JI3BaHa BaKCHHAIIMOHHA KapTa 3a otuutade (VRC) B mpoabmkenue Ha 14 nHu cien
BCSIKO MHXKeKkTupane Ha Silgard wim mnane6o. Habnrogasanu ¢ momomnra Ha VRC ca 6unu

10 088 yuactaumu (6 995 xenu Ha BB3pacT 9 10 45 ronuau u 3 093 MBxKe Ha BB3pacT 9 1o 26 roanHU
IIpU BKIIFOYBAHE B M3MUTBAHETO), oiyuriu Silgard u 7 995 yuactaumm (5 692 xenn u 2 303 Mbxe),
MOJIYYHIH T1aeoo.

Haii-uecTo HabmogaBaHUTE HEXKETAHN PEAKIIMY Ca PEakIiui B MIACTOTO Ha nHxekTupane (77,1 % ot
BaKCMHUPAHUTE JI0 5 THU CJeJ BCSIKA BU3UTA 32 BaKCUHUpaHe) u riaBodonue (16,6 % ot
BaKCHHHUpPaHHUTE). Te31 HEXKENaHU PEaKIIMK ca OOMKHOBEHO JIEKU WIIM YMEPEHH 110 HHTECH3UBHOCT.



b. Tabauuno 0606uenue na nexcenanume peaxyuu
Kanaudam u3nuTBaHus

Tabnuua 1 nmpeacTasst CBbpP3aHU C BAKCHHATA HEXKEJIAHU PEAKLUH, KOMTO ca HaOII0AaBaHu MPH
noxyuniure Silgard ¢ yectoTta He mo-Manka ot 1,0%, a ChII0 U ¢ TO-BUCOKA YECTOTA OT
HabmronaBaHaTta pu TpeTupanure ¢ mianebo. Ilogpenenu ca cropen yecToTara Ha PosABa, KaTo ce
CHOJII0IABAT CIICIHUTE YCIOBUSI:

[Muoro yectu(> 1/10); Yectu (> 1/100 mo < 1/10); Hevectu (> 1/1 000 no < 1/100); Penxu
(> 1/10 000 1o < 1/1 000); Muoro pexaku (< 1/10 000)]

IMocTMapKeTHHIOB ONIUT

Tabnmuma 1 BKIIOYBA U IOMBIHUTEITHU HEXXEJAaHU CHOUTHS, KOUTO ca CIIOHTAaHHO CHOOIIEHHU IO BpeMe
Ha MocTMapKeTHHroBaTa ynoTpeba Ha Silgard B cBeroBeH Mamal. Tt KaTo Te3u CHOUTHS Cce
cboO1IaBaT 100POBOIHO, OT MOIMYJIalKs C HEYCTAaHOBEH pa3Mep, He BUHATH € Bb3MOKHO HAJACKIHO A2
ObJie OLIEHEHA TSAXHATA YECTOTA MITH JIa C€ YCTAHOBH NPUYMHHA BPB3Ka C €KCIIO3UINATA HA BAKCHHATA.
CrenoBaTenHO, YeCTOTaTa HA TE€3U HEXeJlaHH JIEKapCTBEHH PEaKLUH € ONpeesieHa KaTo
,,HEM3BEeCTHA .

Tabauna 1: HeskesJlanu cLO0UTHS cJie] NPUJIo:keHneTo Ha Silgard oT KIMHHYHT U3NUTBAHUS
U NOCTMAPKETUHIOBO HAOJII0IeHHE

CucreMeH oprateH KJjac

YecToTa

He:xenanm crouTHA

Wndexunn n nadecranmm

C HeHn3BeCcTHaA
4ecToTa

HGHyHI/IT Ha MsACTOTO Ha I/IH)KCKTI/IpaHG*

Haymenus Ha KpbBTa U
nuMdHaTa cucrema

C HensBecTHA
yecToTa

WnnonaTiyHa TpoMOOLIUTOTICHUYHA
nyprypa*, numdaneHonaTus

Hapyienust Ha uMyHHaTa
cucreMma

C HeusBecTHA
yecTora

Peaknnm Ha CBPHXIYBCTBUTEIHOCT,
BKJIFOUHUTEITHO

aHaduIakTHYHK/aHAPUIAKTOMIHYN peakuuu *

Hapymenus Ha HepBHaTa
cucrema

MHOI'O 4€CTH

I'maBoOomme

C HeusBecTHA

BamasiHoCT' *, cuaapoM Ha Guillain-Barré*,

4eCcToTa CUHKOII, IPUJIPY’KEH B HAKOU CIIy4Yau OT
TOHWYHO-KJIOHUYHH JBMKeHHUA™
CroMalHO-9peBHU HapyIIEHUS 4eCTH I'amene
C memsBectHa | [loBpbmane™

4EeCTOTa
Hapy1enus Ha MyCKyJIHO- Yectu bonku B kpalilHULIATE
CKEJIeTHaTa U ChbeIMHUTEITHA C HeusBecTHa | ApTpairus™®, Muanrus™
ThKaH 4ecToTa

OO0y HapymieHus u e)eKTH Ha
MSCTOTO Ha MPUIIOKEHHE

MpHuoro uectu

Ha MsCTOTO Ha WHKEKTHpaHe: epUTeMa,
00JIKa, OTOK

Yectu

[Mupekcus
Ha MACTOTO Ha MH)KEKTHPAHE: XeMaToM,

IPYPUTYC

C Hen3BeCcTHaA
yecToTa

Actenus*, BTpucane®, ymopa*,
HepasnoJoxeHue™*

* TlocTMapKETHHTOBH HEXKETaHW CHhOWUTHsS (YecToTaTa HE MOXKE Ja ObJe ompeleneHa Bb3

OCHOBa Ha HAJIMYHUTC IIaHHI/I).

! Ilo BPEMC Ha KIIMHUYHU U3NTUTBAHUA CE Ha6n}ouaBa 3aMassHOCT KaTO 4€CTa HCXKEJIaHa pCaKus Ipu
KCHH. HpI/I MBXKC 3aMassHOCT HC CC Ha6J'IlO)laBa B ITO-TOJIsIMA 4E€CTOTA PH MaUCHTUTE C IIOCTaBCHA
BaKCHHA B CPABHCHHUE C TC3U, IMOJTyYaBallln nﬂaue6o.




B nmomwiHeHue, M0 BpeMe Ha KIMHUYHUTE M3IUTBAHUS ca HaOII0MaBaH! M HEXEJIaHHU JICKaPCTBEHU
peaKiuy, MPEeIeHEHU OT U3CJIC0BATEIMNTE KaTO UMAIIX BPb3Ka ¢ BAKCHHATA WJIH IUIAIe00 ¢ 4eCTOTa
nox 1 %:

PecniuparopHu, rpbIHU U MEIHACTUHAIHU HAPYIICHUS:
MHoro penku: 6poHXOCTIa3bM.

Hapymienus Ha Ko)kaTa U IOAKO)KHATA THKAH:

Penku: yprukapus.

Heser cinyuas (0,06 %) Ha ypTukapus ca Habi1ronaBanu B rpynara Ha Silgard u 20 cnyyast (0,15 %) ca
B IpyliaTa Ha I1anefo, CbIbprKallo aJi0BaHT.

B knuHUYHUTE MPOYYBaHUs, YIaCTHULUTE OT MOIYJIALMsI 3a ONpe/esisiHe Ha 0e30MacHOCTTa,
chOOIaBaT 3a HAOIOAaBaHU OT TSAX HEXKEJIaHH PeakIMy Mpe3 Imeproja Ha npocieassane. Ot

15 706 yuactaunum noayumiu Silgard u 13 617 yyacTHHIIM NOAY4YHIE TU1a1e00, uMa 39 choOIIeHH
cirydasi Ha Hecnienn(uieH apTput/apTponarus, 24 B rpynara Ha Silgard u 15 B rpymara Ha miane6o.

B xnuHMYHO M3NUTBaHE Npu 843 KIMHUYHO 3/IpaBy MJIJIeKHU U JeBOMKHU Ha Bb3pacT 11-17 roaunm,
MOKa3BaT, Ye MPH MPUJIAraHeTo Ha IbpBaTa 1o03a Silgard eqHOBpeMEHHO ¢ KOMOMHUpPaHa OycTep
BaKCHHA Cpelly AudTepusi, TETaHyC, KOKIIOMI (aIeryIapeH KOMIIOHEHT) U TTOJTHOMHUEIUT
(MHAKTHBHpaH) MOKa3Ba, Y¢ UMa ITOBEYE CHOOIIECHUS 32 OTOK Ha MACTOTO Ha MPUIIOKEHUE U
ri1aBoOOJIHe Clie/l eAHOBpeMeHHO npwiiarane. HabnronaBanure pasnuku ca < 10 % u npu moBevyero
JOOpOBOJILIM HEXKETaHUTe CHbOUTHS ca ChOOILICHH, KaTo C1adu 10 YMEPEHH M0 UHTEH3UTET.

4.9 IIpepo3upane
Wma cpobuienus 3a npuiarade Ha 1o3u Silgard mo-BHCOKH OT PENOpPbUYBAHUTE.

Karo usmo, npo¢unbsT Ha HeXXeTaHUTE JEKapCTBEHHU PEakIluy, HaOM0JaBaHy IIPH NPeIo3upaHe e
CXOJIEH € TO3H MpH MIpUjIaraHe Ha npenopbyBanuTe 1o3u Silgard.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOMCTBA

®apmakoTepaneTuyHa rpyna: [IpotuBoBupycHa Bakcuna, ATC koxa: JO7TBMO1
Mexanuzom na oeticmeue

Silgard e agroBanTHa HeMH(EKINO3HA, PEKOMOWHAHTHA, KBaJPUBAJICHTHA BAKCHHA, IPUTOTBEHA OT
BHCOKOIIpeuncTeH! Bupycononoouu dactuiy (VLPs) ot ocnHoBHus karcun L1 nporenn va HPV Tun
6, 11, 16 u 18. VLPs e cpabpkar Bupycna JJHK, Te He morar na nH(peKkTupaT KIETKH, Aa ce
BB3IPOU3BEKAAT (PEIPOAYLMPAT) WK Ja NpuuuHABaT 3a0oisBane. HPV undexrupa camo xopa, HO
MPOYYIBAHUATA IIPH KUBOTHH C aHAJIOTHYIHH TIAMIIOMaBUPYCH TTOKa3Ba, e edekTuBHOCTTa Ha LI BITY
BaKCHHUTE C€ pPeaJn3upa Ype3 pasBUTHETO Ha XyMOpaJIeH UMyHEH OTTOBOpP.

Cumura ce, ue HPV 16 u HPV 18 npuunnssat npubmusutento 70 % ot ciiyyanTte Ha [EpBUKAJIEH Pak,
80 % ot amenokapruHOM UH cuTy (AILS); 45-70 % OT BUCOKOCTENIEHHA IIEPBUKATHA
unTpaenurennaina Heomnasus (CIN 2/3); 25 % oT HUCKOCTeNIeHHa IEpBUKAIHA HHTPACTIHTEINAIHA
Heomutasus (CIN 1); kakro u 61130 70 % ot cepp3anute ¢ HPV ciryuan Ha BUCOKOCTEIIEHHA ByJIBapHa
(VIN 2/3) u Barunansa (ValN 2/3) uatpaenurenuanaa Heortasus. HPV 6 u 11 npuanssBaT
npubnuzutenso 90 % ot reantanHuTe KOHAMIOMHU 1 10 % OT cilyyanTe Ha HUICKOCTEIICHHA
uepsukanHa naTpaenurennania Heorwtaszus (CIN 1). CIN 3 u AIS ca npuetn kaTo HEMOCPEACTBEHU
IIPEKyPCOPH Ha MHBA3UBHU LIEPBUKAJIEH PaK.



ITousATHETO "TIpEeMAIMTHEHN TEHUTATHY JIe3uH"' B ToUKa 4.1 OTroBaps Ha BUCOKOCTECTICHHA
uHTpaenurennaina Heorwasus (CIN 2/3), BucokocreneHHa ByJIBapHa HHTPACIUTEIHATHA HEOTIIa3 st
(VIN 2/3) u BucokocTeneHHa BaruHalHa HHTpaenuTendantia neorasus (ValN 2/3).

IToka3zaHueTo ce OCHOBaBa Ha JIoKa3BaHe Ha eukacHOCTTa Ha Silgard mpu *eHu Ha BB3PacT OT 16 110
45 ronuHM U MBXKE Ha BB3pacT OT 16 10 26 ronuHM U Ha TOKa3BaHe HAa MMyHOTeHHOCTTa Ha Silgard
IIpU JAelia U IOHOUIN Ha Bb3pacT oT 9 a0 15 rogunu.

Knunuunu npoyusanus

EdwuracHocT mipu skeHH Ha BB3pacT 16 10 26 ToauHu

Eduxacnocrra Ha Silgard npu xenu Ha Bb3pact 16 10 26 ronunu e Ouia oneneHa B 4 miane6o-
KOHTPOJIMPaHH, TBOHHO-CIIeTH, pannomm3upann (asza Il u I1I xmuHuIHN MpoyYBaHUs ¢ 00110
20 541 >xeHu, BKJIIOYEHHN U BAKCHHUpPaHU 03 MpeIu TOBa J1a ca U3clieBaHu 3a Hanuuue Ha HPV
H(pEKIHs.

[IepBUYHUTE KpaifHU TOYKH 3a eukacHOCT BKirouBaT HPV 6-, 11-, 16- unm 18-cBbp3anu ByJIBapHU H
BaruHaHA Jie3un (reautanau kKoaamwiomu, VIN, ValN) u CIN ot kakBaTo u 11a € CTETEeH U
nepsukaineH pak (IIporokon 013, FUTURE I), HPV 16 nnu 18-cepp3anu CIN 2/3 u AIS
nepBukaiieH pak (IIporoxon 015, FUTURE II), HPV 6-, 11-, 16 min 18-cBBp3aHu ¢ IepcUCTApAIIa
undpekius u 3adonsaBane (IIporokon 007) u HPV 16-cebp3an ¢ nepcuctupama uapexus ([IpoTokon
005).

Pesynrarute 3a epukacHOCT ca mpeAcTaBeHN Ha 0a3a KOMOWHHMpPaH aHaK3 Ha IIPOTOKOJIHTE 32
npoyuBanusta. E¢ukacnocrra 3a HPV 16/18 cewp3anu CIN 2/3 unm AIS ce ocHOBaBart Ha JIaHHU OT
mpotokoiu 005 (camo cBbp3anu ¢ 16 kpaitau Toukn), 007, 013 u 015. EdukacHocTTa 32 BCHYKH
OCTaHaJu KpailHU TOYKH ce ocHoBaBa Ha npoTtokoiu 007, 013 u 015. Meaunanara Ha
MPOIBIDKATETHOCT Ha MPOCIIEeNsIBaHeTO TpH Te3u m3nutBanus € 4,0, 3,0, 3,0 u 3,0 roguHu CHOTBETHO
3a [Ipotokon 005, IIpotokon 007, IIporokon 013 u ITpotokon 015. Menuanata Ha OPOABIKUTETHOCT
Ha TIpoceAsIBaHeTo Mpu kKomOuHupanute mporoko (005, 007,013 u 015) e 3,6 ronuHM.
Pesynrarute oT OTACTHHUTE MPOYYBAHHS NOAKPEIAT PE3yITaTHTE OT KOMOWHUpaHus ananus. Silgard e
edukacen cpeury HPV 3abonsiBane, mpuarHeHo oT yeTupuTe BakcuHanHu HPV tumna. B kpas Ha
W3IIMTBAHETO, MAllMEHTHTE, yuacTBai B 1Be uanutBanus ¢aza Il (Ilpotokon-013 u [TpoTokon-015),
ca IpoceasIBaHy 3a IepHo 10 4 TOMUHU (CpeaHo 3,7 TOIUHN).

Lepeukannara uaTpaenurennaina Heormasus (CIN) Crenen 2/3 (cpeaHa 10 BUCOKOCTETICHHA
JUCIUTA3Ms) B aleHOKapItHoM in situ (AlS) ca Omim n3mo3BaHa B KIIMHHYHNATE U3IMATBAHMS KATO

CyporateH MapKep 3a [EepBHKAJICH pakK.

EdwukacHocT nipu xeHu, HeMH(GEKTHPAHU ChC CHOTBETHHUTE BakcnHaiIHu HPV tumnose

OCHOBHUSAT aHaU3 Ha €(PUKACHOCTTA MO OTHOIICHUE Ha BakcuHaaaute HPV tuna (HPV 6, 11, 16 wiu
18) e Omn BBpXY ChOTBETHaTa Ha npoTokona eukacHocT (PPE) mpu o6xBaHaTaTa momynanusra (T.e.
BCHYKH 3 BaKCHHAITMH B paMKUTe Ha | TOIMHA Ciie]] BKIIOYBAHETO, 03 ChIIECTBEHH OTKIIOHEHHUS OT
NPOTOKOJIa U HeMH(pEKTHPaHU che choTBeTHUs(Te) HPV Tnmn(oBe) npean no3a 1 u npe3 mbpBUs
Mecer| cien go03a 3 (mecent 7)). E¢uxacHocTTa e Onia n3mepBaHa cien nmocemieanero B Mecer] 7. Karo
5910, 73 % OT JKeHUTe MpH BKIItoYBaHeTo ca Omnn HenmHpexTrupanu (PCR HeratuBHE 1
CEpOHEraTHUBHU) C KOWTO U 1a € ot yetupure HPV Ttuma.

Pesynrarute 3a epukacHOCT 32 ChOTBETHUTE KpaltHU TOYKH aHAIM3UPAHHU HA 2-pa FOJUHA CIe]T
BKJTFOYBAHETO U B Kpasl Ha U3MHUTBAHETO (MEIMaHa Ha MPOIBDKATEITHOCT Ha TPOCIIEIIBAHETO =
3,6 TOIMHM) MTPH MOIYJIANUATA 110 IPOTOKOJI ca MpeAcTaBeHu Ha Tabmuia 2.

B nombiiHUTENCH aHann3 eukacHocTTa Ha Silgard e orieHena mo otHomenue Ha HPV 16/18-cBbp3anu
CIN 3 u AIS.



Tabnuya 2: Ananu3s na epuxacnocmma na Silgard no omnowenue na eucoxkocmenenHu
yepsuxaanu aezuu ¢ PPE nonynayus

Silgard Ilnaneoo Silgard Inaunedo %
epukacHocT***
% B Kpas Ha
epuxacHoct H3NUTBAHETO
Ha 2-pa (95 % CI)
Bpoii Bpoii roJaMHAa Bpoii Bpoii
caydan ciayqdan 95 % CI) caydau caydan
Bpoii Bpoii Bpoii Bpoii
YYACTHHIM® | yYacTHHIU* yYacTHMIU* | yyacTHHIH*

HPV 0 53 100,0 2% 112 98,2

16/18- 8487 8460 (92,9, 8493 8464 (93,5, 99,8)

CBbpP3aHH 100,0)

CIN 2/3

win AlIS

HPV 0 29 100 2% 64 96,9

16/18- 8487 8460 (86,5, 8493 8464 (88,4, 99,6)

CBbpP3aHHu 100,0)

CIN 3

HPV 0 6 100 0 7 100

16/18- 8487 8460 (14,8, 8493 8464 (30,6, 100,0)

CBBP3aHH 100,0)

AIS

*Bpoii yyacTHHIM ¢ Hali-MaJIKO €/IHO IIOCELIEHHE 3a MPOCIieIsiBaHe cliell Mecer 7
**Cropen BUPYCOJOTHIHUTE JOoKa3arencTBa, mbpBuAT CIN 3 ciaywail mpu mamuenT, ¢ XpOHNIHa HHPEKIHS C
HPV 52 e BepositHO mprunaHO cBBp3ad ¢ HPV 52. Camo mpu 1 ot 11 ipobu ce otkpuBa HPV 16 (Ha mecen
32,5) xaro He ce oTkpuBa B Thkanu, oxyueHu npu LEEP (Loop Electro-Excision Procedure). [Tpu BTOpHS
ciy4daii Ha CIN 3, HabmogaBaH npu manueHT, 3apases ¢ HPV 51 B nen 1 (B 2 ot 9 pobu), HPV 56 e otkpur
npu 6uorncus npe3 Mecen 51 (B 1 ot 9 mpobu) u HPV 56 e otkput B 3 oT 9 mpobu B ThKaH, B3€Ta 110 BpeMe Ha
LEEP npe3 mecern 52.

***[TarieHTUTE ca MPOCIESBaHU 3a TIEPUO 10 4 TOAMHHU (CpeaHO 3,6 TOIMHN)

3abenexka: V3uncieHuTe CTONHOCTH U IOBEPUTEITHUTE MHTEPBAJIM Ca KOPUTHPAHHU 110 YOBEKBpPEME Ha
HpoclesBaHe.

B Kpasa Ha U3NUTBAHCTO U KOMGI/IHI/IpaHI/ITe IMMPOTOKOJIH,

e¢pukacHoctTa Ha Silgard cpemry HPV 6-, 11-, 16-, 18-cBbp3an CIN 1 e 95,9 % (95 % CI:91,4,98,4) .
e¢pukacHoctTa Ha Silgard cpemy HPV 6-, 11-, 16-, 18-cebp3an CIN (1, 2, 3) u AIS ¢ 96,0 % (95 %

CI:92,3,98,2).
etdukacHocrra Ha Silgard cpemry HPV 6-, 11-, 16-, 18-cBbp3anu VIN2/3 u ValN 2/3 e choTBETHO
100 % (95 % CI:67,2, 100) u 100 % (95 % CI:55,4, 100).
edpukacHoctTa Ha Silgard cpeury HPV 6-, 11-, 16-, 18-cBbp3anute renutannu opagasuny € 99,0 %
(95 % CI:96,2,99,9).

[Tpu nporoxon 012 epuxacnocrra Ha Silgard cpeury 6 MeceuHo onpejesieHa epCUCTUpara
nHGEKIHA [T0JIOKUTETHN IpoOH MPH JBE WM IIOBEYE IIOCIEA0BATEIHN BU3UTHU Ipeau 6 mecena (+ 1
Mecer) win nosede | cebp3ana ¢ HPV 16 e 6mma 98,7 % (95 % CI: 95,1, 99,8) u 100,0 % (95 % CI:
93,2, 10,0) crorBetHo 3a HPV 18 criex nmpociensBane ot moseye oT 4 ToAnHU (cpenHo 3,6 TOAUHN).
IIpu 12 mecedno onpenenena nepcuctupama uadpexws, ehpukacHocrra cperry HPV 16 u HPV 18 e

6umna 100,0 % (95 % CI: 93,9, 100,0) u 100,0 % (95 % CI; 79,9, 100,0).

EdukacHoct npu xenu ¢ npusHany Ha HPV 6. 11, 16 niuu 18 nabekus niy HaaudHo 3a00ssBaHe

mnpes geH 1

Hswma nannm 3a 3ammra ot 3a0onsBane npuurHero oT HPV tunosere BBB BakcHHATa, KbM KOUTO
xxeHute ca ommm PCR nonoxwurennu nmpe3 Jlen 1. )Kenu, xouto Beue ca Omim MHPEKTHPAHH C SAHH




WM [IOBEYE CBbp3aHu ¢ BakcuHata HPV Tumna npeny BaKCMHUPAHETO, Ca 3aIUIUTEHH OT KIMHUYHO
U3pa3eHo 3a00IsABaHe, MPUIMHEHO OoT ocTaHanute HPV tumose.

EdwukacHoCT 1ipu sxeHu ¢be nin 0e3 npenxonna nadexums i 3adoaasande (ITT), B pesyiarar ua HPV

6.11,16

Pesynrarute ot mpomeneHa (intention to treat) (ITT) momynanus, BKITtOYBaIna )K€HA HE3aBUCHMO OT
TexHus HayasieH HPV craryc B JieH 1, KOWTO ca Moy4YuiIu NOHE €Ha BaKCUHALIMS U TIPU KOUTO
OpoeHeTo Ha ciIyuyauTe 3amouBa 1 Mecer] cies] mpuiarane Ha fo3a 1. Ta3u nomymamus ce npudimKaBa
Io oOIara morryamus >KeH! TI0 OTHOIIIEHHe pa3npocTpaneHuero Ha HPV undexnus i 3abonsaane
IIpH BKIIFOYBAHETO B CHOTBETHOTO Mpoy4BaHe. Te3u pe3ynraT ca 00o6menu B Tabmmma 3.

Tabnuua 3: EQpuxacnocm na Silgard npu eucoxkocmenennu yepeuKainu jle3uu npu NPOMeHeHa
ITT-nonynayusa éknousawia yeenu Hezagucumo om mexnusa Hauanen HPV cmamyc

Silgard ITnaueoo Silgard I11auedo o
% A) %k
Bbpoii bpoii eukacHocT** Bbpoii Bbpoii epuKacnoct
caydan caydan 3a 2 rOAMHH caydau caydau B Kpasi Ha
— — o — — M3NMUTBAHETO
Bpoii Bpoii (95 % CI) Bpoii Bpoii (95 % CI)
YYACTHULIM* | yYacTHMIM* YYACTHUIM® | yYaCTHMUM®

HPYV 16- 122 201 39,0 146 303 51,8
niaa HPV 9831 9896 (23,3,51,7) 9836 9904 (41,1, 60,7)
18-
CBBP3aHH
CIN 2/3
nau AIS
HPV 83 127 343 103 191 46,0
16/18- 9831 9896 (12,7, 50,8) 9836 9904 (31,0, 57,9)
CBBbp3aH
CIN 3
HPV 5 11 54,3 6 15 60,0
16/18- 9831 9896 (<0, 87,6) 9836 9904 (<0,87,3)
CBBbp3aH
AIS

*Bpoil yuacTHHLIM ¢ Hali-MaJIKO €[HO IoceleHue 3a npocneassane ciexn 30 nquu cnen Jen 1
**[IpoueHTHT Ha e(PUKACHOCT C€ MU3YMCIISABA 110 KOMOMHMpaHuTe rpoTokoin. E¢ukacnocrra 3a HPV 16/18

cebp3al CIN 2/3 nim AIS ce ocHoBaBa Ha nanHu ot npotokonu 005 (camo cBbp3anu ¢ 16 KpaliHU NTOKazaTesn),
007, 013 u 015. TTarenTHTE Ca IMpocieasIBaHu 3a neproa a0 4 roguHu (cpenHo 3,6 ToauHH).
3abenexka: M3umcneHuTe CTOWHOCTH M JOBEPUTEITHWUTE HHTEPBAIN Ca KOPUTHPAHM II0 YOBEK-BpEME Ha

IPOCIICAABAHE.

Edwukacaocr cpemry HPV 6-, 11-, 16-, 18-cBwp3anu VIN 2/ 3 e 6una 73,3 % (95 % CI: 40,3, 89,4),
cpeury HPV 6-, 11-, 16-, 18-cBbp3anute ValN 2/3 e 6una 85,7 % (95 % CI: 37,6, 98,4) u cpemry HPV
6-, 11-, 16-, 18-cBBp3anuTe koHmmIoMu e 6mna 80,3 % (95 % CI: 73,9, 85,3) npu komOuHMpaHU
IIPOTOKOJIM B Kpasi Ha U3MUTBAHETO.

O06mo 12 % ot koMOMHMpaHaTa MPOyYBaHA MOIYJIANKs UMa a0HOPMHHM pe3yaTatu oT HaTpuBku (Pap
test), npeamonaramy Hanuureto Ha CIN B nen 1. Cpen sxeHuTe ¢ aOHOPMHU pe3yNITaTH OT HATPUBKHU B
Hen 1, xouto He ca Ouiu HHQEKTHpaHu ¢be choTBeTHHS HPV BakcuHanex tum B jeH 1,
e(MKacHOCTTAa Ha BaKCHHATA € OcTaHaia Bucoka. Cpes sKeHHUTe ¢ aOHOPMHU PEe3yNITaTH OT HATPUBKH B
neH 1, kouto Bede ca ounu nH(peKkTHpaHu che choTBeTHUS HPV BakcuHaneH tum B ieH 1, He e Omna
HaOmrogaBaHa e(hUKacCHOCT Ha BaKCHHATA.
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3ammTa cpemry odma oopeMenenoct ot repsukaiano HPV 3a0oaaBane mpu »KeHM Ha Bb3pact 16 110
26 roMHU

EdexTsT Ha Silgard BepXy 00mTHs PHCK OT pa3BuTHE Ha IiepBuKanHo HPV 3abomnsaBane (T.€.
3a0ossiBaHe, MPUIMHEHO OT KoiTo U aa ¢ Tunt HPV) e onenen, ¢ mavano 30 quu ciieq mbpBarta 103a,
npu 17 599 yuactHunM, BKIIOUSHH B ABeTe n3nuTBaHus 3a edpukacHoct Paza III (Ilpotokonu 013 u
015). Cpen >xeHuTe, 32 KOUTO HsAMA NaHHU 3a nH(pekTupane ¢ 14 gecto cpemiann HPV trma u ca ¢
OTpHIIaTeTHa IUTOHamMa3ka B Jlen 1, mpuiaranero HamaisaBa pasnpoctpanenrero Ha CIN 2/3 wmm AIS
MPUYUHEHU OT BaKCHHaJEeH win HeBakcuHaeH HPV tum ¢ 42,7 % (95 % CI : 23,7, 57,3) u Ha
reautananTe opagaBuny ¢ 82,8 % (95 % CI: 74,3, 88,8) B kpas Ha U3MUTBAHETO.

B momudunmpanara ITT nomynanms, moisara OT BaKCHHATA 110 OTHOIIIEHHE Ha 00IOTO
pasmpoctpanenue Ha CIN 2/3 unu AIS (mpuurHeHu oT koiito u Aa ¢ HPV tum) u Ha reHuTamauTe
OpazaBuIM € MHOTO TIO-HUCKO, C HaMajieHne choTBeTHO oT 18,4 % (95 % CI: 7,0, 28,4) u 62,5 %
(95 % CI: 54,0, 69,5), Tbit kato Silgard He BiHsIe BBPXY MPOTHYAHETO HA UHPEKIUUTE WIH
3a00JIIBaHETO, KOUTO CHIIECTBYBAT KbM MOMCHTA Ha BAKCHHHUPAHE.

BriusHre BbpXy OpoLeaypH 3a Je(UHATHBHO IEPBUKAITHO JICUCHHE

Brnustnueto Ha Silgard BbpXy yecToTaTa Ha MPOIEYPH 33 AeHUHUTHBHO IIEPBUKAITHO JICUCHUE,
He3aBucuUMO oT npuuuHsBanua HPV tum, e onieneno npu 18 150 yyacTHUIIM, BKIIOYEHH B MPOTOKOJ
007, mporokomnu 013 u 015. IIpu Henndekrupana ¢ HPV nomynanus (HeuHdexrupana ¢ 14 gecto
cpemann HPV Tuna u orpunarenna nuronamaska npes aex 1), Silgard HamansiBa nporeHTa Ha
JKEHUTE, TIPU KOUTO € MPOBESKIAHA MPOoleaypa 3a qepuHUTUBHO NepBukaino neueHue (Loop Electro-
Excision Procedure mim Cold-Knife Conization) ¢ 41,9 % (95 % CI: 27,7, 53,5) B kpas Ha
nsnutBaneto. Cpen [TT monynanusra cboTBETCTBaNOTO HaManenue € 23,9 % (95 % CI: 15,2, 31,7).

KpbcTocana 3amuTHa eUKacHOCT

Eduxacnocrra Ha Silgard cpenry CIN (Bcsika cteneH) u CIN 2/3 nnn AlS npuunzenu ot 10 He-
BakcuHatan HPV tumma (HPV 31, 33, 35, 39, 45, 51, 52, 56, 58, 59), ctpykTrypHO cBbp3anu ¢ HPV 16
wi HPV 18, e onlenena B komOuHupanara ®asa I (N = 17 599) 6a3a nanHu 3a epUKaCHOCT Cle]
MeAraHa Ha MIPOABIDKUTEIHOCT Ha pociensBade ot 3,7 (B Kpast Ha M3NUTBaHETO). M3mepeHa e
e(pUKACHOCTTA Cpelly KpaliHH TOYKH 3a 3a00JIBaHe, MPUYNHEHO OT MPEIBAPUTEIHO ONpeesieHa
KoMOuWHaIMs oT He-BakcuHaTHE HPV TtHmoBe. [IpoyduBanusaTa He MoraT 1a OIICHAT €(pUKACHOCTTA
cperry 3a0oJsBaHe, MPUUYUHEHO OT oTAeTHU HPV Tunosge.

[IppBOHAYATHIAT aHANN3 € HAPaBEH Ha TUTIOBO-CIIENN()UIHH MOITYJIalliH, KOWUTO N3UCKBA JKEHUTE J]a
ObJaT OTpUIATENTHH 32 aHATM3UPAHUS THII, HO KOUTO OM MOTJIO J1a 6bJaT MoJoKUTeNHH 3a npyra HPV
tunose (96 % ot 1snata nomynanus). [IspBoHavaNHUAT aHAU3 cliell 3 TOAWHU HE € JOCTUTHAT
CTaTHCTUYECKa 3HAYMMOCT 32 BCHUKH MIPEIBAPUTEITHO OIpeIeieHn KpaitHu Touku. [locnennure, ot
Kpasi Ha MPOYYBaHETO PE3yJITaTh 3a KOMOMHUPaHOTO pasnpocrpanenue Ha CIN 2/3 wnu AIS B Tasu
MOMyJAIUs CJIEN IPOCIeAsIBAHE ChC CPEAHA MPOIBIKUTEIHOCT OT 3,7 TOAUHU Ca TIOKa3aHU B

Tabnuna 4. 3a KOMOMHUPAaHUTE KpalfH! TOYKH, CTATUCTUYECKH 3HaYNMa e(hUKACHOCT CPemry
3abosBaHe € JeMoHcTpupana cpemry HPV tunose, pumorenernano cebp3anu ¢ HPV 16 (penn
Bcuuko HPV 31), nokaro npu HPV tunose, ¢punorenernano cepp3anu ¢ HPV 18 (Bxmouutenno HPV
45), He e HaOIr01aBaHa CTATUCTUYECKU 3HAauMMa epukacHocT. 3a 10 unauBuayannu HPV tunose,
CTaTUCTHYECKA 3HAUMMOCT € octurHata camo 3a HPV 31.

Taonuya 4 Pesynmamu 3a CIN 2/3 unu AILS npu neungpexmupanu c munoso-cneuugpuunu HPV
yuacmuuyu' (pezynmamu om Kpas na usnumeanemo)

Hewnndexrupana c > 1 HPV tun

KomOuHmpan kpacH Silgard [Tnane6o

IOKa3areln cIydan Craydau % Eduxacnoct 95 % CI1
(HPV 31/45)* 34 60 43,2 % 12,1, 63,9
(HPV 31/33/45/52/58)° 111 150 25,8 % 4,6,42,5
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Hewnndexrupana c > 1 HPV tun

KomOuHmpan kpacH Silgard [Tnane6o

IoKas3aren cIydan Caydau % Eduxacnoct 95 % C1

10 ne-Bakcunaman HPV 162 211 23,0 % 5,1,37,7

rmal

cBbp3anu ¢ HPV-16 tuna 111 157 29,1 % 9,1,44.,9

(A9 ¢punorenernuna

rpyna) A
HPV 31 23 52 55,6 % 26,2, 74,1'
HPV 33 29 36 19,1 % <0,52,1"
HPV 35 13 15 13,0 % <0,61,9
HPV 52 44 52 14,7 % <0,44,2"
HPV 58 24 35 31,5 % <0,61,0"

cBbp3anu ¢ HPV-18 tumna 34 46 25,9 % <0,53,9

(A7 ¢punorenernuna

rpyma)
HPV 39 15 24 37,5 % <0,69,5"
HPV 45 11 11 0,0 % <0, 60,7"
HPV 59 9 15 39,9 % <0,76,8"

A5 tina (HPV 51) 34 41 16,3 % <0,48,5"

A6 tuna (HPV 56) 34 30 -13,7 % <0,32,5"

T W3nuTBaHmsITa HE MOTAT J1a OIICHAT €(PUKACHOCTTA CPEITy 3a00sIBaHe IPUIHHEHO OT oTaenHn HPV

THUIIOBE.

i E¢wukacHocTTa e ocHoBaHa Ha HamaisiBane Ha HPV 31-cwpp3ann CIN 2/3 mmu AIS
§ E¢ukacHocTTa ¢ ocHOBaHa Ha HamansBane Ha HPV 31-, 33-, 52-, u 58- cBbp3anu CIN 2/3 wmu AIS
I BrurouBa aHanuTHuHO-oTpeesnienn He-BakcuHanmonun HPV tuna 31, 33, 35, 39, 45, 51, 52, 56, 58, u 59.

EdukacHoCT Iipw skeHU Ha BB3pacT 24 110 45 roauHu

EdukacHocrra Ha Silgard npu >xeHu Ha BB3pact 24 10 45 ronuHu € omnieHeHa B 1 1urare6o-
KOHTPOJUPAHO, TBOWHO-CIIATO, paHmoMusupano daza I1I kmuamano nsnursane (IIporokon 019,
FUTURE III), BkitouBario o610 3 817 :KeHU, KOUTO ¢a BKJIIOYCHH B U3IIUTBAHETO U BAKCUHUPAHH
0e3 mpeaBapuTENieH CKPUHUHT 32 Hannuue Ha HPV undekrs.

[IppBUYHATA KpaifHa ToUKa 3a eUKacHOCT BKIIOYBa KoMOMHHpaHaTa yectora Ha HPV 6-, 11-, 16-
win 18-cBbp3aHa u koMOuHupaHa yectota Ha HPV 16- unu HPV 18-cBbp3ana nepcucrupaiia
uHbpekus (6 Mecela 1o onpeneeHNe), T HUTATHA OpaJaBuIly, ByJIBapHU U BaruHaIHH Je3un, CIN
oT Bcska creneH, AlS, u niepBrukanes pak. Meananara Ha MPOABIDKUTEITHOCT HA TIPOCIIEsIBAaHE TTPH
ToBa u3nutBane ¢ 4,0 roguHu.

EdukacHocT 1ipu sxeHd, HeMH(GEKTUPaHU CbC choTBeTHUsI(Te) BakcuHaneH(an) HPV tun(ose)

[IbpBUuHMAT aHamM3 Ha eduKacHOCTTA € MpH momynanus ¢ edukacHocT mo mpotokon (PPE) (t.e.
BCHYKM 3 BakCHHAIMM B PaMKUTE Ha | rofuHa OT BKJIIOYBAHETO, 0€3 CBIIECTBEHU OTKIOHEHUS OT
NpOTOKONIa U HeMHpeKTHpaHu cbe cboTBeTHHs (Te) HPV THm(oBe) npenu no3a 1 u go 1 mecen cien
no3a 3 (mecert 7)). EdukacHocTTa ce m3MepBa KaTo Ce 3alouHe clel moceleHueTo B Mecer| 7. O01io
67 % ot yuactHuuute ca HenHpektupanu (PCR HeratnBHU U cepoHeratuBHM) KbM Benukute 4 HPV
THUIIA IIPU BKJIIOYBAHE.

Edwukacnocrra Ha Silgard o orHomeHnne Ha komOuHUpaHaTta dectota Ha HPV 6-, 11-, 16-, wim 18-
CBBp3aHa MepcUcTHpania HHQEKIHs, TeHUTATHA OpalaBHIy, ByaBapHH M BaruHaimHu se3uu, CIN or
KakBato u na ¢ creneH, AIS u nepsukanen pak 88,7 % (95 % CI: 78,1, 94,8).

EdukacHocrra Ha Silgard mo oTHomeHne Ha komOuHUpaHaTta yectota Ha HPV 16- wm 18-cBpp3ana

MIEPCUCTHUPAIa UHPEKIUS, TCHUTATHU OpaJaBuilM, ByJBapHU U BaruHayiHu Jie3un, CIN oT kakBato u
n,a e creneH ALS u nepBuxanex pak e 84,7 % (95 % CI: 67,5, 93,7).
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EduKacHOCT IIpH KEHU ChC U 0e3 mpeaxokaama uHbekus win 3abonsade npuuuHesu or HPV 6.
11,16 mmm 18

[omynauusara ¢ meieH ananu3 (u3BectHa oie kato I'TT nmomynarus) BkiItouBa )K€HH HE3aBUCHMO OT
texHusa uzxoaeH HPV craryc B nen 1, kouto ca noayuywin Hail-Majiko €jHa BaKCHHA U IPH KOUTO
Opoeneto 3amouBa ¢ aeH 1. Ta3u monmymnarnus ce mpuOIMkaBa 10 00IIaTa MOIMyJIanus )KeH! 110
OTHOIIIEHUE Ha pasnpocTpanenrero Ha HPV urdeknms umm 3a0osBane MpH BKIIIOUBAHE.

Edwukacnocrra Ha Silgard mo oTHomenune Ha komOuHMpaHara yectora Ha HPV 6-, 11-, 16- wm 18-
CBBp3aHa MepcUcTHpania HHEKIHs, TeHUTAIHN OpalaBHIy, ByaBapHHA M BarmHamHM se3uu, CIN or
Bcska creneH, AIS u nepBukanex pak e e 47,2 % (95 % CI: 33,5, 58,2).

EdukacHocrra Ha Silgard mo oTHOmeHHe KOMOMHHUpaHa YecTOTa Ha pasnpocrpanenue Ha HPV 16-
win 18-cBbp3ana nepcucTupaiia HHGEKIHs, TEHUTATHA OpalaBUIlH, BYJIBAPHH U BaTHHAITHHU JIC3UH,
CIN ot Bcsika creneH, AlS u nepBukainen pak € 41,6 % (95 % CI: -24,3, 55,2).

Edwukacroct mipu sxkenu (16 10 45 TOMWHN) ¢ TaHHU 33 MPEANISCTBYBAITA HHPEKINS ¢ BAKCHHAICH

HPV 1un (cepono3uTUBHM), KOSITO BEYe € HEOTKpUBaeMa IIpean HayajioTo Ha BakcuHaimgra (PCR

HETaTUBHU).

B post hoc ananu3 Ha nuna (KOUTO ca MOJYYHITH ITOHE eIHA BAKCHHAIINS) C JaHHH 32 TpeAIIiecTBaINa
uHpexnusa ¢ BakcuHaieH HPV tun (cepomo3uTuBHNM), KOSTO Bede € HEOTKpUBacMa peid HayajJoTo Ha
BakcuHaruATa (PCR HeratuBHm), edukacHocTra Ha Silgard 3a mpemoTBpaTsiBaHe Ha 3a00JSIBaHIS,
IBIDKAIY ce Ha TIOBTOpHATa mosiBa Ha cbinust HPV tum e 100 % (95 % CI: 62,8, 100,0; 0 cpeury

12 coyvas [n = 2 572 oT cOopHU Npoy4YBaHUs IpH Miaau xenu)) cpemy HPV 6-, 11-, 16- u 18-
cebp3anu CIN 2/3, VIN 2/3, ValN 2/3, u renuTanau OpafaBuLy IPH )KEHHU Ha BB3pacT 16 10

26 romuan. Edukacuocrra e 68,2 % (95 % CI: 17,9, 89,5; 6 cpemry 20 ciyvas [n = 832 ot
KOMOWHHpaHU IPOYYBaHU NPU MJIAJN U BB3pacTHH keHH|) cperry HPV 16- u 18-cBbp3anu
CBIIECTBYBAIIN HH(PEKLINH MPH KEHU Ha Bb3pacT 16 1o 45 ronuHu.

EduracHocT npu MbKe Ha Bb3pacT oT 16 10 26 roauau

EdukacHocrra e onienena cpemry HPV 6-, 11-, 18-cBbp3aHN BHHIIHU T€HUTATHN OpalaBUIH,
TIeHWTHA/TICpUHEaTHa/TIepruaHaiHa nHTpacnuTenuatia aeoriasus (PIN) creren 1/2/3 n
MepCUCTHpAaIa HHPEKIHS.

Eduxacnocrra Ha Silgard mpu Mmbke Ha BB3pacT oT 16 10 26 ronuHu € oneHeHa B 1 mrare6o-
KOHTPOJIMPAHO, IBOMHO cIIATO, panaoMusrpano ¢asa Il knmuuudno npoyusane (IIpotokon 020),
obxBamamnio oomo 4 055 MbxKe, BKIIOUEHH B U3MUTBAHETO M BAKCUHUPAHU 0€3 IpeiBapuTesieH
CKpHHHHT 32 Hanmune Ha HPV undeknusa. CpeqHara mpoabIKATEIHOCT HA TIPOCIIEISBaHE €

2,9 roguHu.

B moarpynara ot 598 mexe (SILGARD = 299; nane6o = 299) B [Iporoxon 020, kouto ce onpeaenst
KaTo MBKe, KOUTO MPaBAT cekc ¢ Mbxe (MCM) e orieHeHa epUKacCHOCTTA CPEITy aHaTHA
uHTpaenurenuanta Heorwtasus (AIN crenenu 1/2/3) u aHajieH pak ¥ MepcUCTUpaIlla HHTpaaHaIHa
“H(pEKIH.

MCM ca ¢ no-Bucok puck ot ananHa HPV undekuus, B cpaBHeHHE C ¢ 001IaTa TOMYJIANKS;
abcoMIoTHATA 110132 OT BAKCHHAIIMATA OTpE/ieNieHa KaTo Mpena3BaHe OT aHaJIeH pak B oOmiara

nomyJjanuys ¢ O4aKkBa a 6’5,[[6 MHOTI'O MaJiKa.

HIV undexuunsra e Ouna U3KII0YBAIL KPUTEPUH (BXK. ChLIO TouKa 4.4).
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EdukacHocT 11pu MbKe, HEMHGEKTHPAHU ChC CHOTBETHUTE BakcnHaaHau HPV tumose

[IspBuYHUAT aHaNMHM3 HA e)UKACHOCTTA 110 OTHOIIEHHE Ha BakcuHanHuTe HPV tunose (HPV 6, 11, 16,
18) e HampaBeH BBPXY e(PUKACHOCT MpH moIrynanusTa 1mo mpotokoi (PPE) (T.e. Bcuuku 3 BakcuHAIIN
B paMKHUTE Ha | roJiiHa OT BKJIIOYBAHETO, 0€3 ChIIECTBEHN OTKIOHEHHUS OT MPOTOKOJIA 1
HenH(pekTupanu cbe choTBeTHHsI(Te) HPV Tun(ose) npenu no3a 1 u 1 mecen cien go3a 3 (mecen 7)).
EduxacHocTTa € H3MepeHa ¢ OTIpaBHa TOUKa ciied BuznuTara Ha Mecell 7. Oomo 83% ot mbxete (87%
OT XeTepocekcyaHuTe yqacTHUIM 1 61% ot MCM yuactaum) ca aenHpektuparn (PCR
OTPHUIIATEIHH U CEPOHETaTHBHM) KbM Becuukute 4 HPV Tuma npu BKIIOYBaHETO.

AmnanHaTa nHTpaenuTenranraa Heorwtazus (AIN) crenen 2/3 (yMepeHa 10 BUCOKOCTETICHHA
III/ICHJ]aE!I/I}I) € U3IIOJI3BaHA B KIMHUYHUTC U3NIUTBAHNA KAaTO 3aMCCTHUTECIICH MapKEP 3a aHaJICH pak.

Pesynratute 3a epUKacHOCT 3a ChOTBETHUTE KPaiHU TOUKH, aHATM3UPAHU B Kpasi Ha U3MHUTBAHETO
(cpemHa IpOIBIDKUTEITHOCT Ha MPOCIEISIBAHETO A0 2,4 TOAMHH) B MOMYJIAIKATA IO MPOTOKOJ ca
npencraBenu B Tabmuna 5.Crenenu 1/2/3 na euxacHocT cpeuty PIN He ca nemoHcTpHupaHu.

Tabnuya 5: E¢puxacnocm na Silgard cpewy évnwnu 2enumannu nezuu na PPE* nonyaayua om
Mmbace Ha ev3pacm 16-26 zoounu

Silgard Inanedo % EdukacHoct
Kpaiina Touka N | Bpoii cirydan N | Bpoii cirydan 95 %CI)
BpHIIHYN reHuTanHu jge3ud, cebp3anu ¢ HPV 6/11/16/18
BBHIITHY TeHUTATHU 1394 3 1404 32 90,6 (70,1. 98,2)
JIe3UH
I'enuTanau 1394 3 1404 28 89,3 (65.3,97,9)
OpamaBunu
PIN1/2/3 1394 0 1404 4 100,0 (-52,1, 100,0)

*Yyactauuutre B PPE momynanusaTa, NOMyddiaM BCHYKM 3 BaKCHHALMM B paMKHMTE Ha | roaMHa OT BKJIIOYBAaHETO, Oe3
CBIIECTBEHN OTKJIOHEHHS OT MPOTOKONA U HenHpekTupanu ¢ cborBeTHUsA(Te) HPV tun(ose) npean no3a 1 u 1 mecen ciex

no3a 3 (mecery 7).

IIpu ananuza 3a ananau ne3uu pu MCM nomynanusaTa B Kpasi Ha MPOy4YBaHETO (CpeaHa
MIPOBIDKUTEITHOCT Ha POCIieAsBaHeTo 2,15 roaunn), npeBaHTuBHUAT eekt cpemry HPV 6-, 11-, 16-,
18-cBpp3anu AIN 2/3 e 74,9% (95% CI 8,8, 95,4; 3/194 cpemry 13/208) u cperry HPV 16- miu 18-
cebp3ann AIN 2/3 86,6% (95% CI1 0,0, 99,7; 1/194 cpemry 8/208).

EduracHoCT pu MBKe ¢hbC U 0e3 mpeaxoxaama nHbeKIus Wi 3adoisiBade npuarndesn ot HPV 6,

11,16 mym 18

[IpMHUAT aHATTU3 Ha ompeieNieHaTa MOIYJIalrs BKIF0YBA MbXe HE3aBHCUMO OT TexHus HayasieH HPV
CTaTyc B JIeH 1, KOUTO ca MONYyYIIH Hali-MaJIKO €/THa BaKCHHAIIHS ¥ P KOUTO OTIMTAHETO Ha
ChCTOSTHHETO 3aro4Ba Ha JieH 1. Ta3u nmomynanus ce npubimkasa 10 o01aTa momysamnus Mbxe 1o
OTHOIIIEHUE Ha peobnanaBaneTo Ha HPV uH(eknus wim 3a0onsBaHe MpH BKIFOYBAHETO.

E¢wukacunocrra Ha SILGARD cpemnry reantanan OpanaBuiin, cebp3anu ¢ HPV 6, 11, 16, 18 e 68,1%

(95% CI: 48,8, 79.3).

Edextusnoctra Ha SILGARD cpenty HPV 6-, 11-,
cebp3ann AIN 2/3 npu MSM noausnuteane ¢ 54,2% (95 % CI 18,0, 75,3; 18/275 cpemty 39/276) u
cbhOTBETHO 57,5% (95% CI: -1,8, 83,9; 8/275 cpemry 19/276 cinyuas).

16-, 18-cebp3arm AIN 2/3 and HPV 16- umm 18-

3amuTa cpemnry odmara Texxect Ha HPV 3a0oiisiBaHe npyu Mb Ke Ha Bb3pacT OT 16 10 26 roguau

Bw3aaeiicteuero Ha Silgard cpeny oOmust pruck OT BHHITHA TeHUTAJHHU JIC3UU € OLICHEH CIIe/I TbpBaTa
no3a pu 2 545 yyacTHHIH, BKIIOYeHH BEB (a3za III m3nureane 3a epukacHocT (IIpotokon 020). [Tpu
MBKe, HermH(pekTHupanu ¢ 14 yecto cpemann HPV tunose, npuioxkenuero Ha Silgard Hamanssa
YecToTaTa Ha BHHINHHU MCHUTAITHY JIS3UH, MPUYUHEHU OT BAKCHHAITHY WK HeBakcuHamHun HPV tunose
¢ 81,5% (95% CI: 58,0, 93,0). IIpu meaansa ananms (FAS) Ha momynanusita, moji3ara OT BaKCHHATA IO
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OTHOIIICHE Ha 00IIMaTa YecToTa Ha BHHITHKA reHuTaHn Je3un (EGL) e mo-Manka, ¢ HOHmKEHHE OT
59,3% (95% CI: 40,0, 72,9), Twii kaTo Silgard He BB3/IeiiCTBa BHPXY X0/1a HA HHPEKIIUUTE UK
3a00JIIBaHUATa, KOUTO Ca HAJMYHU MPU MIOCTaBsIHE HAa BAKCUHATA.

BT)3I[CI7ICTBI/I6 BBPXY OHOICUATA U OpoucaypuTe 3a I[ed)I/IHI/ITI/IBHO JICYCHUC

Br3netictBuero Ha Silgard BbpXy KauecTBOTO Ha OMOIICHS U JIeYeHNE Ha BHHIITHUTE TEHUTAIIHY JIE3UN
(EGL), ne3zaBucumo ot HPV THnosere, mpuauHUIN 3a00JIIBAHETO, € OIEHEHO MMpH 2 545 murma
BkioueHu B [Ipotokon 020. [Ipu Henndextupana ¢ HPV monynanus (Hennpextrpanu kbM 14 gecto
cpeutaan HPV Tumose), B kpas Ha nznutBaneTo Silgard HamansiBa mporeHTa MbXKe ¢ B3eTa OUOTICHS C
54,2% (95% CI: 28,3, 71,4) u ¢ mpoBeneno seuenue 47,7% (95% CI: 18,4, 67,1). Bes FAS
MOMyJIAIKsATa, ChOTBETHOTO MOHIKeHHE € 45,7% (95% CI: 29,0, 58,7) u 38,1% (95% CI: 19,4, 52,6).

Hmynocennocm

Mertoau 3a U3MepBaHe Ha UMYHHHUS OTTOBOP

IIpu HPV BakcuHHTE HSIMa YCTAaHOBEHO MUHUMAJHO HUBO Ha aHTUTEJAaTa, KOETO J]a OCUTYpsiBa
npeAnasBaHe OT HHPEKIHS.

HNmynorennocTTa Ha Silgard e 6mna ornenena pu 20 132 (Silgard n = 10 723; mmae6o n =9 409)
MOMHMYETA U )KCHHU Ha Bb3pacT 9 1o 26 roqunu, 5 417 (Silgard n = 3 109; mnanedo n =2 308) MmoMyeTa
Y MBKE Ha Bb3pacT oT 9 10 26 rogunu u 3 8§19 xenu Ha Bb3pacT 24 1o 45 roqunu (Silgard n =1 911,
miane6o n = 1 908).

3a oIleHKa Ha UMYHOTEHHOCTTA ITPY BCEKH BAKCHHAJICH THUII Ca U3IMOJI3BaHH TUIOBO-CIICIU(DUIHH
MMYHOJIOTHYHH TE€CTOBE, KOHKYPEHTEH, OCHOBaBaIl ce Ha Luminex, umyHonorndeH tect (cLIA), ¢
THTIOBO-CTIEIUPUIHA cTaHAapTH. C TO3W METOJI C€ M3MEPBAT aHTUTEIIA CPEITy SAMH HEYTPaTH3HPaII]
enuToIn Ha Bcekn oTneneH HPV Ttum.

Nmynann otrosopu ipu Silgard Ha TepBUSL Mecel] caex 103a 3

B xuHUYHKTE U3NUTBAHUS IPU XKEHU Ha Bb3pacT 16 mo 26 roaunu, 99,8 %, 99,8 %, 99,8 % u 99,5 %
ot nomyunnute Silgard craBat crorBeTHO aHTU-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV-18
Cepomno3uTUBHU Ha 1 Mmecell cie n03a 3. B KITMHUYHOTO U3MUTBaHE MPH KEHU Ha Bb3pacT 24 no 45
rogunu, 98,4 %, 98,1 %, 98,8 % u 97,4 % ot yyacTHuiuTe noytyunin Silgard cTaBat ChOTBETHO aHTH-
HPV 6, antu-HPV 11, autu-HPV 16 u antu-HPV 18 cepono3utuBHm, KbM IbPBUSA MECEL CIE 1032
3. B KIMHWYHO M3MUTBAHE MTPH MBXKE HA BB3pacT oT 16 g0 26 roxuau, 98,9%, 99,2%, 98,8% u 97,4%
OT yYaCTHHIIUTE, KOUTO ca noixy4miu Silgard ctaBat chorBeTHO aHTH-HPV 6, anTu-HPV 11, anTi-
HPV 16 u autu-HPV 18 cepono3utuBHu, 10 eauH Mecel] ciena go3a 3. Silgard uHmynmupa BUCOKO HUBO
Ha aHTU-HPV cpenno reomerpuunn tutpu (GMTs) 1 Mecer cien 103a 3 Ipu BCHYKH U3CIICBAHU

TPYIH.

KakTo ce ouakBa, mpu »keHH Ha Bb3pacT 24 1o 45 roqunu (mpotokon 019), HabmrogaBaHuTe TUTPH HA
aHTUTEJIaTa ca MO-HUCKU B CPABHEHUE C ’KEHHU Ha Bb3pacT 16 10 26 rouHuU.

Husara Ha antu-HPV npu yyacTHHLINTE, HA KOUTO € TIPUIIOKEHO Miianedo0, KOUTO ca Ce U3YUCTHIN OT
HPV urdexnns (ceporrozutnBan 1 PCR HeraTuBHMN) ca OWIM 3HAYUTEITHO IMO-HUCKH OT TE3H,
WHAyIUpaHu oT BakcuHata. OceeH ToBa, anTH-HPV Huata (GMTSs) nmpu BakCUHUpaHUTE YYaCTHUIU
ocTaBaT PaBHU WJIM HAJIBUIIABAIIN CEPYMHHUTE IPAHUYHU CTOWHOCTH MPU ABITOCPOYHOTO
IpocJiesiBaHe Ha KIMHUYHUTE m3nuTBanus ¢asza Il (Bxk. mo-nony B ,,/lepcucmupane na umyHHus
omeogop om Silgard 6 knunuynu usnumeanus’).
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Csbp3Bane Ha edpukacHocrTa Ha Silgard mpu )KeHM KbM MOMHYETA

Enno knmuanyno n3nutBane (IIpotokon 016) cpaBHsiBa mmyHoreHHoctTa Ha Silgard mpu 10- mo 15-
TOIAIITHA MOMHYETA C Ta3u npu 16- 10 23-roauran xeHu. [lpu rpymnara Ha BakcuHUpaHuTe, 99,1 mo
100% ca cepomno3uTUBHU KbM BCUYKH BaKCHHAJIHU CEpOTHUIIOBE 10 1 Mecell ciex ao3a 3.

B Tab6numa 6 ce cpasasiBar 1 mecer cnex no3a 3 antu-HPV 6, 11, 16 u 18 GMTs mpu 9- o 15-
TOIUTITHA MOMHYETA C T€3HU HpH 16- 10 26-TOTUTITHH JKESHH.

Taébnuya 6: Cevp3sane na umynozennocmma npu 9- 00 15-zo0uwinu momuuema u 16- 0o 26-
200UHU JceHUu (NONYaayUusa no RPOMOKOJ) cnoped mumpume, onpedenernu ¢ cLIA

Momnyera Ha Bb3pacT 9-15 | ’Kenu Ha BB3pact 16-26
rOAUHH TOAVHH
(ITporoxosu 016 u 018) (ITporoxosu 013 u 015)
N GMT (95 % CI) n GMT (95 % CI)
HPV 6 915 929 (874, 987) 2631 543 (526, 560)
HPV 11 915 1303 (1223, 1388) 2655 762 (735, 789)
HPV 16 913 4909 (4548, 5300) 2570 | 2294 (2185, 2408)
HPV 18 920 1040 (965, 1120) 2796 462 (444, 480)

GMT- Cpenno reomerpudeH Tutbp B mMU/ml (mMU= munu-Merck enunaunim)

AnTu-HPV otrosopure Ha mecent 7 mpu 9- 10 15-roaumHnte MOMU4eTa He ca OMITH TTO-HUCKH OT
antu-HPV otroBopure npu 16- 1o 26-roauiiau ®eHH, TPU KOUTO ePUKACHOCTTA € Omiia onpeseneHa
B KIIMHWYHU W3nUTBaHms ¢a3za II1. imyHoreHHOCTTa € Omita CBhp3aHa C Bh3pacTTa U HUBAaTa HA aHTH-
HPV na Mecent 7 ca Onin 3HAUATEITHO MTO-BUCOKHU MIPH MO-MIIAIMTE MHANBUAN HA Bb3pacT moxa 12
TOJWHH, OTKOJIKOTO TPHU TE€3H HaJ| Ta3H BB3pacT.

Ha ocHoBaTa Ha mpoy4eHaTa Bpb3Ka B IMYHOT'€HHOCTTa MOXKE Jla Ce MpeArnoara HaIuaue Ha
edpukacHoct Ha Silgard pu 9- 10 15-roaumiHn MoMHYeTA.

CpasusiBane Ha ebukacHocTTa Ha Silgard mpyu MBXKe 1 MOMYETA

Tpu xnmuanuan npoyusanus (IIpotokomn 016, 018 n 020) ca nzmon3BaHy, 3a CpaBHIBaHE Ha
nMyHTeHHOCcTTa Ha Silgard mpu MoMueTa Ha Bb3pacT oT 9 10 15 roguHu 1 MBXKe Ha BB3pacT oT 16 1o
26 ronunu. [Ipu rpynara Ha BakcuHUpanute, 97,4 10 99,9% ca craHanu ceporo3UTUBHA KbM BCUUKH
BaKCHHAJIHM CEpOTHIOBE 10 1 Mecen ciexn po3a 3.

B Tab6numa 7 ce cpaBusiBat antu-HPV 6, 11, 16 u 18 GMTs 1 mecern cnen go3a 3, mpu 9- 1o 15-
TOJIMIITHU MOMUYETa C Te3U Ipu 16- 10 26-TOTUIITHI MBKE.

Taonuya 7: Cpasnagane na umynozennocmma npu 9- 0o 15-200uwinu momuema u 16- 0o 26-
200UHU MBdice (RONYIAYUA RO RPOMOKO) Choped mumpume, onpeoenenu ¢ cLIA

9- 10 15-rogMHIIHN MOMYeTAa 16- 10 26-rOTMHITHA Mb:Ke
n GMT (95 % CI) n GMT (95 % CI)
HPV 6 884 1038 (964,1117) 1093 448 (419, 479)
HPV 11 885 1387 (1299, 1481) 1 093 624 (588, 662)
HPV 16 882 6 057 (5 601, 6 549) 1136 2403 (2 243, 2 575)
HPV 18 887 1357 (1249, 1 475) 1175 403 (375, 433)

GMT- Cpenno reomerpudeH THTHp B mMU/ml (mMU= munmu-Merck equamim)

AnTH-HPV otroBopure Ha mecent 7 ipu 9- 10 15-roaummanTe MOMYeTa He ca OWITH TIO-HUCKH OT aHTH-
HPV otroBopute npu 16- 10 26-TOOUITHA MBXE, IPHA KOUTO ePUKACHOCTTA € OMIIa ompe/iecHa BbB
(aza III mpoyuBanus. UMyHOTEHHOCTTA € OMIIa CBBbP3aHa C Bh3pacTTa  HUBaTa Ha aHTu-HPV Ha
Mecel] 7 ca OMIIM 3HAYUTETHO TO-BUCOKH IIPH MTO-MJIAIUTE HHIUBUIH.
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Ha ocHoBata Ha ToBa cpaBHJBaHE Ha UMYHOTCHHOCTTA, € olpe/esieHa epukacHocTTa Ha Silgard npu
9- 1o 15-roauIIHI MOMYETA.

HGDCI/ICTI/IDaHe Ha UMYHHHWS OTTOBOP Ha Silgard B KIMHWUYHY U3IUTBAHUS

IIpu sxenu Ha BB3pactT 16 1o 26 ronuHU, HAH-NPOABILKUTEHO NPOCIEICHATa UMyHOTEHHOCT € B
IIpotokon 007, kpaero mukou aHTH-HPV 6, ant-HPV 11, antu-HPV 16 u antu-HPV 18 GMTs ca
owu HaOmonaBanu Ha Mecer 7. GMTs ciamaT 1o Mecel 24 u ciie TOBa Ce CTaOMIM3UPAT TIOHE JI0
mecen 60. TounaTa NpOIBIKUTETHOCT HA IMYHHUTETA CIIE/ CEPUUTE OT 3 103H HE € OMJI IpeaMeT Ha
OLICHSIBAHE.

[Mpu m3nutBanus daza Il mpu skenun Ha Bb3pact 16 no 26 roauny, B Kpas Ha u3nutBaneto 90 %,
95 %, 98 % u 60 % OT y4acTHULITE OT UIMYHOTEHHATA MOIYJIALMS [0 IPOTOKOJ, noxyuwiu Silgard,
ca cpoTBeTHO aHTU-HPV 6, antu-HPV 11, autu-HPV 16 u antu-HPV 18 ceponozutusau B cLIA.

BuB (aza IIl mpoyuBanus npu sxeHU Ha Bh3pacT 24 10 45 ronuHy, ciel MeIuaHa Ha IPOCIIesIBaHe OT
4,0 romunan, 91,5 %, 92,0 %, 97,4 % u 47,9 % ot ydactauiuTe nomyamiy Silgard B uMyHOTEeHHATA
MOMYJIAIUS 10 IPOTOKOJ ca ChOTBeTHO aHTU-HPV 6, antu-HPV 11, antu-HPV 16 1 antu-HPV 18
ceporno3uTuBHU 1o cLIA.

Bw®B ¢a3za Il npoyuBane mpu MBxKe Ha Bb3pacT 16 10 26 rofuHu, ciiel MeAnaHa Ha MPOCIIEAsBaHe OT
2,9 ronunmu, 88,9 %, 94,0 %, 97,9% u 57,1 % ot yyactHuure, nonyuwiu Silgard, B UMyHOTeHHATa
MOMyJIalus MO NPOTOKOJ, ca cboTBETHO aHTU-HPV 6, antu-HPV 11, antu-HPV 16 1 antu-HPV 18
cepono3uTuBHU 10 cLIA.

[Ipu IBATOCPOYHOTO TIPOCIIEsIBAaHE HA )KEHU Ha BB3pacT OT 16 10 45 ToAnHY U Ha MBKE Ha Bb3pPacT
oT 16 10 26 roaunu, ceponeratuBaute 3a antu-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV 18
yuactHUIMTE 110 cLIA B Kpas Ha IPOYYBaHETO, BCE OIIE ca OMJIM 3allIUTEHU OT KJIMHUYHO 3200 IsBaHE.

gaHHI/I 32 aHAaMHECTHYCH (MMYHHA ITaMET) OTLOBOP

JlaHHHTE 32 aHAMHECTHYEH OTTOBOP ca OWiiH HAOJI0JaBaHK MTPH BAKCHHUPAHHU JIMIIA, KOUTO ca OWITU
CEpONO3UTHUBHU KbM choTBeTHUsA(UTE) HPV Tum(oBe) npean Bakcuaupane. OCBEH TOBa, €JHA YacT OT
BaKCHHUPAHUTE JIUIIA, TOTYIHIN MpoOHa mo3a Silgard 5 ronwHwm cienx mppBaTa BaKCHHAIINS, Ca
JNEMOHCTpUpaAIH OBbpP3 U CHIICH aHAMHECTHYEH OTTOBOP, KOUTO MpeBh3xokna antu-HPV GMTs
"HaOmmonaBanu 1 Mecerr cien qo3a 3.

5.2 @apmakoKMHETHYHU CBOMCTBA
He e npunoxxumo.
5.3 IlpeakJMHUYHU JAHHH 32 0€30MACHOCT

IIpoyuBaHusTa 32 TOKCHYHOCT IIPU €IHOKPATHO U MHOTOKPATHO MPUIIAraHE U 3a JOKAJIHA TOHOCUMOCT
HE MOKa3BaT HAJIMYKE Ha crielu(DUIHN PUCKOBE MIPH XOpa.

Silgard naaynmpa cnenmdrdaer aHTUTSIIOB oTroBop cpenty HPV Ttumose 6, 11, 16 u 18 nmpu 6pemMensn
ILTbXOBE, CJIE]] €THOKpaTHA UM MHOTOKPATHH MHTPAMYCKYJIHH WH)KEKIIMA. AHTHUTENA Cpelry
BcruukuTe yeTpu HPV Tumna ca mpemMuHanyu B MOTOMCTBOTO NPe3 TeCTAllMOHHUS IEPHO U BEPOSTHO
1o BpeMe Ha KbpMeHeTo. He ca HaOronaBaHy CBBP3aHU C TPETUPAHETO €(DEKTH BEPXY PA3BUTHUETO,
[IOBEJICHUETO, PENPOAYKLUATA WIN (QEePTUINTETa HA IOTOMCTBOTO.

[IenHa no3a 3a xopa SILGARD (120 pg o0y npoTenH), NprUiIokKeHa Ha MBXKH TUThXOBE, He OKa3Ba
e(eKT BbpXY PEHPOAYKTUBHUTE GYHKIINHN, B TOBA YUCIIO (DePTHIIATET, OpOil CIIepMaTO30UIN U
MOJIBMKHOCT Ha CIIEPMATO30MINTE U HSIMa CBBP3aHM C BAKCHHATa MAaKPOCKOIICKU WIIH
XHCTOMOP(OJIOTHYHH IPOMEHH HA TECTHCUTE, KAaKTO U e()eKT BbPXY TETIOTO Ha TECTUCHUTE.
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6. OAPMAIIEBTUYHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BELIECTBA
Hatpues xnopun

L-xuctuauu

ITomucopbar 80

Harpues 6opat

Bopa 3a nHKeKIuu.

3a aJ10BaHT, BIK TOYKa 2.

6.2 HecbBMEeCTHUMOCTH

Ilopanu nunca Ha NpOy4BaHUsS BBPXY CbBMECTHUMOCTTA, TO3U JIEKAPCTBEH MIPOAYKT He TpsiOBa z1a ce
CMecCBa C APYTH JIEKAPCTBEHH MPOAYKTH.

6.3 Cpoxk Ha roaHocT

3 roauHH.

6.4 CrnenuajaHu ycJI10BHA Ha CbXpaHeHHe
Ja ce cpxpanssa B xuaguiHuk (2°C - 8°C).

I[a HE C€ 3aMpa3ssaBa. ®1aKkoHBT a ce CbXpaHsABa BbB BHHIIIHATA OIIAKOBKA, 3a Jia C€ IIpE€aAIasu oT
CBCTJIMHA.

6.5 /lanHu 3a omaKoBKaTa

0,5 ml cycriensust BbB (IakoH (CTBHKIIO) ChC 3amylIaiKa (X10poOyTHUIIOB eacToMep ¢ IIOKPUTHE
FluroTec unu ¢ TepI0HOBO MOKPUTHE) M OTUYTIBAIIA CE ITACTMAcOBa Kanayka (0OKaTeHa ¢
aJTyMHHHEBA JIEHTA) B OMakoBkH ¢ 1, 10 wmm 20.

He Bcruky BuioBe OITakOBKM Morar Jia ObJat IyCHATH B MpoJakoa.

6.6 CrhenuajJHU NpeaNa3Hu MepPKH MPH U3XBBPJIsiHE H padoTa

Bakcunara Tpsi0Ba 1a ce W3Moa3Ba KaKTO Ce JOCTaBs; He € He0OXO0AUMO J1a ce pa3pek/ia Uin
pastBapsi. TpsiOBa a ce mpuiiara mpJiHaTa MpenopbUUTENIHA 1032 OT BAKCHHATA.

Ja ce pazkiiatu 1o6pe npean ynorpeda. Bakcunara TpsOBa a ce moaabppxa CyCleHIupaHa ape3
EHEePTUYHO pa3KiIaniaHe HEMOCPEACTBEHO MIPEaAn yIoTpeoa.

.HeKapCTBeHI/ITC OPOAYKTH 3a MAPCHTCPATIHO MMPUIIOKCHUC Tpﬂ6Ba npeau npujiaraHe aa ce rmpoBecpaBaT
BHU3YyaJIHO 3a HAJIMYMEC HAa YaCTUIU U ITPOMsHA B IIBETA. I/I3XB”pr'IeTC BaKCHHAaTa, ako CbAbpPKa 4YaCTUIIH
WK U3rjiexaa NpoMEHEHA Ha ILBAT.

Usnonsseane na ¢hnaxon 3a eOHokpamua ynompeda

Nzternere 0,5 ml go3a BakcuHa OT (PiTaKOHA 3a €THOKPATHA /1033, KATO M3IOJI3BaTe CTCPUITHA UTJIa U
CIPUHIIOBKA 0€3 KOHCEPBAaHTH, aHTUCENTUK WK JeTeprenTu. Clie]] KaTo C UIJiaTa ce MPOHUKHE BhB
(hmakoHa 3a eTHOKpaTHA yrmoTpeba, BakcuHaTa TpsOBa Ja ce M3MoJ3Ba He3a0aBHO, a (DJIaKOHBT 11 ce
W3XBBPIIH.
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HsxBBpisine

Heunsnon3BaHusAT NPOAYKT WM OTIAABYHHATE MATEPHATH OT HErO TPAOBA Ja Ce U3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE U3NCKBAHUS.

7. IMPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme Ltd, Hertford Road, Hoddesdon, Hertfordshire EN11 9BU, O6enuneno
Kpanctso

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/358/001

EU/1/06/358/002
EU/1/06/358/018

9. JATA HA TbPBO PASPEIIABAHE/TIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

20 centemBpu 2006

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

IToapo6Ha nHpOpMAIUS 32 TO3U JIEKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeO-caiita Ha EBponeiickaTta
areHnus 1o JiekapcTBara http://www.ema.europa.eu .
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1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Silgard wHXEKIIMOHHA CYCIIEH3HUs B TPEIBAPUTEIHO HAThJIHEHA CIIPUHI[OBKA.
AncopOupaHa BakCHHA CPeIly YOBeITKY nanuioMasupyc [Tum 6, 11, 16, 18] (pekoMOnHAHTHA).
(Human Papillomavirus Vaccine [Types 6, 11, 16, 18] (Recombinant, adsorbed)).

2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB
1 mo3a (0,5 ml) chapprka MPUOTH3UTEITHO:

Yosemkn narmuioMasupyc tai 6 L1 nporenn > (Human Papillomavirus' Type 6 L1 protein™)
20 MuKporpama

Yopemku narmiomasupyc T 11 L1 npotenn > (Human Papillomavirus' Type 11 L1 protein®™)
40 mukporpama

Yogemuku nanuinomasupyc tun 16 L1 mporenn 23 (Human Papillomavirus' Type 16 L1 proteinz’s)
40 Mukporpama

Yosemkn marmmiomasupyc tun 18 L1 nporenn > (Human Papillomavirus' Type 18 L1 protein®’)
20 MuKporpama

'Yopewku mammmomasupyc = HPV.
*L1 mpotenH mox popMaTa Ha BUPYCOMOTOOHH YACTUIIM, POM3BEICHH B APOKICBH KICTKH
(Saccharomyces cerevisiae CANADE 3C-5 (Lllam 1895)) upe3 pexkomOunantHa JJHK Texnonorusi.

*ancopOupann BepXy amopden anymunnes xuapokcudocdar cyndar agrosant (225 Mukporpama Al).

3a IIbJIHMS CIIMCHK Ha IIOMOIIMHHUTE BCUICCTBA, BUXKTC TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WmKeKnnoHHa CyCIIeH3Hs B IPEIBAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA.

[penu pasknamane, Silgard Mmoxe 1a uMa BuA Ha OUCTpa TEUHOCT ¢ Os1a ytaiika. Cien KaTo ce
pa3KJIaTy eHepru4HoO, MPEACTaBIsIBa Os1a, MbTHA TEYHOCT.

4. K/IMHUYHU JAHHHU

4.1 TepaneBTHYHHU MOKA3AHUS

Silgard e BakcuHa, KOSTO Ce U3MOJI3BA Clie]] 9-TOAUIIHA BB3PAcT, 32 Mpe/Ia3BaHe OT:

- NpeMaIMTHEHH TeHUTATHH JIe3uH (LIepBUKAIHA, BYJIBapHA M BarHAJIHA) U IEPBUKAJICH
pax, OOMKHOBEHO CBBP3BaHM C ONpPEACICHN OHKOTEHHN THIIOBE YOBEILKU
nammomasupyc (HPV)

- TeHUTAITHHU JIe3UH (OCTHP KOHIUIIOM), OOMKHOBEHO CBBP3aHU C OolpeaesieHn Tunose HPV
Bmxre Touku 4.4 1 5.1 32 BaskHa HHPOPMAIMsI OTHOCHO JAHHUTE, KOUTO HOAKPEIST TOBA IIOKA3aHHE.
Uznonzsanero Ha Silgard TpsiOBa 51a cTaBa B CbOTBETCTBHE C OPHUIMATHUTE TPENOPHKH.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

AO3I/I[20BK3

[T5pBUYHUAT BaKCHHAIIMOHEH KyPC ¢ ChCTOM OT 3 OTIeNHM o3 1o 0,5 ml, mpumaranu 1mo ciiegHaTta
cxema: 0, 2, 6 mecerna.
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AKo e HeoOX0/IMMa aNnTepHATHBHA CXeMa Ha BAKCHHUpAHEe, BTOpAaTa J103a TPSAOBa Jia ce MPHUII0KH He
I0-MaJIKO OT €IH MECEII CJIe]T TbpBaTa /1033, a TpeTaTa 103a TpsiOBa a ce MPUIIOKH HE TI0-MaJIKO OT
3 Mecera cie BTopaTa f03a. M TpuTe 1034 TpsOBa a ce MPUIIOKAT B PAMKUTE Ha MepHos OT |
TOJIMHA.

HeobxomumoctTa oT mpuiarane Ha OycTep (ycuiBaiia) 103a HE € yCTaHOBEHa.

IIpenopruBa ce Te3u MHAMBHUAN, KOUTO IMOIyYaT IIbpBarta fgo3a Silgard, ma 3aBbpmaT 3-71030BH
BaKCHHAI[MOHEH Kypc ¢ Silgard (Bx. Touka 4.4)

Heduampuuna nonyrayus: bezonacHoctTa 1 edrkacHocTTa Ha Silgard mpu mema Ha BB3pacT Mo
9 ronuHM He € ycTaHOBeHA. HsaMa HanmuHu gaHHY (BXK. Touka 5.1).

Hauun Ha IPHUITOKCHHUEC

Bakcunara TpiI6Ba Ja C€ Mpujiara Kato MyCKyJIHa UHXKXCKI . HpCJIHO‘{I/ITaHOTO MACTO € ACIITOMJHATA
o0Iact B TOpHAaTa 9aCT Ha MUIIIHULIATA WX I'OpHATa MPEAHO-JIaTCpaiHa o0acT Ha 6€,Z[p0TO.

Silgard He TpsiOBa J1a ce MHKEKTHPA BHTPECHI0BO. He € mpoyueHo HUTO MOAKOKHOTO, HUTO
HWHTPAICPMATHOTO MpUJIoKeHue. Te3n HauuHK Ha MPUIIOKEHHUE He ce MPEnophuBat (BxkK. To4ka 6.6).

4.3 IIpoTuBomOKA3aHUA
CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HIKOE OT MOMOIIHUTE BEIIECTBA.

JIuna, KOUTO pa3BUBAT CUMIITOMH, [TOKAa3aTEIHH 32 CBPbXUYBCTBUTEIHOCT CJIE KaTO MOJIy4aT 103a
Silgard He Tps16Ba na moxy4aBar moede ao3u Silgard.

[Mpunaranero Ha Silgard TpsiOBa aa ce OTIOXH MTPH XOpa, KOUTO UMAT OCTPO, TEKKO (HeOPHITHO
3abomnsBaHe. B chI0TO Bpeme, HAIMYKMETO Ha Jieka HH(EKIYs, KaTo jeka Gpopma Ha nH)EKIusI Ha
TOPHUTE JIMXATETHHU ITHTHINA WIH C HUCKa TeMIIeparypa, He MPeJICTABISBAT POTUBOMOKA3aHHS 32
MMYyHU3UPaHE.

4.4 Chnenuajanu mpeaynpeskaeHus: U MpeANa3sHA MePKH NPH ynoTpeda

Pemennero na ce BakcMHMpa MHAMBHU TPSIOBA /1a CTaBa CJe MpereHKa Ha pUCKa OT IMPEaX0IHa
excrnosunmst Ha HPV 1 nmoreHnmangara 1mosisa oT BaKCUHALMTA.

Kakro ITIpY BCUYKH MHKCKIIMOHHN BAKCHMHU, BUHATW CJICABA J1a UMa I'OTOBHOCT 3a ChbOTBETHO
MCIUIIMHCKO JICYCHUEC B cnyqaﬁ Ha pdgaKa aHaq)I/IJ'IaKTI/I‘{Ha pCaKknuus Ciaea nmpujiarane Ha BakCUHarTa.

Oco0eHo TIpH FOHOIITH ¥ MIIATU XOpa BAKCHHUPAHETO MOXKE J1a ObJIe TIOCTIEABAHO OT CHHKOT
(npunanwk). Cien BakcuHuUpaHe che Silgard e HacThIIBAN CHHKOTL, TTOHSKOTAa CBHP3aH C MajaHe u/uim
TOHUYHO-KJIOHHYHHU JIBFOKEHHS, HACTBIIBA Clie]l BakCHHUpPaHe che Silgard (Bk. Touka 4.8). 3aTtoBa e
HE0OX0IMMO BHUMATETHO HAOMIOACHNE 15 MUHYTH Clieql BaKCHHHpaHe che Silgard

Kakro IIpU BCAKa BaKCHMHA, BAKCMHUPAHETO CbHC Sllgard MOXE Ja HE JOBCAC N0 3alMTa Ha BCUYKHA
BaKCHHHUPAHU.

Silgard Mmoske fa mpennasu camo oT 3a00JsSBaHus, KOUTO ce nmpuuuHaBat oT HPV tum 6, 11, 16 u 18 u
JI0 M3BECTHA CTETeH OT 3a00JIsIBaHNS MPUYMHEHH OT HAKOW cBbp3aHu HPV tumose (Bx. Touka 5.1).
ITopanu ToBa TpssOBa Ma MPOABIIKK B3EMAaHETO Ha MPEANa3Hd MEPKH CPEILy TIOJI0BO MIpeaaBaHu
bomnecTu.

Silgard e camo 3a mpohHUITAKTHIHO TIPIIIOKEHHE U HAMa ehekT Bppxy HPV uHbeknns nmm pa3Buto

KJIMHUYHO 3a0ossiBaHe.Silgard He e JeMoHcTpupan TepaneBTudeH edekt. [lopaau ToBa, BAKCHHATA HE
€ MoKa3aHa 3a JICYCHUE Ha [IEPBUKAJICH KaPLIUMHOM, BUCOKOCTEIICHHH LIEPBUKAIHY, BYJIBAPHU U
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BarvMHAJHY TUCTUIACTHYHH JIE3WH WM TEeHUTATHU KOHImIoMHu. OCBEH TOBa, HE € IpeHa3HaueHa 3a
MpEJOTBPaTABaHE NPOrPECUPAHETO HA APYrH AokazaHo HPV-cebp3anu ne3uu.

Silgard He pemoTBpaTsIBa JIe3UH, MPUIMHEHH OT BakcuHaieH HPV Tum npwu numa, KouTo ca
uHpekTupanu ¢ To3u HPV Tumn B MOMeHTa Ha BakCHHUPaHETO (BXK. Touka 5.1).

[Ipu u3non3Bane Ha Silgard mpu BB3pacTHH KeHH TPsIOBA J]a ce MMa MPeIBU]] BApUaAOITHOCTTA IIPU
pasnpoctpanenueTo Ha HPV tumosere B paznuaanTe reorpadcku o0macTH.

BakcuanpaHeTo He 3aMecTBa pyTHHHUS [IepBUKaJIeH CKpUHUHT. Thi KaTo HAMAa BaKCHHA, KOSTO Ja €
100 % edukacHa u Silgard He ocurypsiBa 3ammra cpenty Bceku HPV tum wim cpernty cpimecTByBaniu
HPV undexnuu, pyTHHHOTO IIEPBUKAITHO CKPUHUPaHe OCTaBa OT KPUTUYHO 3HAUYEHHUE U TpsOBa J1a ce
OCBUIECTBSIBA B ChOTBETCTBUE C MECTHUTE NPEMOPBHKU U YKa3aHUS.

Hsma nanHu oTHOCHO mpuiiaraneto Ha Silgard npu xopa ¢ yBpeaeHa UMyHHA PEaKTHBHOCT.
WunuBuauTe ¢ yBpeaeHa IMYHHA PEaKTUBHOCT, HE3aBUCHUMO JIald TOBA € MOpaiy MPUIaraHeTo Ha
MOIIIHO UMYHOCYTIPECHBHO JICUeHHE, TeHeTHYeH Ne(eKT, MHPEKIH ¢ YOBEIIKH HMYHOIeUITITECH
Bupyc (HIV) wm npyra npuyamHa, MOXe 1a He OTTOBOPAT Ha BaKCHHATA.

Ta3u BakcuHa TpsOBa Ja ce mpuyiara ¢ MOBUIICHO BHUMAaHHUE TIPH JIUIA C TPOMOOITUTOTICHUS HITH
HSKAaKBO HapyIIeHHE Ha KPBBOCHCUPBAHETO, ThI KATO MPU HHTPAMYCKYIIHO MIPHIIOKEHUE TIPH TE3H
JIMIIa MOJKE /1A CE MOIYYH KbpPBEHE.

[IpoabmKUTETHOCTTA HA 3aIIUTHUS eEeKT 32 MOMEHTA He € 3BecTHA. HenpekbhcHaTa 3almTHa
edukacHoCT € HabromaBana o 4,5 TOMWHY ClIeN priiaraHe Ha 3-mo30Bara cxema. [IpoabsmkaBar

MPOYYBAHUATA BBPXY ABJITOCPOUHHS e(EKT Ha BaKCHHATa (BIDK ToUKa 5.1).

Hsima nanHu 3a 6€3011aCHOCT, IMyHOT'€HHOCT U €(pUKAaCHOCT, KOMTO Ja ITOJKPETsAT
B3auMo3aMeHsieMoctTa Ha Silgard ¢ npyru HPV Bakcunm.

4.5 Bs3auMmopeiicTBUe ¢ APYIHU JeKapPCTBEHH NPOAYKTH U APYru (popMu Ha B3auMojelicTBUE

HpI/I BCHUYKHU KIIMHUYHU U3IMMUTBAHUA, [TOTTYUUIATE UMYHOT. J'IO6YJ'II/IHI/I WJIK IPOAYKTH, IOJTYYCHU OT
KpPbB, 6 Mecela npeau mbpBaTa 1034 BAKCHUHA Ca OMJIM U3KITFOYEHU OT y4dacTtue.

HDI/IJ]O)KGHI/IC C ApYIru BaKCHMHH

IIpunaranero Ha Silgard emHOBpeMeHHO (HO, 32 HHYKEKITMOHHNA BaKCUHH, HA IPYTO MSACTO 32
WH)KEKTHpaHe) KaTo BaKCHHA Cpelly XenaTuT B (pekoMOMHaHTHA) HE TIOBIHMSIBA UIMYHHHS OTTOBOP
kbM HPV Ttunosere. HuBata Ha ceponpoTekius (4acT oT XopaTa, KOUTO AOCTUTAT HUBO Ha
cepornpotekuus antu-HBs > 10 mIU/ml) ca nenpomenenu (96,5 % 3a eqTHOBPEMEHHO BaKCUHUPAHHUTE
cpeury 97,5 % 3a BakCHHUPaHU caMO C BaKCHHA cpelry xernatuT B). CpenHuTe reoMeTpuyHU TUTPH Ha
aHTu- HBs anTHTENa ca mo-HUCKU NpU €IHOBPEMEHHO MPUIIOKEHHE, HO KITMHUYHOTO 3HAUYE€HUE Ha
TOBa HaOMIOJCHNE € HEM3BECTHO.

Silgard moske ia ce mpuiara eIHOBpEMEHHO ¢ KOMOWHUpaHa OycTep BakcuHa cpemty nudtepus (d) n
tetanyc (T), ¢ KoKiIrOII [anenyiapHa KOMIIOHEHTA| (ap) u/unu noiuoMuenut [uHakTuupat| (IPV)
(dTap, Td-IPV, dTap-IPV Bakcuamn) 6e3 3HAUNMO TOBJIUSBAHE HA AaHTUTSIIOBUS OTTOBOP KBM HSKOH OT
KOMITOHEHTHUTE Ha BCSIKA OT BaKCUHUTE. Bee mak e Habmo1aBana TeHASHITNS Ha HaMalIIBaHe Ha aHTU-
HPV GMTs B rpynara Ha eTHOBPEMEHHO BaKCHHUpaHUTe. He € W3BeCTHO KIMHUYHOTO 3HAUYCHUE Ha
ToBa HaOmoieHne. OCHOBaBa ce Ha Pe3yJITaTUTE OT KIMHUYHY U3IMUTBAaHUS, B KOUTO KOMOMHHpaHa
dTap-IPV BakcuHa e mpriiaraHa eTHOBPEMEHHO ¢ IIbpBaTa mo3a Silgard (Bxk. Touka 4.8).

EnnoBpemenHoTo npunnokenue Ha Silgard ¢ BAKCHHM pa3IMYHA OT T€3W OMKCAHU MO-TOpe He € OUIIo
MIPOYYBAHO.
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IIpunokeHne ¢ XOpPMOHATHNA KOHTPAIICITUBH

[Ipu xknuHU4HK npoyuBanus, 57,5 % oT xkeHuTe Ha Bb3pacT 16 1o 26 roaunu u 31,2 % oT keHuTe Ha
BB3pacT 25 10 45 ronuHA, KOUTO ca moirydrin Silgard U3moa3BaT XOpMOHATHA KOHTPAIIENTHBH IPe3
nepuojia Ha BakcHHKUpaHe. V31on3BaHeTo Ha XOPMOHAIHN KOHTPAICTITUBH, KaTO Y€ JIK HiIMa eeKT
BBPXY UMYHHHUS OTTOBOP Mpeau3BHKBaH ot Silgard.

4.6 ®eprTHauret, )peMEHHOCT U KbpMeHe

BpemenHoct
KonkpeTHH Tpoy4BaHUs BEPXY NpHIaraHeTO Ha BAKCHHATA TIPH OPEMEHHU JKEHH HE ca TIPOBEKIaHH.

B xoma Ha mporpama 3a KIMHUYHO pa3paboTBaHe, 3 819 xenu (Bakcunupanu = 1 894 cpeiry
wiane6o = 1 925) cholb1iaBar 3a noHe eHa OpeMeHHOCT. HsiMa 3HaYMTEITHN pa3iuKy BbB BUIA
AHOMAaJIMH WJIH MTPOIEHTa OPEMEHHOCTH C HeXellaH M3XO0/ IIPH X0pa, JiekyBaHu ¢ Silgard u mnane6o.
Tesu manuu ot 6pemennn xenu (moseue oT 1 000 excrmo3uIuy Ha 3aBBPIIIIa OPEMEHHOCT) MMOKa3BaT
nurca Ha MaiopMaru win Gpero/HeoHaTaaTHa TOKCUYHOCT.

JamauTe 3a Silgard, mputarana mo BpeMe Ha OpeMEHHOCT He JaBaT OCHOBAaHUE 3a IMIOBUIIICHO
BHUMaHHE 10 OTHOIIICHUE Ha 6€30MmacHOCTTa. B chIlOTO Bpeme Te3u JaHHU ca HeJOCTaThbuHH, 32 J1a
MOXe Jla ce mpenopbya u3non3BaneTo Ha Silgard o Bpeme Ha 6pemennoct. [Topaau ToBa,
BaKCHHHPAHETO TPSAOBA Jia Ce OTIIOKH J0 MPHKIIIOYBAHE HA OPEMEHHOCTTA.

Kopmene
[Ipu maiiku — kppMauku, nonyuwnn Silgard uimn mnare0o npe3 BakCHHAIIMOHHUS TTEPHO]] Ha

KIIMHUYHUTEC U3IUTBAHUA, YECTOTATA HA HEXKCIAHUTE PEAKIIUH ITPU MalkaTa u KbpMa4€TO B rpyrara
Ha BAKCUHUPAHUTE Ca Ooumun CpaBHUMMU C TPYIIUTC HA nnaueGo. B AON'bJIHCHUEC, UMYHOI'CHHOCTTA €
Oouna CpaBHUMa IIpU MaKKH - KbpMaiKHU U )XCHHU, KOUTO HE KbPMST IIPpHU NPUTIAraHCTO HAa BAKCUHATA.

CnenosatenHo Silgard Moxke 1a ce U3M0M3Ba 110 BpeMe Ha KbpPMEHE.

DepTUauTer
IIpoyuBaHusATa IPH )KUBOTHHU HE TIOKA3BAT MPEKU MIIM KOCBEHH BPEIHU €(hEeKTH BHB BPB3Ka C

penpoayKTUBHATA TOKCHYHOCT (BK. Touka 5.3). He ca HaOnronaBanu eeKTH BBPKY MBKKUS
(hepTUnMTET IPU TUTHXOBE (BXK. TOUKa 5.3).

4.7 EdexTH BbpPXy cioco0HOCTTA 3a modupane u padoTa ¢ MAIIMHU

Hsma nmpoyuBaHus 3a epekTHTE BBPXY CIIOCOOHOCTTA 3a modupaHe u padoTa ¢ MaIlIHHH.
4.8 HexejaHu JeKAPCTBEHHN PeaKIuu

A. Pe3tome na npogpuna na 6ezonacrnocm

B 7 xnmuanyHM n3nutBaHus (6 mane0o-KOHTPOIMPaHH) Ha YYACTHUIINTE B U3MTUTBAHETO € O
npwrarad Silgard nam mane6o B eHS Ha BKIFOUYBAHE W MIPUOIU3UTETHO 2 M 6 Mecella Ciie] TOBa.
Manxko yuactauim (0,2 %) ca mpeyCTaHOBWIH YIaCTHETO CH MOPAJH HEeKEIaHH JIEKapCTBEHU
peakiun. be3omnacHocTTa € Ouiia onpe/eNieHa WK TPy IsU1aTa MpoyYBaHa mnomynanus (6 Ipoy4YBaHus),
VI TIPH TIPEIBAPUTEITHO OIpeIeieHa Tpyma (eIHO MpoydYBaHe) OT U3CIIeABaHATA TIOMYJIAIHs, KaTo 3a
KOHTPOJI € M3I0JI3BaHa BaKCHHAIIMOHHA KapTa 3a otuutade (VRC) B mpoabmkenue Ha 14 nHu cien
BCSIKO MHXKeKkTupane Ha Silgard wim mnane6o. Habnrogasanu ¢ momomnra Ha VRC ca 6unu

10 088 yuactaumu (6 995 xenu Ha BB3pacT 9 10 45 ronuau u 3 093 MBxKe Ha BB3pacT 9 1o 26 roanHU
IIpU BKIIFOYBAHE B M3MUTBaHETO), oiyuriy Silgard u 7 995 yuactaumm (5 692 xxenn u 2 303 Mbxe)
MOJIYYHIH T1aeoo.

Haii-uecTo HabmogaBaHUTE HEXKETAHN PEAKIIMY Ca PEakIiui B MIACTOTO Ha nHxekTupane (77,1 % ot

BaKCMHUPAHUTE JI0 5 THU CJeJ BCSIKA BU3UTA 32 BaKCUHUpaHe) u riaBodonue (16,6 % ot
BaKCHHHUpPaHHUTE). Te31 HEXKENaHU PEaKIIMK ca OOMKHOBEHO JIEKU WIIM YMEPEHH 110 HHTECH3UBHOCT.
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b. Tabauuno 0606uenue na nexcenanume peaxyuu
Kanaundam u3nuTBaHus

Tabnuua 1 nmpeacTass CBbpP3aHU C BAKCHHATA HEXKEJIAHH PEAKLUHU, KOMTO ca HaOJI0OAaBaHu MPH
noxyuniure Silgard ¢ yectoTta He mo-Mainka ot 1,0%, a ChII0 U ¢ O-BUCOKA YECTOTA OT
HabironaBaHaTta py TpeTupanure ¢ mianebo. Ilogpenenu ca cropel yecToTara Ha IPosBa, KaTo ce
CHOJIIOIABAT CIICIHUTE YCIOBUSI:

[Muoro yectu(> 1/10); Yectu (> 1/100 mo < 1/10); Hevectu (> 1/1 000 no < 1/100); Penxu
(> 1/10 000 1o < 1/1 000); Muoro pexaku (< 1/10 000)]

IMocTMapKeTHHIOB ONIUT

Tabnmuma 1 BKIIOYBA U IOMBIHUTEITHU HEXXEJAaHU CHOUTHS, KOUTO ca CIIOHTAaHHO CHOOIIEHHU IO BpeMe
Ha MocTMapKeTHHroBaTa ynoTpeba Ha Silgard B cBeroBeH Mamal. Tt KaTo Te3u CHOUTHS Cce
cboO1IaBaT 100POBOIHO, OT MOIMYJIalKs C HEYCTAaHOBEH pa3Mep, He BUHATH € Bb3MOKHO HAJACKIHO A2
ObJie OLIEHEHA TSAXHATA YECTOTA MITH JIa C€ YCTAHOBH NPUYMHHA BPB3Ka C €KCIIO3UINATA HA BAKCHHATA.
CrenoBaTenHO, YeCTOTaTa HA TE€3U HEXeJlaHH JIEKapCTBEHH PEaKLUH € ONpeesieHa KaTo
,,HEM3BEeCTHA .

Tabauna 1: HeskesJlanu cLO0UTHS cJie] NPUJIo:keHneTo Ha Silgard oT KIMHHYHT U3NUTBAHUS
U NOCTMAPKETUHIOBO HAOJII0IeHHE

CucreMeH oprateH KJjac

YecToTa

He:xenanm crouTHA

Wndexunn n nadecranmm

C HeHn3BeCcTHaA
4ecToTa

HCJ'IYJ'II/IT Ha MACTOTO Ha l'IpI/IJ'IO)KCHI/Ie>k

Haymenus Ha KpbBTa U
nuMdHaTa cucrema

C HensBecTHA
yecToTa

WnnonaTiyHa TpoMOOLIUTOTICHUYHA
nyprypa*, numdaneHonaTus

Hapyienust Ha uMyHHaTa
cucreMma

C HeusBecTHA
yecTora

Peaknnm Ha CBPHXIYBCTBUTEIHOCT,
BKJIFOUHUTEITHO

aHaduIakTHYHK/aHAPUIAKTOMIHYN peakuuu *

Hapymenus Ha HepBHaTa
cucrema

MHoro yectn

I'maBoOomme

C HCU3BCCTHA

3aMasHOCT ' *, cuaapoM Ha Guillain-Barré*,

YyecToTa CHHKOII, TPUIPY’KEH B HAKOH CIy4dau OT
TOHWYHO-KJIOHUYHH JBIKeHHUA™
CroManiHo-4peBHU HAPYILICHUS Yectu lanene
C memsBectHa | [loBpbmane™

4yecToTa
Hapy1enus Ha MyCKyJIHO- Yectu bonku B kpalilHULIATE
CKEJIeTHaTa U ChbeIMHUTEITHA C HeusBecTHa | ApTpairus™®, Muanrus™
ThKaH 4ecToTa

OO0y HapymieHus u e)eKTH Ha
MSCTOTO Ha MPUIIOKEHHE

MpHuoro uectu

Ha MsCTOTO Ha WHKEKTHpaHe: epUTeMa,
00JIKa, OTOK

Yectu

[Mupekcus
Ha MACTOTO Ha MH)KEKTHPAHE: XeMaToM,

IPYPUTYC

C Hen3BeCcTHaA
yecToTa

Actenus*, BTpucane®, ymopa*,
HepasnoJoxeHue™*

* TlocTMapKETHHTOBH HEXKETaHW CHhOWUTHsS (YecToTaTa HE MOXKE Ja ObJe ompeleneHa Bb3

OCHOBa Ha HAJIMYHUTC IIaHHI/I).

! Ilo BPEMC Ha KIIMHUYHU U3NTUTBAHUA CE Ha6n}ouaBa 3aMassHOCT KaTO 4€CTa HCXKEJIaHa pCaKus Ipu
KCHH. HpI/I MBXKC 3aMassHOCT HC CC Ha6J'IlO)laBa B ITO-TOJIsIMA 4E€CTOTA PH MaUCHTUTE C IIOCTaBCHA
BaKCHHA B CPABHCHHUE C TC3U, IMOJTyYaBallln nﬂaue6o.
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B nmomwiHeHue, M0 BpeMe Ha KIMHUYHUTE M3IUTBAHUS ca HaOII0MaBaH! M HEXEJIaHHU JICKaPCTBEHU
peaKiuy, MPEeIeHEHU OT U3CJIC0BATEIMNTE KaTO UMAIIX BPb3Ka ¢ BAKCHHATA WJIH IUIAIe00 ¢ 4eCTOTa
nox 1 %:

PecniuparopHu, rpbIHU U MEIHACTUHAIHU HAPYIICHUS:
MHoro penku: 6poHXOCTIa3bM.

Hapymienus Ha Ko)kaTa U IOAKO)KHATA THKAH:

Penku: yprukapus.

Heser cinyuas (0,06 %) Ha ypTukapus ca Habi1ronaBanu B rpynara Ha Silgard u 20 cnyyast (0,15 %) ca
B IpyliaTa Ha I1anefo, CbIbprKallo aJi0BaHT.

B knuHUYHUTE MPOYYBaHUs, YIaCTHULUTE OT MOIYJIALMsI 3a ONpe/esisiHe Ha 0e30MacHOCTTa,
chOOIaBaT 3a HAOIOAaBaHU OT TSAX HEXKEJIaHH PeakIMy Mpe3 Imeproja Ha npocieassane. Ot

15 706 yuactaunum noayumiu Silgard u 13 617 yyacTHHIIM NOAY4YHIE TU1a1e00, uMa 39 choOIIeHH
cirydasi Ha Hecnienn(uieH apTput/apTponarus, 24 B rpynara Ha Silgard u 15 B rpymara Ha miane6o.

B xnuHMYHO M3NUTBaHE Npu 843 KIMHUYHO 3/IpaBy MJIJIeKHU U JeBOMKHU Ha Bb3pacT 11-17 roaunm,
MOKa3BaT, Ye MPH MPUJIAraHeTo Ha IbpBaTa 1o03a Silgard eqHOBpeMEHHO ¢ KOMOMHUpPaHa OycTep
BaKCHHA Cpelly AudTepusi, TETaHyC, KOKIIOMI (aIeryIapeH KOMIIOHEHT) U TTOJTHOMHUEIUT
(MHAKTHBHpaH) MOKa3Ba, Y¢ UMa ITOBEYE CHOOIIECHUS 32 OTOK Ha MACTOTO Ha MPUIIOKEHUE U
ri1aBoOOJIHe Clie/l eAHOBpeMeHHO npwiiarane. HabnronaBanure pasnuku ca < 10 % u npu moBevyero
JOOpOBOJILIM HEXKETaHUTe CHbOUTHS ca ChOOILICHH, KaTo C1adu 10 YMEPEHH M0 UHTEH3UTET.

4.9 IIpepo3upane
Wma cpobuienus 3a npuiarade Ha 1o3u Silgard mo-BHCOKH OT PENOpPbUYBAHUTE.

Karo usmo, npo¢unbsT Ha HeXXeTaHUTE JEKapCTBEHHU PEakIluy, HaOM0JaBaHy IIPH NPeIo3upaHe e
CXOJIEH € TO3H MpH MIpUjIaraHe Ha npenopbyBanuTe 1o3u Silgard.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOMCTBA

®apmakoTepaneTuyHa rpyna: [IpotuBoBupycHa Bakcuna, ATC koxa: JO7TBMO1
Mexanuzom na oeticmeue

Silgard e agroBanTHa HeMH(EKINO3HA, PEKOMOWHAHTHA, KBaJPUBAJICHTHA BAKCHHA, IPUTOTBEHA OT
BHCOKOIIpeuncTeH! Bupycononoouu dactuiy (VLPs) ot ocnHoBHus karcun L1 nporenn va HPV Tun
6, 11, 16 u 18. VLPs e cpabpkar Bupycna JJHK, Te He morar na nH(peKkTupaT KIETKH, Aa ce
BB3IPOU3BEKAAT (PEIPOAYLMPAT) WK Ja NpuuuHABaT 3a0oisBane. HPV undexrupa camo xopa, HO
MPOYYIBAHUATA IIPH KUBOTHH C aHAJIOTHYIHH TIAMIIOMaBUPYCH TTOKa3Ba, e edekTuBHOCTTa Ha LI BITY
BaKCHHUTE C€ pPeaJn3upa Ype3 pasBUTHETO Ha XyMOpaJIeH UMyHEH OTTOBOpP.

Cumura ce, ue HPV 16 u HPV 18 npuunnssat npubmusutento 70 % ot ciiyyanTte Ha [EpBUKAJIEH Pak,
80 % ot amenokapruHOM UH cuTy (AILS); 45-70 % OT BUCOKOCTENIEHHA IIEPBUKATHA
unTpaenurennaina Heomnasus (CIN 2/3); 25 % oT HUCKOCTeNIeHHa IEpBUKAIHA HHTPACTIHTEINAIHA
Heomutasus (CIN 1); kakro u 61130 70 % ot cepp3anute ¢ HPV ciryuan Ha BUCOKOCTEIIEHHA ByJIBapHa
(VIN 2/3) u Barunansa (ValN 2/3) uatpaenurenuanaa Heortasus. HPV 6 u 11 npuanssBaT
npubnuzutenso 90 % ot reantanHuTe KOHAMIOMHU 1 10 % OT cilyyanTe Ha HUICKOCTEIICHHA
uepsukanHa naTpaenurennania Heorwtaszus (CIN 1). CIN 3 u AIS ca npuetn kaTo HEMOCPEACTBEHU
IIPEKyPCOPH Ha MHBA3UBHU LIEPBUKAJIEH PaK.
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ITousATHETO "TIpEeMAIMTHEHN TEHUTATHY JIe3uH"' B ToUKa 4.1 OTroBaps Ha BUCOKOCTECTICHHA
uHTpaenurennaina Heorwasus (CIN 2/3), BucokocreneHHa ByJIBapHa HHTPACIUTEIHATHA HEOTIIa3 st
(VIN 2/3) u BucokocTeneHHa BaruHalHa HHTpaenuTendantia neorasus (ValN 2/3).

IToka3zaHueTo ce OCHOBaBa Ha JIoKa3BaHe Ha eukacHOCTTa Ha Silgard mpu *eHu Ha BB3PacT OT 16 110
45 ronuHM U MBXKE Ha BB3pacT OT 16 10 26 ronuHM U Ha TOKa3BaHe HAa MMyHOTeHHOCTTa Ha Silgard
IIpU JAelia U IOHOUIN Ha Bb3pacT oT 9 a0 15 rogunu.

Knunuunu npoyusanus

EdwuracHocT mipu skeHH Ha BB3pacT 16 10 26 ToauHu

Eduxacnocrra Ha Silgard npu xenu Ha Bb3pact 16 10 26 ronunu e Ouia oneneHa B 4 miane6o-
KOHTPOJIMPaHH, TBOHHO-CIIeTH, pannomm3upann (asza Il u I1I xmuHuIHN MpoyYBaHUs ¢ 00110
20 541 >xeHu, BKJIIOYEHHN U BAKCHHUpPaHU 03 MpeIu TOBa J1a ca U3clieBaHu 3a Hanuuue Ha HPV
H(pEKIHs.

[IepBUYHUTE KpaifHU TOYKH 3a eukacHOCT BKirouBaT HPV 6-, 11-, 16- unm 18-cBbp3anu ByJIBapHU H
BaruHaHA Jie3un (reautanau kKoaamwiomu, VIN, ValN) u CIN ot kakBaTo u 11a € CTETEeH U
nepsukaineH pak (IIporokon 013, FUTURE I), HPV 16 nnu 18-cepp3anu CIN 2/3 u AIS
nepBukaiieH pak (IIporoxon 015, FUTURE II), HPV 6-, 11-, 16 min 18-cBBp3aHu ¢ IepcUCTApAIIa
undpekius u 3adonsaBane (IIporokon 007) u HPV 16-cebp3an ¢ nepcuctupama uapexus ([IpoTokon
005).

Pesynrarute 3a epukacHOCT ca mpeAcTaBeHN Ha 0a3a KOMOWHHMpPaH aHaK3 Ha IIPOTOKOJIHTE 32
npoyuBanusta. E¢ukacnocrra 3a HPV 16/18 cewp3anu CIN 2/3 unm AIS ce ocHOBaBart Ha JIaHHU OT
mpotokoiu 005 (camo cBbp3anu ¢ 16 kpaitau Toukn), 007, 013 u 015. EdukacHocTTa 32 BCukn
OCTaHaJM KpailHU TOYKM ce ocHoBaBa Ha npoTtokoiu 007, 013 u 015. Meaunanara Ha
MPOIBIDKATETHOCT Ha MPOCIIEeIBaHeTO pH Te3u m3nuTBanus € 4,0, 3,0, 3,0 u 3,0 ToguHu CHOTBETHO
3a [Ipotokon 005, IIpotokon 007, IIporokon 013 u ITporokon 015. Menunanata Ha OpPOABIKUTETHOCT
Ha TIpocieasBaHeTo pu komomampanutTe mpotokomn (005, 007, 013 u 015) e 3,6 ronuHM.
Pesynrarute oT oOTACTHHUTE MPOYYBAHHS NOAKPEIAT PE3yITaTHTE OT KOMOWHMpaHus ananus. Silgard e
edukacen cpeury HPV 3abonsiBane, mpuarHeHo oT yeTupuTe BakcuHanHu HPV tumna. B kpas Ha
W3IIMTBAHETO, MAllMEHTHTE, yuacTBai B 1Be uanutBanus ¢aza Il (Ilpotokon-013 u [TpoTokon-015),
ca IpoceasIBaHy 3a IepHo 10 4 TOMUHU (CpeaHo 3,7 TOIUHN).

Lepeukannara uaTpaenurennaina Heormasus (CIN) Crenen 2/3 (cpeaHa 10 BUCOKOCTETICHHA
JUCIUTA3Ms) B aleHOKapItHoM in situ (AlS) ca Omim n3mo3BaHa B KIIMHHYHNATE U3IMATBAHMS KATO

CyporateH MapKep 3a [EepBHKAJICH pakK.

EdwukacHocT nipu xeHu, HeMH(GEKTHPAHU ChC CHOTBETHHUTE BakcnHaiIHu HPV tumnose

OCHOBHUSAT aHaU3 Ha €(PUKACHOCTTA MO OTHOIICHUE Ha BakcuHaaaute HPV tuna (HPV 6, 11, 16 wiu
18) e Omn BBpXY ChOTBETHaTa Ha npoTokona eukacHocT (PPE) mpu o6xBaHaTaTa momynanusra (T.e.
BCHYKH 3 BaKCHHAITMH B paMKUTe Ha | TOIMHA Ciie]] BKIIOYBAHETO, 03 ChIIECTBEHH OTKIIOHEHHUS OT
NPOTOKOJIa U HeMH(pEKTHPaHU che choTBeTHUs(Te) HPV Tnmn(oBe) npean no3a 1 u npe3 mbpBUs
Mecer| cien go03a 3 (mecent 7)). E¢uxacHocTTa e Onia n3mepBaHa cien nmocemieanero B Mecer] 7. Karo
5910, 73 % OT JKeHUTe MpH BKIItoYBaHeTo ca Omnn HenmHpexTrupanu (PCR HeratuBHE 1
CEpOHEraTHUBHU) C KOWTO U 1a € ot yetupure HPV Ttuma.

PeByJ’ITaTI/ITe 3a e(l)HKaCHOCT 3a CbOTBECTHHUTC KpaﬁHH TOYKHU aHAJIM3UPAHU HA 2—pa roarHa CJICq
BKJIFOYBAHETO U B Kpas Ha USIIUTBAHETO (MeI[I/IaHa Ha NPOABJDKUTCIIHOCT Ha IMMPOCIICAABAHETO =

3,6 TOIMHM) MTPH MOIYJIANUATA 110 IPOTOKOJI ca MpeAcTaBeHu Ha Tabmuia 2.

B nombiiHUTENCH aHann3 eukacHocTTa Ha Silgard e orieHena mo otHomenue Ha HPV 16/18-cBbp3anu
CIN 3 u AIS.
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Tabnuya 2: Ananu3s na epuxacnocmma na Silgard no omnowenue na eucoxkocmenenHu

yepsuxaanu aezuu ¢ PPE nonynayus

Silgard Inaunedo Silgard Ilnaunedo %
Eduxacnocr***
% B Kpas Ha
E¢uxacnoct H3NUTBAHETO
Ha 2-pa (95 % CI)
Bpoii Bpoii roJMHA Bpoii Bpoii
caydan caydan 95 % CI) cydan caydan
Bpoii Bpoii Bpoii Bpoii
YYACTHUIM® | yYaCTHHIH* YYACTHUIU® | yYaCTHHIM®

HPV 0 53 100,0 2% 112 98,2

16/18- 8487 8460 (92,9, 100,0) 8493 8464 (93,5, 99.8)

CBbpP3aHH

CIN 2/3

uiau AIS

HPV 0 29 100 2% 64 96,9

16/18- 8487 8460 (86,5, 100,0) 8493 8464 (88.,4,99.6)

CBBbpP3aHHI

CIN 3

HPV 0 6 100 0 7 100

16/18- 8487 8460 (14,3, 100,0) 8493 8464 (30,6, 100,0)

CBBP3aHH

AIS

*Bpoii yyacTHHIM ¢ Hali-MaJIKO €/IHO IIOCELIEHHE 3a MPOCIieIsiBaHe cliell Mecer 7
**Cropen BUPYCOJOTHIHUTE JOoKa3arencTBa, mbpBuAT CIN 3 ciaywail mpu mamuenT, ¢ XpOHNIHa HHPEKIHS C
HPV 52 e BepositHO mprunaHO cBBp3ad ¢ HPV 52. Camo mpu 1 ot 11 ipobu ce otkpuBa HPV 16 (Ha mecen
32,5) xaro He ce oTkpuBa B Thkanu, oxyueHu npu LEEP (Loop Electro-Excision Procedure). [Tpu BTOpHS
ciy4daii Ha CIN 3, HabmogaBaH npu manueHT, 3apases ¢ HPV 51 B nen 1 (B 2 ot 9 pobu), HPV 56 e otkpur
npu 6uorncus npe3 Mecen 51 (B 1 ot 9 mpobu) u HPV 56 e otkput B 3 oT 9 mpobu B ThKaH, B3€Ta 110 BpeMe Ha
LEEP npe3 mecern 52.

***[TarieHTUTE ca MPOCIESBaHU 3a TIEPUO 10 4 TOAMHHU (CpeaHO 3,6 TOIMHN)

3abenexka: V3uncieHuTe CTONHOCTH U IOBEPUTEITHUTE MHTEPBAJIM Ca KOPUTHPAHHU 110 YOBEKBpPEME Ha
HpoclesBaHe.

B Kpasa Ha U3NUTBAHCTO U KOMGI/IHI/IpaHI/ITe IMMPOTOKOJIH,

e¢pukacHoctTa Ha Silgard cpemry HPV 6-, 11-, 16-, 18-cBbp3an CIN 1 e 95,9 % (95 % CI:91,4,98,4) .
e¢pukacHoctTa Ha Silgard cpemy HPV 6-, 11-, 16-, 18-cebp3an CIN (1, 2, 3) u AIS ¢ 96,0 % (95 %

CI:92,3,98,2).
etdukacHocrra Ha Silgard cpemry HPV 6-, 11-, 16-, 18-cBbp3anu VIN2/3 u ValN 2/3 e choTBETHO
100 % (95 % CI:67,2, 100) u 100 % (95 % CI:55,4, 100).
edpukacHoctTa Ha Silgard cpeury HPV 6-, 11-, 16-, 18-cBbp3anute renutannu opagasuny € 99,0 %
(95 % CI:96,2,99,9).

[Tpu nporoxon 012 epuxacnocrra Ha Silgard cpeury 6 MeceuHo onpejesieHa epCUCTUpara
nHGEKIHA [T0JIOKUTETHN IpoOH MPH JBE WM IIOBEYE IIOCIEA0BATEIHN BU3UTHU Ipeau 6 mecena (+ 1
Mecer) win nosede | cebp3ana ¢ HPV 16 e 6mma 98,7 % (95 % CI: 95,1, 99,8) u 100,0 % (95 % CI:
93,2, 10,0) crorBetHo 3a HPV 18 criex nmpociensBane ot moseye oT 4 ToAnHU (cpenHo 3,6 TOAUHN).
IIpu 12 mecedno onpenenena nepcuctupama uadpexws, ehpukacHocrra cperry HPV 16 u HPV 18 e

6umna 100,0 % (95 % CI: 93,9, 100,0) u 100,0 % (95 % CI; 79,9, 100,0).

EdukacHoct npu xenu ¢ npusHany Ha HPV 6. 11, 16 niuu 18 nabekus niy HaaudHo 3a00ssBaHe

mnpes geH 1

Hswma nannm 3a 3ammra ot 3a0onsBane npuurHero oT HPV tunosere BBB BakcHHATa, KbM KOUTO
xxeHute ca ommm PCR nonoxwurennu nmpe3 Jlen 1. )Kenu, xouto Beue ca Omim MHPEKTHPAHH C SAHH
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WM [IOBEYE CBbp3aHu ¢ BakcuHata HPV Tumna npeny BaKCMHUPAHETO, Ca 3aIUIUTEHH OT KIMHUYHO
U3pa3eHo 3a00IsABaHe, MPUIMHEHO OoT ocTaHanute HPV tumose.

EdwukacHoCT 1ipu sxeHu ¢be nin 0e3 npenxonna nadexums i 3adoaasande (ITT), B pesyiarar ua HPV

6.11,16

Pesynrarute ot mpomeneHa (intention to treat) (ITT) momynanus, BKITtOYBaIna )K€HA HE3aBUCHMO OT
TexHus HayasieH HPV craryc B JieH 1, KOWTO ca Moy4YuiIu NOHE €Ha BaKCUHALIMS U TIPU KOUTO
OpoeHeTo Ha ciIyuyauTe 3amouBa 1 Mecer] cies] mpuiarane Ha fo3a 1. Ta3u nomymamus ce npudimKaBa
Io oOIara morryamus >KeH! TI0 OTHOIIIEHHe pa3npocTpaneHuero Ha HPV undexnus i 3abonsaane
IIpH BKIIFOYBAHETO B CHOTBETHOTO Mpoy4BaHe. Te3u pe3ynraT ca 00o6menu B Tabmmma 3.

Tabnuua 3: EQpuxacnocm na Silgard npu eucoxkocmenennu yepeuKainu jle3uu npu NPOMeHeHa
ITT-nonynayusa éknousawia yeenu Hezagucumo om mexnusa Hauaren HPV cmamyc

Silgard IL1anedo Silgard IL1anedo Y
0 (]
7o Eduxacnocr**
Bbpoii bpoii Eduxacnocr** Bbpoii Bbpoii
caydan caydan 3a 2 roUHHA caydau cay4dau B Kpail Ha
— — — — H3NUTBAHETO
Bpoii Bpoii (95 % CI) Bpoii Bpoii 95 % CI)
YYACTHULIM* | yYacTHMIM* YYACTHUIM® | yYacTHMUIM®

HPYV 16- 122 201 39,0 146 303 51,8
nin HPV 9831 9896 (23,3,51,7) 9836 9904 (41,1, 60,7)
18-
CBBP3aHH
CIN 2/3
uiau AIS
HPV 83 127 343 103 191 46,0
16/18- 9831 9896 (12,7, 50,8) 9836 9904 (31,0, 57,9)
CBBbp3aH
CIN 3
HPV 5 11 54,3 6 15 60,0
16/18- 9831 9896 (<0, 87,6) 9836 9904 (<0,873)
CBBbp3aH
AlIS

*Bpoil yuacTHHLIM ¢ Hali-MaJIKO €[HO IoceleHue 3a npocneassane ciexn 30 nquu cnen Jen 1
**[IpoueHTHT Ha e(PUKACHOCT C€ MU3YMCIISABA 110 KOMOMHMpaHuTe rpoTokoin. E¢ukacnocrra 3a HPV 16/18

cebp3al CIN 2/3 nim AIS ce ocHoBaBa Ha nanHu ot npotokonu 005 (camo cBbp3anu ¢ 16 KpaliHU NTOKazaTesn),
007, 013 u 015. TTarenTHTE Ca IMpocieasIBaHu 3a neproa a0 4 roguHu (cpenHo 3,6 ToauHH).
3abenexka: M3umcneHuTe CTOWHOCTH M JOBEPUTEITHWUTE HHTEPBAIN Ca KOPUTHPAHM II0 YOBEK-BpEME Ha

IPOCIICAABAHE.

Edwukacaocr cpemry HPV 6-, 11-, 16-, 18-cBwp3anu VIN 2/ 3 e 6una 73,3 % (95 % CI: 40,3, 89,4),
cpeury HPV 6-, 11-, 16-, 18-cBbp3anute ValN 2/3 e 6una 85,7 % (95 % CI: 37,6, 98,4) u cpemry HPV
6-, 11-, 16-, 18-cBBp3anuTe koHmmIoMu e 6mna 80,3 % (95 % CI: 73,9, 85,3) npu komOuHMpaHU
IIPOTOKOJIM B Kpasi Ha U3MUTBAHETO.

O06mo 12 % ot koMOMHMpaHaTa MPOyYBaHA MOIYJIANKs UMa a0HOPMHHM pe3yaTatu oT HaTpuBku (Pap
test), npeamonaramy Hanuureto Ha CIN B nen 1. Cpen sxeHuTe ¢ aOHOPMHU pe3yNITaTH OT HATPUBKHU B
Hen 1, xouto He ca Ouiu HHQEKTHpaHu ¢be choTBeTHHS HPV BakcuHanex tum B jeH 1,
e(MKacHOCTTAa Ha BaKCHHATA € OcTaHaia Bucoka. Cpes sKeHHUTe ¢ aOHOPMHU PEe3yNITaTH OT HATPUBKH B
neH 1, kouto Bede ca ounu nH(peKkTHpaHu che choTBeTHUS HPV BakcuHaneH tum B ieH 1, He e Omna
HaOmrogaBaHa e(hUKacCHOCT Ha BaKCHHATA.
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3ammTa cpemry odma oopeMenenoct ot repsukaiano HPV 3a0oaaBane mpu »KeHM Ha Bb3pact 16 110
26 roMHU

EdexTsT Ha Silgard BepXy 00mTHs PHCK OT pa3BuTHE Ha IiepBuKanHo HPV 3abomnsaBane (T.€.
3a0ossiBaHe, MPUIMHEHO OT KoiTo U aa ¢ Tunt HPV) e onenen, ¢ mavano 30 quu ciieq mbpBarta 103a,
npu 17 599 yuactHunM, BKIIOUSHH B ABeTe n3nuTBaHus 3a edpukacHoct Paza III (Ilpotokonu 013 u
015). Cpen >xeHuTe, 32 KOUTO HsAMA NaHHU 3a nH(pekTupane ¢ 14 gecto cpemiann HPV trma u ca ¢
OTpHIIaTeTHa IUTOHamMa3ka B Jlen 1, mpuiaranero HamaisaBa pasnpoctpanenrero Ha CIN 2/3 wmm AIS
MPUYUHEHU OT BaKCHHaJEeH win HeBakcuHaeH HPV tum ¢ 42,7 % (95 % CI : 23,7, 57,3) u Ha
reautananTe opagaBuny ¢ 82,8 % (95 % CI: 74,3, 88,8) B kpas Ha U3MUTBAHETO.

B momudunmpanara ITT nomynanms, moisara OT BaKCHHATA 110 OTHOIIIEHHE Ha 00IOTO
pasmpoctpanenue Ha CIN 2/3 unu AIS (mpuurHeHu oT koiito u Aa ¢ HPV tum) u Ha reHuTamauTe
OpazaBuIM € MHOTO TIO-HUCKO, C HaMajieHne choTBeTHO oT 18,4 % (95 % CI: 7,0, 28,4) u 62,5 %
(95 % CI: 54,0, 69,5), Tbit kato Silgard He BiHsIe BBPXY MPOTHYAHETO HA UHPEKIUUTE WIH
3a00JIIBaHETO, KOUTO CHIIECTBYBAT KbM MOMCHTA Ha BAKCHHHUPAHE.

BriusHre BbpXy OpoLeaypH 3a Je(UHATHBHO IEPBUKAITHO JICUCHHE

Brnustnueto Ha Silgard BbpXy yecToTaTa Ha MPOIEYPH 33 AeHUHUTHBHO IIEPBUKAITHO JICUCHUE,
He3aBucuUMO oT npuuuHsBanmsa HPV turm, e onieneno npu 18 150 yyacTHUIIM BKIIIOUEHH B IPOTOKOJI
007, mporokonu 013 u 015. IIpu Henndekrupana ¢ HPV nomynanus (HeuHndexkrupana ¢ 14 yecto
cpemann HPV Tuma u orpunarenna nuronamaska npes aex 1), Silgard HamansiBa nporeHTa Ha
KEHUTE, TIPU KOUTO € MPOBEKAaHA MPOoleaypa 3a NeGUHUTHBHO IepBukainHo iedenue (Loop Electro-
Excision Procedure mim Cold-Knife Conization) ¢ 41,9 % (95 % CI: 27,7, 53,5) B kpas Ha
usnutBaneto. Cpen ITT monynanusra cbOTBETCTBANOTO HaManenue € 23,9 % (95 % CI: 15,2, 31,7).

KpbcTocana 3amuTHa eUKacHOCT

Eduxacnocrra Ha Silgard cpenry CIN (Bcsika cteneH) u CIN 2/3 nnn AlS npuunzenu ot 10 He-
BakcuHatan HPV tumma (HPV 31, 33, 35, 39, 45, 51, 52, 56, 58, 59), ctpykTrypHO cBbp3anu ¢ HPV 16
wi HPV 18, e onlenena B komOuHupanara ®asa I (N = 17 599) 6a3a nanHu 3a epUKaCHOCT Cle]
MeAraHa Ha MIPOABIDKUTEIHOCT Ha pociensBade ot 3,7 (B Kpast Ha M3NUTBaHETO). M3mepeHa e
e(pUKACHOCTTA Cpelly KpaliHH TOYKH 3a 3a00JIBaHe, MPUYNHEHO OT MPEIBAPUTEIHO ONpeesieHa
KoMOuWHaIMs oT He-BakcuHaTHE HPV TtHmoBe. [IpoyduBanusaTa He MoraT 1a OIICHAT €(pUKACHOCTTA
cperry 3a0oJsBaHe, MPUUYUHEHO OT oTAeTHU HPV Tunosge.

[IppBOHAYATHIAT aHANN3 € HAPaBEH Ha TUTIOBO-CIIENN()UIHH MOITYJIalliH, KOWUTO N3UCKBA JKEHUTE J]a
ObJaT OTpUIATENTHH 32 aHATM3UPAHUS THII, HO KOUTO OM MOTJIO J1a 6bJaT MoJoKUTeNHH 3a npyra HPV
tunose (96 % ot 1snata nomynanus). [IspBoHavaNHUAT aHAU3 cliell 3 TOAWHU HE € JOCTUTHAT
CTaTHCTUYECKa 3HAYMMOCT 32 BCHUKH MIPEIBAPUTEITHO OIpeIeieHn KpaitHu Touku. [locnennure, ot
Kpasi Ha MPOYYBaHETO PE3yJITaTh 3a KOMOMHUPaHOTO pasnpocrpanenue Ha CIN 2/3 wnu AIS B Tasu
MOMyJAIUs CJIEN IPOCIeAsIBAHE ChC CPEAHA MPOIBIKUTEIHOCT OT 3,7 TOAUHU Ca TIOKa3aHU B

Tabnuna 4. 3a KOMOMHUPAaHUTE KpalfH! TOYKH, CTATUCTUYECKH 3HaYNMa e(hUKACHOCT CPemry
3abosBaHe € JeMoHcTpupana cpemry HPV tunose, pumorenernano cebp3anu ¢ HPV 16 (penn
Bcuuko HPV 31), nokaro npu HPV tunose, ¢punorenernano cepp3anu ¢ HPV 18 (Bxmouutenno HPV
45), He e HaOIr01aBaHa CTATUCTUYECKU 3HAauMMa epukacHocT. 3a 10 unauBuayannu HPV tunose,
CTaTUCTHYECKA 3HAUMMOCT € octurHata camo 3a HPV 31.

Taonuya 4 Pesynmamu 3a CIN 2/3 unu AILS npu neungpexmupanu c munoso-cneuugpuunu HPV
yuacmuuyu' (pezynmamu om Kpas na usnumeanemo)

Hewnndexrupana c > 1 HPV tun

KomOuHmpan kpacH Silgard [Tnane6o

IOKa3areln cIydan Craydau % Eduxacnoct 95 % CI1
(HPV 31/45)* 34 60 43,2 % 12,1, 63,9
(HPV 31/33/45/52/58)° 111 150 25,8 % 4,6,42,5
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Hewnndexrupana c > 1 HPV tun

KomOuHmpan kpacH Silgard [Tnane6o

IoKas3aren cIydan Caydau % Eduxacnoct 95 % C1

10 ne-Bakcunaman HPV 162 211 23,0 % 5,1,37,7

rmal

cBbp3anu ¢ HPV-16 tuna 111 157 29,1 % 9,1,44.,9

(A9 ¢punorenernuna

rpyna) A
HPV 31 23 52 55,6 % 26,2, 74,1'
HPV 33 29 36 19,1 % <0,52,1"
HPV 35 13 15 13,0 % <0,61,9
HPV 52 44 52 14,7 % <0,44,2"
HPV 58 24 35 31,5 % <0,61,0"

cBbp3anu ¢ HPV-18 tumna 34 46 25,9 % <0,53,9

(A7 ¢punorenernuna

rpyma)
HPV 39 15 24 37,5 % <0,69,5"
HPV 45 11 11 0,0 % <0, 60,7"
HPV 59 9 15 39,9 % <0,76,8"

A5 tina (HPV 51) 34 41 16,3 % <0,48,5"

A6 tuna (HPV 56) 34 30 -13,7 % <0,32,5"

T W3nuTBaHmsITa HE MOTAT J1a OIICHAT €(PUKACHOCTTA CPEITy 3a00sIBaHe IPUIHHEHO OT oTaenHn HPV

THUIIOBE.

i E¢wukacHocTTa e ocHoBaHa Ha HamaisiBane Ha HPV 31-cwpp3ann CIN 2/3 mmu AIS
§ E¢ukacHocTTa ¢ ocHOBaHa Ha HamansBane Ha HPV 31-, 33-, 52-, u 58- cBbp3anu CIN 2/3 wmu AIS
I BrurouBa aHanuTHuHO-oTpeesnienn He-BakcuHanmonun HPV tuna 31, 33, 35, 39, 45, 51, 52, 56, 58, u 59.

EdukacHoCT Iipw skeHU Ha BB3pacT 24 110 45 roauHu

EdukacHocrra Ha Silgard npu >xeHu Ha BB3pact 24 10 45 ronuHu € omnieHeHa B 1 1urare6o-
KOHTPOJUPAHO, TBOWHO-CIIATO, paHmoMusupano daza I1I kmuamano nsnursane (IIporokon 019,
FUTURE III), BkitouBario o610 3 817 :KeHU, KOUTO ¢a BKJIIOYCHH B U3IIUTBAHETO U BAKCUHUPAHH
0e3 mpeaBapuTENieH CKPUHUHT 32 Hannuue Ha HPV undekrs.

[IppBUYHATA KpaifHa ToUKa 3a eUKacHOCT BKIIOYBa KoMOMHHpaHaTa yectora Ha HPV 6-, 11-, 16-
win 18-cBbp3aHa u koMOuHupaHa yectota Ha HPV 16- unu HPV 18-cBbp3ana nepcucrupaiia
uHbpekus (6 Mecela 1o onpeneeHNe), T HUTATHA OpaJaBuIly, ByJIBapHU U BaruHaIHH Je3un, CIN
oT Bcska creneH, AlS, u niepBrukanes pak. Meananara Ha MPOABIDKUTEITHOCT HA TIPOCIIEsIBAaHE TTPH
ToBa u3nutBane ¢ 4,0 roguHu.

EdukacHocT 1ipu sxeHd, HeMH(GEKTUPaHU CbC choTBeTHUsI(Te) BakcuHaneH(an) HPV tun(ose)

[IbpBUuHMAT aHamM3 Ha eduKacHOCTTA € MpH momynanus ¢ edukacHocT mo mpotokon (PPE) (t.e.
BCHYKM 3 BakCHHAIMM B PaMKUTE Ha | rofuHa OT BKJIIOYBAHETO, 0€3 CBIIECTBEHU OTKIOHEHUS OT
NpOTOKONIa U HeMHpeKTHpaHu cbe cboTBeTHHs (Te) HPV THm(oBe) npenu no3a 1 u go 1 mecen cien
no3a 3 (mecent 7)). EpukacHocTTa ce M3MepBa, KaTto ce 3aloyvHe clejl MmoceneHneTo B mecerl 7. O01o
67 % ot yuactHunure ca HenH(exktupanu (PCR HeraTtuBHU M cepoHeraTuBHH) KbM Beuukure 4 HPV
THUIIA IIPU BKJIIOYBAHE.

Edwukacnocrra Ha Silgard o orHomeHnne Ha komOuHUpaHaTta dectota Ha HPV 6-, 11-, 16-, wim 18-
CBBp3aHa MepcUcTHpania HHQEKIHs, TeHUTATHA OpalaBHIy, ByaBapHH M BaruHaimHu se3uu, CIN or
KakBato u na ¢ creneH, AIS u nepsukanen pak 88,7 % (95 % CI: 78,1, 94,8).

EdukacHocrra Ha Silgard mo oTHomeHne Ha komOuHUpaHaTta yectota Ha HPV 16- wm 18-cBpp3ana

MIEPCUCTHUPAIa UHPEKIUS, TCHUTATHU OpaJaBuilM, ByJBapHU U BaruHayiHu Jie3un, CIN oT kakBato u
n,a e creneH ALS u nepBuxanex pak e 84,7 % (95 % CI: 67,5, 93,7).
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EduKacHOCT IIpH KEHU ChC U 0e3 mpeaxokaama uHbekus win 3abonsade npuuuHesu or HPV 6.
11,16 mmm 18

[omynauusara ¢ meieH ananu3 (u3BectHa oie kato I'TT nmomynarus) BkiItouBa )K€HH HE3aBUCHMO OT
texHusa uzxoaeH HPV craryc B nen 1, kouto ca noayuywin Hail-Majiko €jHa BaKCHHA U IPH KOUTO
Opoeneto 3amouBa ¢ aeH 1. Ta3u monmymnarnus ce mpuOIMkaBa 10 00IIaTa MOIMyJIanus )KeH! 110
OTHOIIIEHUE Ha pasnpocTpanenrero Ha HPV urdeknms umm 3a0osBane MpH BKIIIOUBAHE.

Edwukacnocrra Ha Silgard mo oTHomenune Ha komOuHMpaHara yectora Ha HPV 6-, 11-, 16- wm 18-
CBBp3aHa MepcUcTHpania HHEKIHs, TeHUTAIHN OpalaBHIy, ByaBapHHA M BarmHamHM se3uu, CIN or
Bcska creneH, AIS u nepBukanex pak e e 47,2 % (95 % CI: 33,5, 58,2).

EdukacHocrra Ha Silgard mo oTHOmeHHe KOMOMHHUpaHa YecTOTa Ha pasnpocrpanenue Ha HPV 16-
win 18-cBbp3ana nepcucTupaiia HHGEKIHs, TEHUTATHA OpalaBUIlH, BYJIBAPHH U BaTHHAITHHU JIC3UH,
CIN ot Bcsika creneH, AlS u nepBukainen pak € 41,6 % (95 % CI: -24,3, 55,2).

Edwukacroct mipu sxkenu (16 10 45 TOMWHN) ¢ TaHHU 33 MPEANISCTBYBAITA HHPEKINS ¢ BAKCHHAICH

HPV 1un (cepono3uTUBHM), KOSITO BEYe € HEOTKpUBaeMa IIpean HayajioTo Ha BakcuHaimgra (PCR

HETaTUBHU).

B post hoc ananu3 Ha nuna (KOUTO ca MOJYYHITH ITOHE eIHA BAKCHHAIINS) C JaHHH 32 TpeAIIiecTBaINa
uHpexnusa ¢ BakcuHaieH HPV tun (cepomo3uTuBHNM), KOSTO Bede € HEOTKpUBacMa peid HayajJoTo Ha
BakcuHaruATa (PCR HeratuBHm), edukacHocTra Ha Silgard 3a mpemoTBpaTsiBaHe Ha 3a00JSIBaHIS,
IBIDKAIY ce Ha TIOBTOpHATa mosiBa Ha cbinust HPV tum e 100 % (95 % CI: 62,8, 100,0; 0 cpeury

12 coyvas [n = 2 572 oT cOopHU Npoy4YBaHUs IpH Miaau xenu)) cpemy HPV 6-, 11-, 16- u 18-
cebp3anu CIN 2/3, VIN 2/3, ValN 2/3, u renuTanau OpafaBuLy IPH )KEHHU Ha BB3pacT 16 10

26 romuan. Edukacuocrra e 68,2 % (95 % CI: 17,9, 89,5; 6 cpemry 20 ciyvas [n = 832 ot
KOMOWHHpaHU IPOYYBaHU NPU MJIAJN U BB3pacTHH keHH|) cperry HPV 16- u 18-cBbp3anu
CBIIECTBYBAIIN HH(PEKLINH MPH KEHU Ha Bb3pacT 16 1o 45 ronuHu.

EduracHocT npu MbKe Ha Bb3pacT oT 16 10 26 roauau

EdukacHocrra e onienena cpemry HPV 6-, 11-, 18-cBbp3aHN BHHIIHU T€HUTATHN OpalaBUIH,
TIeHWTHA/TICpUHEaTHa/TIepruaHaiHa nHTpacnuTenuatia aeoriasus (PIN) creren 1/2/3 n
MepCUCTHpAaIa HHPEKIHS.

Eduxacnocrra Ha Silgard mpu Mmbke Ha BB3pacT oT 16 10 26 ronuHu € oneHeHa B 1 mrare6o-
KOHTPOJIMPAHO, IBOMHO cIIATO, panaoMusrpano ¢asa Il knmuuudno npoyusane (IIpotokon 020),
obxBamamnio oomo 4 055 MbxKe, BKIIOUEHH B U3MUTBAHETO M BAKCUHUPAHU 0€3 IpeiBapuTesieH
CKpHHHHT 32 Hanmune Ha HPV undeknusa. CpeqHara mpoabIKATEIHOCT HA TIPOCIIEISBaHE €

2,9 roguHu.

B moarpynara ot 598 mexe (SILGARD = 299; nane6o = 299) B [Iporoxon 020, kouto ce onpeaenst
KaTo MBKe, KOUTO MPaBAT cekc ¢ Mbxe (MCM) e orieHeHa epUKacCHOCTTA CPEITy aHaTHA
uHTpaenurenuanta Heorwtasus (AIN crenenu 1/2/3) u aHajieH pak ¥ MepcUCTUpaIlla HHTpaaHaIHa
“H(pEKIH.

MCM ca ¢ no-Bucok puck ot aHanaa HPV undekius, B cpaBHEHUE ¢ ¢ 00I1[aTa Moy JIalus;
a0COJIFOTHATA 10J132 OT BAaKCHHAIIMATA OIPE/IeNIeHa KaTo Mpena3BaHe OT aHaJIeH pak B 00IaTa
TMIOTyJIalKs Ce OYaKBa J1a ObJie MHOTO MaJjKa.

HIV undexuunsra e Ouna U3KII0YBAIL KPUTEPUH (BXK. ChLIO TouKa 4.4).

EdukacHocT npu Mbke, HEMHGEKTHPAHU ChbC CHOTBETHUTE BakcnHaIHu HPV Ttumnose
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ITepBUYHUAT aHAIN3 HAa e(PUKACHOCTTA IO OTHOIICHKHE Ha BakcuHatHuTe HPV Trmose (HPV 6, 11, 16,
18) e HampaBeH BbPXY e(hUKACHOCT MpH HomyanusaTa mo nporokoi (PPE) (T.e. Bcuuku 3 BakcHHAIUK
B paMKHUTE Ha | roJrHa OT BKJIIOYBAHETO, 0€3 ChIIECTBEHN OTKIOHEHHUS OT MPOTOKOJIA 1
HenH(pekTUpanu che choTBeTHHSA(TE) HPV TH(0Be) mpenu no3a 1 u 1 mecer cien mo3a 3 (mecery 7)).
EduxacHocTTa € M3MepeHa ¢ OTIpaBHa TOYKa cliel Bu3nuTara Ha mecer 7. O6mo 83% ot mbxete (87%
OT XeTepoceKcyanHuTe ydacTHUIM U 61% or MCM yuactHuun) ca Hennpextupanu (PCR
OTPHIIATEITHH U CEpOHETaTHBHH) KbM Bcuukute 4 HPV THma npu BkimouBaHeTo.

AmnanHara uHTpaenurenuaaia Heommnasus (AIN) crenen 2/3 (ymepeHa 10 BUCOKOCTEIICHHA
JIMCIUTA3Ks) € U3MOJI3BaHa B KIIMHUYHUTE U3MUTBAHKS KATO 3aMECTUTEIICH MapKep 3a aHaJIeH pak.

PesynratuTe 3a epuKacHOCT 32 ChOTBETHUTE KPAHU TOYKH, aHAIM3UPAHU B Kpasi Ha U3MHUTBAHETO
(cpeaHa mpOABIHKUTENHOCT Ha MPOCIEASIBAHETO 10 2,4 TOAWHH) B MOIYJIAaLKATA 110 IPOTOKOJI ca
npencraBenu B Tabmuia 5.Ctenienu 1/2/3 Ha edukacHocT cpemry PIN He ca neMoHCTpupaHy.

Tabnuya 5: E¢puxacnocm na Silgard cpewy évHwnu cenumannu nezuu na PPE* nonynayua om
Mmvice nHa ev3pacm 16-26 zoounu

Silgard Inanedo % Edukacnocr
Kpaiina Touka N | Bpoii crygan N | Bpoii crygan (95 %CI)
BpHIIHYN reHuTanHu jge3ud, cebp3anu ¢ HPV 6/11/16/18
BBbHIIHY TeHUTATHI 1394 3 1404 32 90,6 (70,1. 98,2)
JIe3uH
I'enuranuu 1394 3 1404 28 89,3 (65.3,97,9)
OpagaBunm
PIN1/2/3 1394 0 1404 4 100,0 (-52,1, 100,0)

*Yyactaunure B PPE momynmanmsTa, momydwmim BCHYKHM 3 BaKCHMHAIMM B paMKHUTE Ha | roaMHa OT BKJIFOYBAHETO, 0e3
CBIIICCTBEHH OTKJIOHCHHS OT MPOTOKOJIA U HEeMH(pEKTUpaHu ¢ choTBeTHUsA(Te) HPV THn(ose) npean mo3a 1 u 1 mecen cuen
no3a 3 (mecen 7).

[Ipu ananm3a 3a aHanaM e3un mpu MCM nomynainusiTa B Kpast Ha MPOyYBaHETO (CpeaHa
MIPOIBIDKUTEITHOCT Ha TIPOCieasiBaHeTo 2,15 Toauam), mpeBaHTUBHUAT edekT cperty HPV 6-, 11-, 16-,
18-cBbp3anu AIN 2/3 e 74,9 % (95 % CI 8.8, 95,4; 3/194 cpemry 13/208) u cpeury HPV 16- nnn 18-
cebp3anu AIN 2/3 86,6 % (95% CI 0,0, 99,7; 1/194 cpemy 8/208).

EdukacHoCT Ipu MBke cbC U 0e3 npeaxoxaama nHdekuns Wi 3adoasasade npuyudaend or HPV 6.
11,16 mmm 18

ITbHUAT aHATU3 HA OTpejiesieHaTa MoMyJialksl BKII0YBa Mb)Ke HE3aBUCUMO OT TeXHUs HavdasieH HPV
CTaTyC B ICH 1, KOHUTO Ca HOJIy‘II/IJII/I Haﬁ-MaJIKO €IHa BaKCUHaIUA U HpI/I KOUTO OTUUTAHECTO HA
CHhCTOSTHHETO 3amo4Ba Ha fieH 1. Ta3u nmomynamus ce mpuOimkasa 10 001aTa momyianus Mbxke 1o
OTHOIIIEHHE Ha npeodnagaBaneTo Ha HPV nHdexus wim 3abomsiBaHe IpH BKITFOYBAHETO.

Edukacnocrra Ha SILGARD cpemnry renurtanau OpanaBuniy, cebp3anu ¢ HPV 6, 11, 16, 18 ¢ 68,1%
(95% CI: 48,8, 79,3).

EdextuBnoctra Ha SILGARD cpemy HPV 6-, 11-, 16-, 18-cBbp3anu AIN 2/3 and HPV 16- ninm 18-
cebp3ann AIN 2/3 npu MSM nonmsmutBane e 54,2% (95 % CI 18,0, 75,3; 18/275 cpemry 39/276) u
cpoTBeTHO 57,5 % (95% CI: -1,8, 83.9; 8/275 cpeury 19/276 ciayuas).

3ammra cpeury obmara rexect Ha HPV 3abossiBaHe 1pu MBXKE Ha BB3pacT oT 16 10 26 roauuu

BwapaeiictBuero Ha Silgard cpenry oOmus prcK OT BHHIIHHA T€HUTATHH JIE3UH € OLICHEH CJIe IbpBaTa
J03a pu 2 545 yvactauiy, BkiaroueHH BbB ¢asa Il m3nutsane 3a epuxacunoct (Ilpotokon 020). ITpu
MBke, HenH(ekTupanu ¢ 14 gecto cpemann HPV tunose, npunoxxenuero Ha Silgard HamansBa
YecToTaTa Ha BhHIIHYU [€HUTAIHY JI€3UH, IPUYNHEHU OT BaKCUHAIHY Win HeBakcuHanHu HPV tunose
¢ 81,5 % (95 % CI: 58,0, 93,0). ITpu meaaus ananus (FAS) Ha monmynanusra, moia3zara OT BAaKCHHATA
110 OTHOLIEHE Ha 00IIaTa 4ecToTa Ha BRHIUHH renuTtanyu je3un (EGL) e mo-manka, ¢ HOHMKEHHE OT

32




59,3 % (95 % CI: 40,0, 72,9), it kato Silgard He BB31EHCTBA BEPXY X0/1a HA NH()EKIUUTE HITH
3a6OJI$IBaHI/IHTa, KOUTO Ca HAJIMYHMU IIPpU IMOCTABAHEC HAa BaKCHHATA.

Bh3anelicTBre BbpXYy OHOIICHITA U IPOLIEAYPUTE 32 Ie(UHUTHBHO JICUCHHE

Br3netictBueto Ha Silgard BbpXy KauecTBOTO Ha OMOIICHS U JICUCHUE Ha BHHIITHUTE TCHUTAIIHY JIC3UN
(EGL), mezaBucumo ot HPV Tunosere, npuanHmm 3a00IsBaHETO, € OIIEHEHO IIpH 2 545 numa
BriroueHH B [IpoTokoin 020. I1pu Hemndbekrupana ¢ HPV nmomynamus (HemHpEKTHpaHN KBM 14 decTo
cpeutann HPV Tunose), B kpas Ha n3nutBaneTo Silgard HaMassiBa MPOLIEHTa MbXKE C B3€Ta OUOIICHS C
54,2 % (95 % CI: 28,3, 71,4) u ¢ npoBeneHo neuenue 47,7 % (95 % CI: 18,4, 67,1). BeB FAS

IOy JIAINATa, ChOTBETHOTO MOHIKeHHE € 45,7 % (95% CI: 29,0, 58,7) u 38,1% (95 % CI: 19,4, 52,6).

Hmynozennocm

Meroau 3a U3MEpBaHe Ha MMYHHHUS OTTOBOP

ITpu HPV BakcuHHTE HIMa YCTAHOBEHO MUHMMAIHO HUBO Ha AaHTUTENATA, KOETO Ja OCUTYPsBa
npeAna3Bane oT HHPEKITHS.

NwmynorennoctTa Ha Silgard e Omna onenena npu 20 132 (Silgard n = 10 723; mrane6o n = 9 409)
MOMUYETa U KEeH! Ha Bb3pacT 9 mo 26 roquny, 5 417 (Silgard n = 3 109; mnane6o n = 2 308) momueTa
U MBXKe Ha Bb3pacT oT 9 10 26 roaunu u 3 819 xenu Ha Bb3pacT 24 1o 45 roaunu (Silgardn =1 911,
miane6o n = 1 908).

3a olleHKa Ha IMYHOTEHHOCTTA MPH BCEKHM BaKCHHAJICH THIT Ca W3IIOJI3BAHH THITOBO-CIICITH(PIIHH
UMYHOJIOTUYHH TECTOBE, KOHKYPEHTEH, OCHOBaBaIl ce Ha Luminex, umyHonorndeH tect (cLIA), ¢
TUNIOBO-crienuuyHu ctaHaapTu. C TO3W METO]T Ce U3MEPBAT aHTUTENA CPeIly eInH HeyTpaTu3upar]
enuTon Ha Bceku oTaencH HPV tum.

Mmynun otrosopu nipu Silgard Ha EpBUS Mecell cies 103a 3

B xiuHWYHATE U3NUTBAHUS IPH KEHU Ha BB3pacT 16 mo 26 roaunawn, 99,8 %, 99,8 %, 99,8 % u 99,5 %
ot nonyunnute Silgard craBat chorBeTHO aHTH-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV-18
CEpOIO3UTUBHU Ha 1 Mecel] cnep 1o3a 3. B KIMHUYHOTO U3NUTBAHE NPU KEHU HA Bb3pacT 24 1o 45
ronuad, 98,4 %, 98,1 %, 98,8 % u 97,4 % ot ygactHunTe oiyaniu Silgard cTaBaT ChOTBETHO aHTH-
HPV 6, antu-HPV 11, antu-HPV 16 u autu-HPV 18 cepomno3utuBHU, KbM ITEPBUS MECEIT CIIET 1032
3. B KIMHUYHO U3MUTBAHE MIPU MBKE HA BB3pacT oT 16 1o 26 ronunu, 98,9 %, 99,2 %, 98,8 % u

97,4 % ot ydacTHUITUTE, KOUTO ca moimyuniu Silgard craBat ceorBeTHO aHTH-HPV 6, antu-HPV 11,
antu-HPV 16 u antu-HPV 18 cepono3utuBHu, 10 eauH Mecell ciiea no3a 3. Silgard uHyupa BUCOKO
HuBO Ha aHTu-HPV cpenno reomerpuunu tutpu (GMTs) 1 Mecert cnen no3a 3 npu BCUYKH
U3CJeBaHuU TPYITH.

Kakro ce ouakBa, mpu »eHu Ha Bb3pacT 24 10 45 roaunu (mporokon 019), HabnaronaBaHUTe TUTPU HA
aHTHTeNAaTa ca MO-HUCKH B CPaBHEHHUE € )KEHH Ha Bb3pacT 16 1o 26 roguHu.

HuBara na antu-HPV npu ydacTHHIIMTE, HA KOUTO € MPHIIOKEHO IJ1ae0o0, KOUTO ca ¢ U3YHCTUIHN OT
HPV ungexnus (cepono3utuBau 1 PCR HeratuBHM) ca OMIIN 3HAYUTEIIHO O-HUCKU OT TE3H,
HHIYIMpaHu oT BakcuHaTa. OcBeH ToBa, aHTH-HPV muBara (GMTs) npy BakCHHUPAHUTE yIaCTHUITA
OCTaBaT paBHU WJIM HaJIBUIIABAIH CEPyMHHUTE TPAHUYHU CTOIHOCTH MPH IBJITOCPOIHOTO
mpociieisBaHe Ha KIMHUYHUTE m3nuTBanus ¢asza 11 (Bx. mo-nomy B ,,/lepcucmupane Ha umyHHus
omeosop om Silgard 6 kKnunuunu usnumeanus’”).

Csbp3Bane Ha eukacHocrTa Ha Silgard npu )KeHM KbM MOMHUYETA

Enno kmuangano m3nutBaHe (IIpotokon 016) cpaBHsBa nMyHoTreHHOCTTA Ha Silgard mpu 10- mo 15-
TOJIUIITHU MOMHYETA C Ta3u npu 16- 10 23-roqummau xxeuu. [lpu rpynara Ha BakcuHupanute, 99,1 no
100% ca ceporno3uTUBHU KbM BCHUKH BaKCHHAJIHU CEpPOTUIIOBE 10 1 Mecell cien go3a 3.
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B Tabnuma 6 ce cpapasiBat 1 mecenr cien qo3a 3 autu-HPV 6, 11, 16 u 18 GMTs mipu 9- 1o 15-
TOJIMITHU MOMMYETA C T€3U Ipu 16- 10 26-TOTUIITHY >KEHU.

Tabnauua 6: Céevp3eane Ha umynozennocmma npu 9- 00 15-zoouwnu momuuema u 16- 0o 26-
200UWHU JceHU (ROnY1ayusa no RPOMOKOJ1) cnoped mumpume, onpedenetnu ¢ cLIA

Momuuera Ha Bb3pacTt 9-15 | 7Kenu Ha Bb3pact 16-26
TOUHU TOUHHI
(IIpotokosu 016 u 018) (ITpotokosu 013 u 015)
N GMT (95 % CI) n GMT (95 % CI)
HPV 6 915 929 (874, 987) 2631 543 (526, 560)
HPV 11 915 1303 (1223, 1388) 2655 762 (735, 789)
HPV 16 913 4909 (4548, 5300) 2570 | 2294 (2185, 2408)
HPV 18 920 1040 (965, 1120) 2796 462 (444, 480)

GMT- Cpenno reomerpude TuThp B mMMU/ml (mMU= mumm-Merck enuauIm)

Antu-HPV otrosopure Ha Mecerr 7 pu 9- 10 15-roqumniHUTe MOMUYETa HE ca OWIIH TTO-HUCKH OT
antu-HPV otroBopure npu 16- 10 26-ToAUIIHM XKESHH, TIPU KOUTO €PUKACHOCTTA € Oujia omnpeesicHa
B KIMHUYHYU u3nuTBanus (asa I11. IMmyHoreHHOCTTa € OMila CBbp3aHa ¢ Bh3pacTTa U HUBAaTa Ha aHTH-
HPV na Mecent 7 ca OWiIM 3HAUUTEITHO ITO-BUCOKHU TIPH ITO-MIIAINTE HHANBUAM HAa BB3PACT MO

12 ronyHu, OTKOIKOTO TPU T€3U HAJ[ Ta3H Bb3PAacT.

Ha ocHoBaTa Ha mpoy4eHaTa Bpb3Ka B MUMYHOT€HHOCTTA MOXKE J1a Ce MPEoiara HaTnuue Ha
etduxacHoct Ha Silgard pu 9- 1o 15-roaumrHT MOMHUYETA.

CpasusaBane Ha edukacHocTra Ha Silgard mpu MBXe H MOMYETA

Tpu xnmuanyan npoyusanus (IIpotokonu 016, 018 u 020) ca n3non3Banu, 3a CpaBHABaHE Ha
uMyHreHHocTTa Ha Silgard mpu MomueTa Ha BB3pacT oT 9 1o 15 roguHu 1 MbKe Ha BB3pact oT 16 1o
26 rogunu. Ilpu rpynara Ha BakcuHupaHute, 97,4 1o 99,9% ca crananu cepoOnO3UTHBHHA KbM BCHUKH
BaKCHHAJIHU CEpOTHIIOBE 10 1 Mecer cien 1o3a 3.

B Tab6nuna 7 ce cpaBasiBatr antu-HPV 6, 11, 16 u 18 GMTs 1 mecer cnex no3a 3, mpu 9- no 15-
TOAUIIIHU MOMYETa C Te3U NMpHu 16- 10 26-TOJIUIITHA MBXKE.

Tabnuua 7: Cpasnuaeane na umynozenHocmma npu 9- 0o 15-zoouwnu momuema u 16- 0o 26-
200UIHU MBIICe (RONYIAYUA NO NPOMOKO) CHOped mumpume, onpeoenenu ¢ cLIA

9- 10 15-roaAMHIIHY MOMYeTa 16- 10 26-rOTMHIITHHA MbKe
n GMT (95 % CI) n GMT (95 % CI)
HPV 6 884 1038 (964,1117) 1093 448 (419, 479)
HPV 11 885 1 387 (1299, 1481) 1093 624 (588, 662)
HPV 16 882 6 057 (5 601, 6 549) 1136 2403 (2 243, 2 575)
HPV 18 887 1357 (1249, 1475) 1175 403 (375, 433)

GMT- Cpenno reomerpuueH Tutbp B mMU/ml (mMU= munu-Merck eqununim)

Antu-HPV otroBopure Ha mecerr 7 ipu 9- 710 15-roauiiauTe MOMYETa He ca OMIIU MO-HUCKH OT aHTH-
HPYV otroBopure npu 16- 10 26-roAuiHE MBXKE, TP KOUTO €PUKACHOCTTA € Ouiia onpe/ielicHa BbB
(haza III mpoyuBanus. UMyHOTEHHOCTTA € OMIIa CBBEpP3aHa ¢ Bh3pacTTa M HUBaTa Ha aHTU-HPV Ha
Mecell 7 ca OMIH 3HAYUTEITHO IMO-BUCOKHU MPH IMO-MJIAIUTE UHIANBUIH.

Ha ocHoBaTa Ha TOBa cpaBHsBaHE HAa HIMYHOT€HHOCTTA, € ompeeneHa epukacHocTTa Ha Silgard mpu
9- no 15-roaumIHI MOMYeTa.

Ilepcuctupane Ha UMyHHHS OTroBOp Ha Silgard B KIIMHUYHY W3OUTBAHUS
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IIpu >xenu Ha BB3pacT 16 10 26 roauHM, HAN-IPOIBIKUTETHO MPOCIeAeHaTa UMyHOTEHHOCT € B
IIpotokon 007, kpaero nukosu antu-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV 18 GMTs ca
ommm HaGmogaBanu Ha Mecenr 7. GMTs camat go mecert 24 1 cliell TOBa ¢e CTa0MIM3UPAT MOHE 10
mecen 60. Tounata NpoIBIKUTETHOCT HA UMYHHUTETA CIIEA CEPUUTE OT 3 03U HE € OMII IpeaMeT Ha
OLICHSIBAHE.

[Ipu n3nmrBanus ¢asa Il mpu sxenun Ha BB3pact 16 10 26 ronuHy, B Kpas Ha nuznutaHeTo 90 %,
95 %, 98 % u 60 % OT y4acTHUIIMTE OT UMYHOT'€HHATA MOIYJIalKs M0 MPOTOKOJI, moyryunin Silgard,
ca cboTBeTHO aHTU-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV 18 ceponoszutusuu B cLIA.

Bw®B ¢a3za Il npoyuBanust mpu )keHU Ha BB3pacT 24 o 45 roaunu, ciel MeJiaHa Ha IpociesIBaHe OT
4,0 ronunn, 91,5 %, 92,0 %, 97,4 % u 47,9 % ot yyactHunmre nonyuwin Silgard B uMyHOreHHATa
MOIyJIalUs IO IPOTOKOIM ca cboTBETHO aHTU-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV 18
ceporo3utuBHE 10 cLIA.

BbB (aza IIl mpoyuBane npu Mmbxke Ha Bb3pacT 16 10 26 roquHy, Ciie MeIuaHa Ha IPOCIesIBaHe OT
2,9 romunn, 88,9%, 94,0%, 97,9% u 57,1% ot yuactHuUIMTE, oy4dwm Silgard, B IMyHOTEHHATA
MOTYJIAIUS TI0 IPOTOKOJ, ca ChOoTBeTHO aHTH-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV 18
ceporno3uTuBHU 1o cLIA.

[Ipu gpATOCPOUHOTO TPOCIICASIBAHE HA KEHU Ha BB3pacT oT 16 10 45 ronquHu 1 Ha MBXKE Ha BB3PacT
oT 16 1o 26 rogunu, ceponeraTuBHute 3a aHTU-HPV 6, antu-HPV 11, antu-HPV 16 u antu-HPV 18

YYaCTHULUTEC 110 cLIA B Kpast Ha IpOY4YBaHECTO, BCC OIIIC Ca ounu 3alllUTCHU OT KIIMHUYHO 3a00IIIBaHE.

JIaHHY 32 aHAMHECTUYCH (I/IMVHHa HaMCT) OTTOBOp

JlanHWTE 32 aHAMHECTHYEH OTrOBOP ca Omin HaOII0aBaH! MTPH BaKCHHUPAHH JIUIIA, KOWTO ca OWITH
CEpONO3UTHBHU KbM choTBeTHUA(UTE) HPV Tumn(ose) npeau Bakcunupane. OCBeH TOBa, €HA YacT OT
BaKCHHHUPAHUTE JIMLIA, TOTYYHIU poOHa no3a Silgard 5 roguHu cien mbpBaTa BaKCHHALMSA, ca
JMIEMOHCTPHPATH OBbp3 U CHIICH aHAMHECTHICH OTTOBOP, KOUTO MpeBh3xokna antu-HPV GMTs
HabnronaBanu 1 Mecen cien no3a 3.

5.2 ®apmakoKWHETHYHM CBOIicTBA
He e npunoxxumo.
5.3 IlpeakJMHMYHU JAHHHU 32 0€30MACHOCT

HpOY'IBaHI/IHTa 3a TOKCUYHOCT IMPU €AHOKPATHO U MHOT'OKPATHO IMPpWJIaraHe 1 3a JI0OKaJiHa IOHOCUMOCT
HEC IIOKa3BaT HAJIMYHUEC Ha CHGI_II/I(I)I/ILIHI/I PHUCKOBE IIpH XOpa.

Silgard unaynmpa cnienuduyen antuTsioB orroBop cpeury HPV tunose 6, 11, 16 u 18 npu Opemennn
IUTBXOBE, CJIE/I €THOKPAaTHA MIIM MHOTOKPATHH MHTPAMYCKYJIHH HHXKEKIIUH. AHTHTEIA CPEeILy
BcuukuTe yetupu HPV Tuma ca npemuHanmm B HOTOMCTBOTO Tpe3 FeCTalMOHHNUS MTEPUO U BEPOSITHO
1o BpeMe Ha KbpMeHeTo. He ca HaOroaBaHu CBBP3aHH C TPETUPAHETO e€(DEKTH BEPXY Pa3BUTHETO,
MOBEJICHUETO, PENPOAYKLMATA WK (PePTHIINTETa HA TIOTOMCTBOTO.

[IsnHa no3a 3a xopa SILGARD (120 pg o011 mpoTenH), IpUiIokKeHa Ha MBXKHU TUIbXOBE, HE OKa3Ba
e(eKT BbpXY penpOIyKTUBHUTE (QYHKLUH, B TOBA YUCIIO (GEPTHIUTET, OPOil CIepMaTO30uan U
HO/IBM)KHOCT Ha CIIEPMATO30UANTE M HIMA CBBP3aHH C BAKCHHATAa MAKPOCKOTICKH VITH
XHCTOMOP(OIOTUYHH IPOMEHN HA TECTUCHTE, KAKTO U €()eKT BbPXY TETIIOTO Ha TECTHCHUTE.
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6. DPAPMAIIEBTUYHU JAHHHA
6.1 Chnucbk Ha NOMOIIHHUTE BEUIECTBA
Harpues xnopun

L-xuctuaun

[Mommcopbar 80

Hartpues 6opat

Bona 3a umxekiym.

3a aaroBaHT, BHXK TOYKA 2.

6.2 HecbBMECTUMOCTH

[opanu nurca Ha IPOYYBaHUS BEPXY CHbBMECTHMOCTTA, TO3HU JIEKAPCTBEH MPOAYKT He TpsOBa 1a ce
CMEcCBa ¢ APYTH JIEKAPCTBEHH MPOAYKTH.

6.3 Cpoxk Ha roaHoct

3 roauHH.

6.4 CoenuajHu ycJI0BHUS HA CbXpaHEeHHUe
Ja ce cpxpansBa B xnagunHuk (2°C - 8°C).

I[a HE CC 3aMpa3ssBa. Hpel[BapI/ITCJ'IHO HaIllTbJIHCHATAa COIPUHIIOBKA a CC CbXpPaHsABa BbB BbHIIIHATA
OIlaKOBKa, 3a Aa CC Mmpearna3n OT CBCTJINHA.

6.5 /lanHu 3a onmakoBKaTa

0,5 ml cycrien3ust BbB (u1akoH (CTHKIIO) ChC 3aMylIaiKa (XJI0pOOyTHIIOB €1acTOMEp C TOKPUTHE
FluroTec unu ¢ Teh:10HOBO MOKPUTHE) U OTUYTBAIIA CE IIACTMACOBa Karadka (oOkaTeHa ¢
alyMUHHEBa JeHTa) B onakoBku ¢ 1, 10 nim 20.

He Bcuuku BUIOBE OMTAKOBKH MOTAT Jla ObJIaT IyCHATH B TIPOaxoa.

6.6 CnenuaaHu mpeanasHyu MepKH NPH U3XBBPJIsiHe U padoTa

. Silgard ce npemiara B mpenBapuTEIHO HAITBLIHEHA CIIPUHITOBKA, TOTOBA 32 IIpHJIaraHe Ha
HHTPaMyCKYJIHa HHXKEKIH (1.m.), 32 MPEAMOYUTaHE B ISJITOMIHATAa 00aCcT HAa rOpHATa YacT Ha
MUIIIHUTATA.

o AKO B OIIaKOBKAaTa MMa 2 WIJIH ¢ pa3iiuvHa JbDKUHA, H30epeTe MoIXosIIaTa uria, 3a a
OCUTYPHUTE i.M. MPHIOKCHHUE B 3aBUCUMOCT OT FOJICMUHATA U TETJIOTO HA BAIUS MAI[CHT.

o JlekapcTBeHUTE POYKTH 3a MAapPEHTEPATHO PUIIOKEHHE TPsAOBA NIPEM NpuIiarane Tpsiosa a

CC IMMPOBECPABAT BU3YAJIHO 3a HAJIMYUC HA YaCTHULHW U IIPOMAHA Ha HBeTa.I/IElXB’I)pJIeTe BaKCHHAara,
aKO CbABbpPiKa YaCTUIN HUJIU U3IJICKAa IPOMCHCHA Ha LBAT.

L . Hemznon3zBanusr MPOAYKT WJIN OTHAABYHUTEC MATCpUATIN OT HETO Tp)I6Ba Ja C€ U3XBBPJIAT B
CBHOTBCTCTBUC C MCCTHUTC U3MCKBAHMA.

Yinorpeba Ha nipeIBapUTESHO HATBJIHEHATA CIIPUHIIOBKA
Ja ce pazkmatu mo6pe npean ynotpebda. [loctaBere urinara, KaTo BPTUTE IO TOCOKA HA

YaCOBHHKOBATa CTPEJIKA, 10KATO Urjiata € IpuKpEercHU 3ApaBO KbM CIIPUHIIOBKATA. HpI/IJIO)KeTe
[sj1aTta 103a CbIryilaCHO CTaHAAPTHUA ITPOTOKOJIL.
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7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

Merck Sharp & Dohme Ltd, Hertford Road, Hoddesdon, Hertfordshire EN11 9BU, O6enuneno
KPaJICTBO

8. HOMEP(A) HA PASPEIHIIEHUETO 3A YIIOTPEBA

EU/1/06/358/003
EU/1/06/358/004
EU/1/06/358/005
EU/1/06/358/006
EU/1/06/358/007
EU/1/06/358/008
EU/1/06/358/019
EU/1/06/358/020
EU/1/06/358/021

9. JATA HA ITBPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA
20 centemBpu 2006

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Monpo6Ha nHbOpMaIUs 3a TO3U JICKAPCTBEH MPOIYKT € peJoCTaBeHa Ha ye0-calita Ha EBponelickaTta
areHuys 1o JiekapcTpara http://www.ema.europa.eu
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HPUJIOKEHME 11

MNPOU3BOJAMTEJI(M) HA BUOJIOI'MYHO AKTUBHOTO
BEINECTBO/AKTUBHUTE BEIIECTBA U
HNPUTEXATEJ/TIPUTEXATEJIN HA PASPEIIEHUE 3A
MHPOU3BOACTBO, OTTOBOPEH/OTI'OBOPHMU 3A
OCBOBOXJIABAHE HA ITAPTUHN

YCJIOBUSA HA PASPEHIEHUETO 3A YIIOTPEBA
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A. TIPOU3BOIUTEJI(M) HA BUOJTOTUYIHO AKTUBHOTO BEIIIECTBO U
IIPUTEXATEJI HA PASPEIHIEHME 3A ITPOU3BOJACTBO, OTTOBOPEH 3A
OCBOBOXJIABAHE HA TAPTUIMN

Nme n aJAp€C Ha IMMPOU3BOAUTECIIA HA OMOJIOTHYHO aKTHBHOTO BCHOICCTBO

Merck Sharp & Dohme Corp.
Sumneytown Pike

P.O.Box 4

West Point

PA 19486

CAII

HMme 1 agpec Ha IpOU3BOAUTENS, OTTOBOPEH 32 OCBOOOKIaBaHE Ha MTAPTUINTE

Merck Sharp & Dohme B.V.
Waarderweg 39

Postbus 581

NL-2031 Haarlem
Hunepnanaus

ITeuaTHaTa TMCTOBKA Ha JIEKAPCTBEHUS MPOIYKT TPSOBA Aa ChIBPKAa UMETO U ajpeca Ha
MIPOU3BOUTENS, OTTOBOPEH 32 OCBOOOKIaBAHETO HA ChOTBETHATA MAPTHU/IA.

b. YCJIIOBUSA HA PABPEHIEHUMETO 3A YIIOTPEBA

. YCJIOBUS NJIN OT'PAHUYEHUSA 110 OTHOIIEHUE HA TOCTABKATA U
YIHOTPEBATA, HAJIOJKEHHU HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A
YIIOTPEBA

JlexkapCTBEHHAT MPOAYKT CE OTITYCKA II0 JIEKAPCKO MPEANCAHUE.

J YCJIOBUS NJIM OTPAHUYEHMA 110 OTHOIIEHUME HA BE3OITACHATA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS TIPOAYKT

Henpunoxumo
o JAPYI' YCJIOBUSA

Cucmema 3a npocieosgame u OYyeHKa Ha Oe30NACHOCIMA HA 1eKAPCMBEEHUst NPOOYKM

[IPY Tps6Ba na ocurypu HaTM4YMETO HA CHCTEMara 3a JIeKapCTBeHa 0e30MacHOCT, PECTaBeHa B
Monya 1.8.1 Ha Pa3zpemenuero 3a ynorpe6a, KosTo 1a pyHKIHOHUpPA TpEeIn IyCKaHEeTO Ha MPOAYKTa
Ha Ia3apa ¥ JJOKaTo € Ha rasapa.

IInan 3a npocnedssane na pucka

[IPVY ce 3anbikaBa 1a npoBeae MPOYUYBAHUATA U AOIBIHUTEIHUTE IEHHOCTH 110 JIEKapCTBEHA
Oe3omnacHoCT, onucaHu noapoOHo B Ilnana 3a nekapcTBeHa 0€30IIaCHOCT CHITIACHO Bepcusi 6 Ha
[Inana 3a ynpasnenue Ha pucka (IIYP), npencraBena B Mosyn. 1.8.2. Ha 3asiBiIeHHETO 32
pa3pemiaBaHe 3a ynorpeda v BbB BCHUKH clieBany akryanusanuu Ha [1YP, cermacyBanu cec CHMP.

CeriacHo Ykazanue Ha CHMP 3a Cucremu 3a ynpapieHre Ha pyucKa Ipy JIEKapCTBEHH NMPOIYKTH 3a
XyMaHHaTa MeIMIHA, akTyanu3upanuar [IYP TpsOBa na ce mogaBa eAHOBPEMEHHO ChC CIICABALIHS
aktyanusupad [lepuogmunms moxman 3a 6ezonacuocT (I1/1B). Ocen ToBa, akryanusupas [1YP TpsoOa
Jla ce 1ojaBa:
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o ITpu nonydyaBaHe Ha HOBa HH(POPMAITHS, KOSITO MOXKe Jla MoBusie HacTosimara CreruduKaus
3a O6e3onacHocT, [IaHa 3a nekapcTBeHa 6€30MaACHOCT WM ICHHOCTHTE 32 MUHHMHU3UPaHe Ha

pucka

. B pamkute Ha 60 qHU cief] choOIaBaHe Ha BaKHO CHOUTHE (BB BPB3Ka C JICKapCTBEHATA
0e30MacHOCT WIM MUHHUMU3UPAHE HA PUCKA)

o npu ouckBaHe oT EBporeiickaTa areHmus mo Jexapcraara

1B
TIPY mie noxasa eqnoroaumrau [1/[b.

Odunmamao 0cBOOOKIaBaHE Ha MAPTUIN: B CHOTBETCTBHE ¢ M3MeHEeHHS Wwi. 114 ot JlupekTnBa

2001/83/EC, ounuanHoTO 0OCBOOOXKIaBaHE Ha MAPTUAN Ce U3BBPILIBA OT IbpKaBHA JJabopaTOpus
W OT JJabopaTopws, MpeHa3HaYeHa 3a Ta3! Lel.
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IMPUJIOKEHHME 111

O3HAYEHMUS BbPXY OITAKOBKATA N JIMCTOBKATA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABPXA BTOPUYHATA OITAKOBKA
TEKCT BbPXY BTOPUUYHATA KAPTOHEHA OITAKOBKA
Silgard nH:KeKIMOHHA CyCNeH3Us — €IHO030B (pJ1aKoH, onakoBka no 1, 10, 20

1. NME HA JIEKAPCTBEHMUSA ITPOAYKT

Silgard nHXEKIIMOHHA CYCTICH3USI.
Ancopbupana BakCHHA CpeIly YOBeIIKH nanwiomMasupyc [Tum 6, 11, 16, 18] (PexomOuHaHTHA)

‘ 2. OBSBSABAHE HA AKTUBHOTO/MTE BEIIECTBO/A

1 mo3a (0,5 ml) ceappxa:

HPV Tum 6 L1 nporenn 20 pg
HPV Tun 11 L1 npoteun 40 ug
HPV Tun 16 L1 npotenn 40 pg
HPV Tun 18 L1 npotenn 20 pg

ajicopOupaH BbpXy aMopdeH aryMUHUEB XuIpokcudocdar cyadar (225 pg Al).

3. CIIUCBK HA TIOMOIIIHUTE BEIIECTBA

Hatpues xnopun, L-xuctuaus, nonucop6ar 80, HaTpueB 6opat, Boja 3a HHKEKIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

WHKeKIHOHHA CyCIIEH3HSL.
EnronozoB ¢urakon, 0,5 ml.

10 eqrOMO30BH (hiakoHa 1o 0,5 ml.
20 eqromo30Bu ¢urakoHa mo 0,5 ml

‘ 5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXKIAHE

WuTpamyckynHo (i.m.) IpHIOKEHHE.
Ja ce paskiaru n00pe npeau ynotpebda.
[penu ynoTpeda npovereTe IUCTOBKATA.

6. CHELOUAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT HOI'JIEJJA U JOCET'A HA IELHA

I[a C€ ChbXpaHsiBa Ha MACTO HEAOCTHITHO 3a AC1A.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIENMAJIHH YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
CoxpaHnsiBaiiTe (rakoHa B KapTOHEHATa ONAKOBKa, 32 Jla e MpeJna3y OT CBETINHA.

10. CHEHOUWAJIHU NPEAITA3ZHU MEPKU ITPU U3XBBHPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme Ltd
Hertford Road, Hoddesdon
Hertfordshire EN11 9BU
O06enrHEHO KPaJICTBO

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/358/001 — omakoBKa 1o 1
EU/1/06/358/002 — omakoBka o 10
EU/1/06/358/018— omakoBku o 20

13. MNAPTHUIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIITYCKAHE

.HeKapCTBCHI/IHT MPOAYKT C€ OTITYCKa IIO JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA
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MUHUMYM JAHHH, KOUTO TPABBA JJA CBABPXAT MAJIKUTE EJUHNYHU
ITbPBUYHHU OITAKOBKH
TEKCT BbPXY ETUKETA HA ®JIAKOHA

1. HNME HA JIEKAPCTBEHUS NTPOAYKT U IBbT/MIINA HA BBbBEXX/IAHE

Silgard nHXEKIIMOHHA CYCTICH3USI.
1.m. IpUJIOXKEHHE.

‘ 2. HAYUH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

4. HAPTUJAEH HOMEP

ITaptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHULIN

1 no3a, 0,5 ml.

6. JPYTO

Merck Sharp & Dohme, Ltd
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JAHHHU, KOUTO TPABBA JTIA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT BbPXY BTOPUYHATA KAPTOHEHA OITAKOBKA

Silgard nHKeKIIHOHHA CyCTIEH3UsI — MPeIBAPUTEIHO HAITbJIHEHA CIPUHIIOBKA 0e3 urJa,
onmakoBka no 1, 10, 20

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Silgard WHXEKIIMOHHA CYCIIEH3HUs B TPEIBAPUTEIHO HATBIIHEHA CIIPHHIOBKA.
AncopOupana BakCHHA CpeIly Y0BeIIKH nanuiomasupyc [Tum 6, 11, 16, 18] (PexomOnHaHTHA)

‘ 2. OBABABAHE HA AKTUBHOTO/UTE BEIIECTBO/A

1 mo3a (0,5 ml) ceabpxa:

HPV Tun 6 L1 nporeun 20 pg
HPV Tun 11 L1 npotenn 40 pg
HPV Tun 16 L1 npotenn 40 pg
HPV Tun 18 L1 npotenn 20 pg

azcopOupaH BbpxXy amopdeH amymMuHueB xuapokcudocdar cyndar (225 pg Al).

3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Hatpues xnopun, L-xuctuaus, nonucop6ar 80, HaTpueB 6opat, Boaa 3a MHKEKLINH.

4. JIJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

WHXeKIMoHHa CYCIIeH3Us B IPEABAPUTEIIHO HAThIIHEHA CIIPHHIIOBKA.

1 mo3a, 0,5 ml mpeaBapuTEeTHO HAITHTHEHA CIIPUHIIOBKA 0€3 UIJIa.

10 equanyam no3u, 0,5 ml npeaBapUTETHO HAITBJIHEHU CIIPUHIIOBKH 0€3 UIJIH.
20 eguanyHA 1034, 0,5 ml MpeBapUTETHO HAITBIHEHU CIIPUHIIOBKY O3 UTJIH.

‘ 5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXKIAHE

MyckynHo (i.m.) IpUIOKEeHHE.
Ja ce paskiatu 1o0pe npeau yrnorpeoda.
ITpenu ynotpeba npoderere TUCTOBKATA.

6. CIELUAJHO OPEXYIPEXKJIEHUE, UE JEKAPCTBEHUSIT MPOJYKT TPSIBBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEY OT NOTIJIEJIA U JOCET A HA JIELIA

ﬂa CC CbXpaHsiBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

‘ 9. CIIEHHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIaAHITHUK.
a He ce 3ampassiBa.
CoxpaHsBaliTe CIIPHHIIOBKATA B KAPTOHEHATA OMAKOBKA, 32 J1a CE MPeIa3u OT CBETIINHA.

10. CIHEINUAJIHU ITPEAIIA3HU MEPKHU ITPU U3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA IIPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme Ltd
Hertford Road, Hoddesdon
Hertfordshire EN11 9BU
ObeanHeHo KpajcTBO

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/06/358/003 — omakoBka 1o 1
EU/1/06/358/004 — omakoBka o 10
EU/1/06/358/019 — omaxoBka o 20

13. HNAPTUIAEH HOMEP

ITaptunen Ne

14. HAYUH HA OTITYCKAHE

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKA TI0 JIEKAPCKO MPEIITUCAHHE.

| 15. YKA3AHMHS 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

47



JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT BbPXY BTOPUYHATA KAPTOHEHA OITAKOBKA

Silgard nH:KeKIMOHHA CyCHeH3Us — MPeBAPUTEIHO HAITBJIHEHA CIPHHIOBKA ¢ 1 uria,
onaxkoBka mo 1, 10, 20

1. NME HA JIEKAPCTBEHMUSA ITPOAYKT

Silgard nHXEKIIMOHHA CYCIIEH3US B IIPEIBAPUTEITHO HAITBIIHEHA CIIPHHIIOBKA.
Ancopbupana BakCHHA CpeIly YOBeIIKH nanwiomMasupyc [Tum 6, 11, 16, 18] (PexkomOuHaHTHA)

‘ 2. OBSBSABAHE HA AKTUBHOTO/MTE BEIIECTBO/A

1 mo3a (0,5 ml) ceappxa:

HPV Tum 6 L1 nporenn 20 pg
HPV Tun 11 L1 npoteun 40 ug
HPV Tun 16 L1 npotenn 40 pg
HPV Tunl8 L1 nporenn 20 pg

ajicopOupaH BbpXy aMopdeH aryMUHUEB XuIpokcudocdar cyadar (225 pg Al).

3. CIIUCBK HA TIOMOIIIHUTE BEIIECTBA

Hatpues xnopun, L-xuctuaus, nonucop6ar 80, HaTpueB 6opat, Boja 3a HHKEKIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

HHxeKkroHHa CyCIeH3Us B IPEABAPUTEITHO HAMTBIHEHA CIIPUHIIOBKA.

1 mo3a, 0,5 ml mpeaBapuTeNTHO HAITBIIHEHA CIIPUHIIOBKA ¢ | Wria.

10 equanaam 103w, 0,5 ml mpeaBapUTETHO HATBIHEHHU CIPUHIIOBKY ¢ | WTja BCAKA.
20 equanyHA 1034, 0,5 ml npeBapUTETHO HAITBIHEHU CIIPUHIIOBKH C | Urja BCsKa.

‘ 5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXK/JIAHE

WuTpamyckynHo (i.m.) IpHIOKEHHE.
Ja ce paskiaru n00pe npeau ynotpebda.
[penu ynoTpeda npovereTe IUCTOBKATA.

6. CHELOUAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT HOI'JIEJJA U JOCET'A HA IELHA

I[a C€ CbXpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JCIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUA,AKO E HEOBXOAUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIENMAJIHH YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
CobxpaHsiBaiiTe CIPUHIIOBKATA B KAPTOHEHATA OMAKOBKA, 3a Ja € MPEAIa3u OT CBETINHA.

10. CHEHOUWAJIHU NPEAITA3SHU MEPKU ITPU U3XBBHPJIIAAHE HA HENU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme Ltd
Hertford Road, Hoddesdon
Hertfordshire EN11 9BU
O06enrHEHO KPaJICTBO

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/358/005 — omakoBKa 10 1
EU/1/06/358/006 — omakoBka o 10
EU/1/06/358/020 — onnakoBka 1o 20

13. MAPTHIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIITYCKAHE

.HeKapCTBCHI/IHT MPOAYKT C€ OTITYCKa IIO JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT BbPXY BTOPUYHATA KAPTOHEHA OITAKOBKA

Silgard nH:KeKIMOHHA CYyCNEH3Us — MPeIBAPUTEIHO HATBJIHEHA CTIPHHIIOBKA C 2 UTJIN,
onaxkoBka mo 1, 10, 20

1. NME HA JIEKAPCTBEHMUSA ITPOAYKT

Silgard nHXEKIIMOHHA CYCIIEH3US B IIPEIBAPUTEITHO HAITBIIHEHA CIIPHHIIOBKA.
Ancopbupana BakCHHA CpeIly YOBeIIKH nanwiomMasupyc [Tum 6, 11, 16, 18] (PexkomOuHaHTHA)

‘ 2. OBSBSABAHE HA AKTUBHOTO/MTE BEIIECTBO/A

1 mo3a (0,5 ml) ceappxa:

HPV Tum 6 L1 nporenn 20 pg
HPV Tun 11 L1 npoteun 40 ug
HPV Tun 16 L1 npotenn 40 pg
HPV Tun 18 L1 npotenn 20 pg

ajicopOupaH BbpXy aMopdeH aryMUHUEB XuIpokcudocdar cyadar (225 pg Al).

3. CIIUCBK HA TIOMOIIIHUTE BEIIECTBA

Hatpues xnopun, L-xuctuaus, nonucop6ar 80, HaTpueB 6opat, Boja 3a HHKEKIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

HHxeKkroHHa CyCIeH3Us B IPEABAPUTEITHO HAMTBIHEHA CIIPUHIIOBKA.

1 mo3a, 0,5 ml mpeaBapuTeNHO HATBIHEHA CIIPUHIIOBKA C 2 WTIIH.

10 equamaEM 103w, 0,5 ml MpeaBapHUTETHO HAMBIHEHN CIPUHIIOBKY C 2 UTJIH BCAKA.
20 eguanyH" 1034, 0,5 ml npeBapUTETHO HAITBIHEHU CIIPUHIIOBKH C 2 UTJIU BCSKA.

‘ 5. HAYUH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/JIAHE

WuTpamyckynHo (i.m.) IpHIOKEHHE.
Ja ce paskiaru n00pe npeau ynotpebda.
[penu ynoTpeda npovereTe IUCTOBKATA.

6. CHELOUAJIHO NPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT HOI'JIEJJA U JOCET'A HA IELHA

I[a C€ ChbXpaHsiBa Ha MACTO HEAOCTHITHO 3a AC1A.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUA,AKO E HEOBXOAUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIENMAJIHH YCJIOBUSA HA CbXPAHEHUE

Jla ce cpxpaHsBa B XJIQAHITHUK.
[a He ce 3ampassiBa.
CobxpaHsiBaiiTe CIPUHIIOBKATA B KAPTOHEHATA OMAKOBKA, 3a Ja € MPEAIa3u OT CBETINHA.

10. CHEHOUWAJIHU NPEAITA3SHU MEPKU ITPU U3XBBHPJIIAAHE HA HENU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJPEC HA IIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme Ltd
Hertford Road, Hoddesdon
Hertfordshire EN11 9BU
O06enrHEHO KPaJICTBO

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/06/358/007 — omakoBKa 1o 1
EU/1/06/358/008 — omakoBka mo 10
EU/1/06/358/021 — onakoBka 1o 20

13. MAPTHIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIITYCKAHE

.HeKapCTBCHI/IHT MPOAYKT C€ OTITYCKa IIO JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA
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MUHUMYM JAHHH, KOUTO TPABBA JJA CBABPXAT MAJIKUTE EJUHNYHU
ITbPBUYHHU OITAKOBKH
TekeT BbPXY €THKETa HA NIPEABAPUTEIHO HAITbJIHEHATA CIIPMHIIOBKA

1. HNME HA JIEKAPCTBEHUS NTPOAYKT U IBbT/MIINA HA BBbBEXX/IAHE

Silgard nHXEKIIMOHHA CYCIIEH3US B IIPEIBAPUTEITHO HAITBIIHEHA CIIPHHIIOBKA.
1.m. IpUJIOKEHHE.

‘ 2. HAYUH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

4. HAPTUJAEH HOMEP

ITaptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHULIN

1 no3a, 0,5 ml.

6. JPYTO

Merck Sharp & Dohme, Ltd
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B. JUCTOBKA
(®JIAKOH)
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JIMCTOBKA: UHO®POPMALIUA 3A IOTPEBUTEJIA

Silgard nH:KeKIMOHHA CyCHeH3Us
AncopOupana BakCHHA CPEIy YOBEIIKY TanmuiioMaBupyc [tum 6, 11, 16, 18] (pekoMOnHAHTHA)
(Human Papillomavirus Vaccine [Types 6, 11, 16, 18] (Recombinant, adsorbed))

HpoqueTe BHHUMATEJIHO HsjiaTa JIMCTOBKA, MIPpean Bue niu Bamiero aete ga ce BaKCHUHHUPpAaTeE.

- 3amnasere Ta3u JIMCTOBKA. MoOXe Ja ce HAJOXKH Ja 5 IPOYeTeTe OTHOBO.

- AKXO MMaTe HIKAaKBU JOMBIHUTEIIHN BBIIPOCH, MOMHUTANTE BAIIUs JeKap WK (apMaleBT.

- AKO HSIKOS OT HeXEJTaHUTE JICKAPCTBEHN PEaKIUH CTaHe CePHO3HA, HIIH 3a0eNIeXuTe IpyTH,
HEONMCaHH B Ta3M JHCTOBKA HEXXEIaHU PEaKINU, MOJISl YBEIOMETE BAalIHA JIeKap K
(bapmanesT.

B Ta3u JaucToBKa:

Kakso npencrasnsBa Silgard u 3a KakBO ce W3I0I3Ba
IIpenn ma momryuwmre Silgard

Kak ce npunara Silgard

BB3MOXHY HEKENaHN PeaKIUuH

Kax na cexpanssare Silgard

JonbnauTenna nHpopManus

A e

1. KAKBO IIPEACTABJISABA SILGARD U 3A KAKBO CE U3ITIOJI3BA

Silgard e BakcuHa. Bakcunupaneto cbe Silgard mma 3a nien g1a Bu npennasu ot 3a0oi1sBaHwys,
MIPUIWHIBAHN OT YoBemkH nammiomasupyc (HPV) tun 6, 11, 16 u 18.

Te3u 3a0onaBaHus BKIIOYBAT KAPLMHOM Ha IIMIKaTa HA MaTKaTa, MPEKaHLUEPO3HH JIe3UU Ha )KEHCKUTE
reHuTaMy (IuiiKa, ByJIBa U BaruHa) U TeHUTATHA KOHIUIOMH TTPH MBxKe U skean. HPV tumr 16 n 18
npuyuHsaBaT npuoausuTenHo 70 % ot ciiydanTe Ha KapIIMHOM Ha Iuiikata Ha Matkata u 70 % ot
HPV-cBbp3annTe npekaHIepo3Hu Jie3un Ha ByJBaTa U BaruHata. HPV tun 6 u 11 ca otroBopHu 3a
npubnuzutenso 90 % oT ciaydyanTe Ha TeHUTATHN KOHAWIOMH.

Silgard e npeaHa3HaveH J1a MpeoTBpaTsABa Te3U 3a00IsiBaHNs. BakcuHaTa He ce U3MoJ3Ba 3a JCUeHNE
Ha HPV-cBbp3anu 3a0onsBanus. Silgard HaMa eexT nmpu Tulla, KOUTO Be4e ca MMM ePCUCTHpaIa
nHDEKIUs win 3a00siBaHe, CBbp3aHo ¢ Hiakoi or HPV tumosere BsB BakcuHaTa. Obade mpu
WHIIUBU]IN,, KOUTO Be4e ca MHPEKTHPAHU C €JWH WM MoBeve OT BakcuHaiHuTe Tunose HPV, Silgard
MOJKe BCe Ollle a TIpeArnasu oT 3a0oisiBane, cBbp3aHo ¢ apyrute HPV tunose BbB BakcuHara.
Silgard He MOke 1a TPUUKMHK 3a00JSIBAHUATA, OT KOUTO TIPEAINa3Ba.

Silgard mpoaynunpa TuIoBO-crienn(hUIHA aHTHUTENA U TI0 BpeMe Ha KJIMHUYHY U3IUTBAHUS € TT0Ka3al,
ge npenorBparsasa HPV 6 - ,11-, 16- u 18- cBbp3anu 3a0019BaHUS ITPH J)KSHH HA BB3pacT 16 -

45 ronvHU U TIpU MBXKE Ha BB3pacT 16-26 ronunau. BakcuHara n3paboTBa BUAOBO-CIICITUDUIHI

aHTuTena u npu 9- 1o 15-roguinu aema u HOIIY.

Silgard Tps6Ba na ce M3M0I3Ba B CHOTBETCTBHE C OPUIUATHUTE YKA3AHMUSI.

2. HPEJIU JA IOJYYUTE SILGARD
He TpsaéBa na moayvasare Silgard, ako:

o Bue unu Bamrero nere cre anepruday (CBpbX4yBCTBUTEIHH) KbM aKTUBHUTE BELIECTBA UIIH
KBM HSKOS OT OCTaHaJINTE ChCTaBKH Ha Silgard (M30poeHM B “IPYTrH ChCTABKU — BIDK TOUYKA 6).
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o Bue nnu Barmmero nere cte moiay4miy alepruvHa peakius, Clie]] KaTo € Oniia IpuiIoXKeHa 03a
Silgard.

. Bue mm Bameto mere cTpamate ot 3a00isiBaHE ¢ BUCOKA TeMIiepaTypa. B ¢hIoro Bpeme, Jeko
MOBHILIEHATA TEMIIepaTypa Wik HH(EKINI Ha TOPHUTE TUXATENHU IBbTUIIA (HAalpuMep,
HACTHHKA) cama Io ce0e CH He € MPUYMHA 33 OTJIaraHe Ha BAKCHHAIUSATA.

OO0bpHeTe cienuaIHO BHUMaHUe NPHU ynoTpedara Ha Silgard:

Tpsabsa na yenomurte Bamms nexap, ako Bue ninm Bamero nere:

o uMaTe HapylleHne Ha KpbBOChCUPBAHETO (3a00sIBaHe, MOPaaAn KOETO KbPBEHETO € TIOBEYE OT
HOPMAJIHOTO), HAPUMEP XEMOQHIIHS
. uMare oTciabeHa MMyHHa CUCTeMa, HanpuMep nopanu reaetuueH aedexr, HIV undexnus nim

JICKApPCTBA, KOUTO BJIHUAAT BbpXY HMYHHATA CUCTCMaA

Kakro mpu Bcsika npyra BakcuHa, Silgard Moxke na He ocurypu 100 % 3amura Ha Te3u, KOUTO ce
BaKCHUHHPAT.

Silgard He npe/na3Ba OT BCHUKH TUIIOBE YOBEIIKY manuioMaBupyc. [lopaau ToBa TpsOBa na
MIPOJIBJKHM B3EMaHETO HA MEPKH CPEILy MpeJaBaHeTo Ha OOJECTH O MOJIOB MBT.

Silgard He penmasBa OT BCHYKHA OCTaHAIN 3a00JISIBaHUS, KOUTO HE Ca MPUINHEHU OT YOBEIIIKH
ManuIoMaBHpyC.

BakcuanpaneTo He 3aMecTBa peJOBHATE TIPETJIeIN Ha MIKIKaTa Ha MaTKaTa. Tps0Ba 1a mpoabIKATE
Jla cleiBaTe ChBETUTE HA JeKaps 3a M3cje/lBaHe C IMTOHaMa3Ka OT IIUiikaTa Ha MaTKaTa, KaKTo U

MNPEANIa3HUTE U 3allIUTHUTC MCPKH.

Kaksa nipyra colitectsena undbopmanus 3a Silgard ciensa Bue nimn Bamero nere na 3Haere

[IpoaBIHKUTETHOCTTA Ha 3al[UTATa 3acera He ¢ u3BecTHa. [IpoBEeKAAT ce MPOIBIKUTEITHH
KIIMHAYHYU W3MATBAHUS, 32 JIa CE ONPEaed Al € HeoOXoauMa mmoicuiBania (0ycrep) go3a.

IIpuem Ha ApPYyrH JieKapCcTBa:

Silgard moxke ia ce mpuiara ¢ BakCHHa cpely xenatut B nim Oycrep BakcuHa cperty nudrepus (d) n
tetanyc(T), koMOMHUpaHa WK C KOKIIIOWI [areNyJapHa KOMIIOHEHTHA] (ap), /WK C MOTMOMHEIUT
(naaxTuBupana) (IPV) (dTap, dT-IPV, dTap-IPV Bakcunam) Ha qpyro MsCTO Ha WH)KEKTHpaHe (Apyra
9acT OT TSUIOTO, HAIIP. IpyTraTa pbKa MM KPaK) IIPU €JHO U CHIIO IOCEIICHHE. .

Silgard Mo>xe 1a HAMa OoNTUMaleH eeKT, ako:

L CC M3I0JI3Ba €AHOBPEMECHHO C JICKApCTBA, KOUTO MOTUCKAT MMYHHATa CUCTEMA.

B KIMHUYHU M3MUTBAHKS TPUIATAHETO HA OPAJTHU WJIH APYTH KOHTPALCTITHBH HE HaMallsiBa
ocurypenara ot Silgard 3amura.

Mons, uadopmupaiite Bammst nexap nim papmanent, ako Bue nim Bamero gere npuemare ninm
HACKOPO CT€ MPUEMaJIN APYIH JIEKapCTBa, BKIIOYUTEIIHO ¥ TAKUBA, OTIIyCKAaHU 0€3 pelienTa.

bpeMeHHOCT B KbpMeHe:

Koncyntupaiite ce ¢ Bamus nekap, ako jkeHaTa, KOSATO Iie ce BaKCHHUpa € OpeMeHHa, OITUTBA ce 1
3abpeMeHee HiH 3a0peMeHee B Mepruoa Ha BAKCHHAIHUS KypC.

Silgard mo>xe a ce mpuiara Ha )EHH, KOUTO KbPMSIT WUIIM Bb3HAMEPSIBAT J1a KbPMSIT.
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Ilo¢pupane u padora ¢ MalIUHU:

He ca npoBenenn npoyuBaHust 3a epeKTUTE BHPXY CIHOCOOHMUOCTTA 3a Iodupane uiu padora c
MAIluHH.

3. KAK CE ITPAJIAT A SILGARD

Silgard ce npuiara ot Bamms sekap o ¢popmara Ha urkekius. Silgard e npeaHa3HaueH 3a FOHOIIH
Y BB3PACTHHU Haj 9 roauHu. BakCMHUpAHUAT MOJTyYaBa TPH 03U OT BaKCHHATA.

IIspBa MHKEKIIMS: HA OTIPEJICIICHA ]aTa
Bropa uHxeknus: B uieamHus caydait 2 Mecena clie/l bpBaTa WHKEKIUs
Tpera HHXKXEKIUS: B UACATHHS CIIy4aid 6 Mecela ciie/l MbpBaTa HHKEKIIUS

AKO € He00X0IMMO TUTAHUPAHETO Ha JIOMBITHUTETHA BAKCHHALIMS, BTOpATa J03a TpI0Ba Jia ce mpuiara
Hal-MaJIKo euH Mecel] Clie/l TbpBaTa /1033, a TpeTaTa J103a TpsAOBa Jla ce Mmpuiiara Haif-Manko 3
Mecella ciel Bropara o3a. Tpure 1031 TpsAOBa Aa ce MPIIoKaT B paMKuTe Ha 1 rogmaa. Mos
TOBOPETE C BAIIUA JIEKAp 32 JOMBIHUTEIIHA HH(DOpMAITHSL.

Baxcuaupanust TpsiOBa ga 3aBbPIIN IBIHUSA KypC Ha BAKCHHUPAHE C TPH JI03H; KaTO B IPOTHBEH
CIIy4ai 3alUTaTa OT BAKCHHUPAHETO MOXKE J1a Ce OKaXke HEIbJIHA.

Silgard ce mpuiara KaTo HHXEKIHS TPe3 KOKaTa B MyCKYJ (32 PEANOYUTAHE MYCKYJI B TOPHATA YaCT
Ha phbKaTa WIHA KpakKa).

BakcuHarta He TpsiOBa Jia ce cMecBa B €/IHA U ChIIa CIIPUHIIOBKA ¢ HUKAKBH JPYTH BAKCUHU WU
Pa3TBOPH.

AKO cTe mpomycHaJu Aa npujoxure Silgard:

AKO TIporTycHeTe 3alljlaHyBaHa MHXKEKIIHS, BammsT nekap 1mie pemm Kora Ja MPHIOKH IpoIlycHaTaTa
J03a.

BaxHo e na cnenBare yka3zaHusATa Ha Bamms nexap nim MEAHUIIMHCKATa CECTPa OTHOCHO CIIC/IBAIINTE
HIOCEIIEeHN 3a IIPUIaraHe Ha MOpeaHaTa 103a. AKO 3a0paBUTe WM HE MOXeTe 1a oceture Barmms
JleKap Ha OmpejieNieHara aara, morTbpcere cheT oT Hero. Koraro Silgard ce nmpuara xaro mbpBa 103a,
CIIe/[BAIIMTE JIBE JO3M 3a 3aBBPIIBAHE Ha Kypca Ha BaKCHHHpaHe ¢ 3 1031 TpsiOBa chII0 1a Obaar
Silgard, a He npyra HPV BakcuHa.

AKO MMate HSKaKBH JOIBIHUTEIHN BBIPOCH, CBBP3aHHU C YITOTpedaTa Ha TO3H MPOIYKT, MOJIS,
MOTIUTANTE BalIns JeKap win (hapMarienT.
4. BBb3MOKHU HEXXEJIAHU PEAKIIUN

KakTo Bcuuku nekapcersa, Silgard Moxke Ja Mpein3BHKa HEXKEIIAHU PEaKIUU, BHIIPEKHU Ue HE BCEKH T'H
MOJTy4JaBa.

HpI/I npuiIaraHneTo Ha Sllgard Mmorart aga 6’B,E[aT Ha6J'IIO,Z[aBaHI/I CJICOHUTC HCIKCIIAHU PCAKIUU:

MpHuoro dectn (rmoBede oT 1 Ha 10 marueHTH), HEXETAHATE PEaKIIUK Ha MACTOTO Ha MH)KCKTHPAHE
BKJIFOYBAT: O0JIKa, TIOTyBaHEe U 3auepBsiBaHe. HaOmronaBaHo € u riaaBoOomue.

Yectn (moBede ot 1 Ha 100 marueHTH), HEXXEJIAHUTE PEaKITH Ha MSCTOTO Ha HHXKEKTHpPAHe

BKJIIOYBAT: KpbBOHACAIaHE, ChpOEXK, O0NKa B KpaitHUK. CHOOIIEHH ca CHIO MOBUIIIEHA TEMIIEpaTypa
U TaJICHE.
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Penku (mo-manko ot 1 Ha 1 000 marueHTH) - KONPUBHA Tpecka (ypTUKapHUs).

MpHuoro psaako (rmo-manko ot 1 Ha 10 000 manmeHTH) ce ch0o01IaBa 3a 3aTpyIHEHO TUITaHE
(6bponxocmazem).

Koraro Silgard ce mpuara ¢ komOuHUpaHa BakcUHA Cpelry AU TepHs, TeTaHyC, KOKIOMI
(amenmynapHa KOMITOHEHTHA) U TTOJIMOMUEIHT (MHAKTUBHPAHA) TI0 BpeMe Ha ChIlaTa BU3HUTA, HMa
NoBeYe CIIyyau Ha IJ1aBo0OJIHE U OTOK Ha MSICTOTO Ha NIPUIIOKEHHE. .

Hescenanume nexapcmeenu peaxyuu, cbobujaganu npes nepuood, 8 Kotmo npooyKmuvim e Ha nazapa
BKIIOUBAM.!

Cr00I11eHO € 3a MPUIATbK, TOHSIKOTa CHIIPOBOJICH C TPENepeHe U BleNieHsIBaHe. BhIipexn ue
MIPUIIABIIUTE HE Ca YECTH, MAIUCHTUTE TPSAOBA Jla ce HAOJI0JaBaT 3a OKOJIO 15 MUHYTHU clie]

nocrassiHeTo Ha HPV Bakcunara.

CroO11eHn ca aneprudHu peakluy, KOUTO MOTAT J1a BKIIIOYBAT 3aTPYTHEHO JAWIIAHE, XPUTIOBE
(6bponxocmaszsM), KOPUBHA TpecKa U 0OpuB. Hskou OT Te3u peakuuu ca TEXKKH.

Kaxro nmpu apyru BakcuHHU, HAOIIOIaBaHUTE TIPH 00IIa yIoTpeda HeXKEIaH! pEeaKIINK BKIIOUBAT:
MoTyBaHe Ha JIUMGHU Bb3IU (1K, TOAMHUITHUYHA SIMKA WU CIAOMHHU), CHHAPOM Ha [ 'mien-bape
(MyckyIHa c1aboCT, MPOMEHEHa YyBCTBUTEIHOCT, U3TPBIIBAHE HA PBIIETE, KpaKaTa U ropHATa 4acT Ha
TAJIOTO) 3aMastHOCT, TIOBPBILIaHe, CTaBHA 00JIKa, MYCKYJIHH OOJIKHM, HeoOOWYaifHa yMopa WiIH C1adocT,
BTpHCaHE, 000 HEPA3IOJIOKEHHE, KbPBEHE WIIH IIOCHHSABAHE, MTO-JIECHO OT OOMYaitHO U WHMEKINHN Ha
KOJKaTa.

AKO HAKOSI OT HEKEJIAHUTE JICKAPCTBCHH PEAKIIMH CTaHE CEPUO3HA, WITH 3a0CIIeKUTE NPYTH,
HEOIMUCAHU B Ta3M JUCTOBKA HEXKEJIaHHU PEAKIIMH, MOJIs, YBEJAOMETE BAIUs JIEKap Wi (papMalieBT.

5. KAK JA CbXPAHSIBATE SILGARD

Jla ce cpxpaHsBa Ha MSICTO, HEJIOCTBITHO 32 JIela.

He u3nosn3BaiiTe BakCMHATA ClIe] CPOKa Ha TOAHOCT, OTOENsI3aH BbPXY €TUKeTa Ha (pjlakoHa U
KapToHeHaTa omnakoBka (cien "['ogen n0"). CpoKbT Ha TOTHOCT OTrOBaps HA MOCIEIHUS JICH OT

IIOCOYCHUA MECCII.

a ce cpxpansBa B XJIaJUITHUK (2°C - 8°C). Jla e ce 3ampassBa. ChxpaHsBaiite (1akoHa B
KapTOHEHaTa OITaKOBKa, 3a Jla ce Mpe/a3d OT CBETINHA.

JlekapcTBaTa He Tps0OBa 1a ce U3XBHPIAT B KaHATU3AIUATA UM B KOHTEHHepa 3a JOMAalIHN OTHaIbLH.
Te3u MepkH 111e CIOMOTHAT 3a OIla3BaHE Ha OKOJIHATA Cpefia.
6 JOIIbJIHUTEJIHA NTH®OPMALUA

AKO “MaTe HIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBbp3aHu cbe Silgard, Molisi, monuTaiiTe Bamus JeKap
WM GapManesT.

KakBo cbabpika Silgard

AKTUBHHTE BEIECTBA Ca: BUCOKOMPEUUCTEH, HEMH(DEKIIMO3EH MPOTEHH 32 BCEKH TUIT YOBEIIKH
nanuiaoMmasupyc (6, 11, 16 u 18).

1 mo3a (0,5 ml) cbabpka NPUOIU3UTEITHO:
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Yopemky nanuioMasupyc' Tun 6 L1 nporenn™ 20 MuKporpama
Yopemku manutomasupyc' tum 11 L1 nporens™ 40 muxporpama
Yosemkn marmmaomasupyc' tum 16 L1 mporens’™ 40 Mukporpama
Yopemky nanmaomasupyc' tun 18 L1 mporenn™ 20 Mukporpama

1
Yogewku nanunomasupyc = HPV.

*L1 mpotenH mox popMaTa Ha BUPYCOMOTOOHH YACTUIIN IIPOU3BEACHH BBHPXY JPOXKICBH KICTKH
(Saccharomyces cerevisiae CANADE 3C-5 (Illam 1895)) upe3 pexomOunantHa JJHK Texnomorus.

*ancopGupann BepXy amopdeH arymMunnes xuapokcudocdar cyndar agrosant (225 Mukporpama Al).

OcTtaHanuTe CbCTaBKU BbB BaKCHHAIHATA CYCIICH3HS Ca:
HaTpueB xJjopua, L-xuctuaun, nomucopoat 80, HaTpreB 60paT U BOJA 3a MHKEKIUH.

Kak m3raexna Silgard u kakBo cbaAbpka ONNaKOBKaTa
1 no3a Silgard nrxeknroHHa cycrieH3us cpabspxa 0,5 ml.

[Ipenn paskmamane Silgard Moxke n1a u3riiexaa Karo Oucrpa TegHoCT ¢ 051 mperunuTaT. Cren
cTapaTelHO pa3KIIallaHe, BAKCUHATA MPEJICTaBIsABa Osla, MbTHA TEYHOCT.

Silgard ce npemara B omakoBk# ¢ 1, 10 wmum 20 ¢nakoHa.
He Bcuuky BuOBE ONakoBKH MOTat Aa ObAaT MyCHATH B IpoJaxoa.

IMpuTeskaTesn HA pa3penieHHeTo 3a ynorpeda: Merck Sharp & Dohme Ltd, Hertford Road,
Hoddesdon, Hertfordshire EN11 9BU, O6enunaeH0 KpaicTBo

MpousBoauTtena: Merck Sharp and Dohme, B.V., Waarderweg, 39, 2031 BN Haarlem, Hunepmannus

3a JOIIBJIHUTCIIHA I/IHq)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJId, CBBPKETEC CC C JIOKAJTHUSA
NPCACTABUTCII HA IPUTCIKATECII Ha Pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Luxembourg/Luxemburg

MSD Belgium BVBA/SPRL MSD Belgium BVBA/SPRL

Tél/Tel: 0800 38 693 (+32 (0) 2 7766211) Té1/Tel: 0800 38 693 (+32 (0) 2 7766211)
dpoc_belux@merck.com dpoc_belux@merck.com

Bovarapus Magyarorszag

Mepk Llapm u Jloym bearapus EOO/] MSD Pharma Hungary Kft

Ten.: +359 2 819 3737 Tel.: +36.1.888.5300
info-msdbg@merck.com hungary msd@merck.com

Ceska republika Malta

Merck Sharp & Dohme s.r.o Merck Sharp & Dohme Cyprus Limited
Tel.: +420 233 010 111 Tel: +357 22866700
msd_cr@merck.com malta_info@merck.com

Danmark Nederland

MSD Danmark ApS Merck Sharp & Dohme BV

TIf: +45 4482 4000 Tel: 0800 99 99 000 (+31 23 5153153)
dkmail@merck.com medicalinfo.nl@merck.com
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Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel: +372.6144 200
msdeesti@merck.com

EAlLada

BIANEE A.E.

TnA: +30 210 8009111
Mailbox@yvianex.gr

Espaiia

Merck Sharp & Dohme de Espaia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: +354 535 7000

Italia

MSD Italia S.r.I.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvunpog

Merck Sharp & Dohme Cyprus Limited
TnA: 80000 673 (+357 22866700
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: +371 67364224
msd_lv@merck.com

Lietuva

UAB Merck Sharp & Dohme
Tel.: +370 5278 02 47
msd_lietuva@merck.com
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Norge

MSD (Norge) AS,
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.,
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel.: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465808
clic@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: + 4021 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila
d.o.o.

Tel: +386 1 5204 201
msd_slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. r. 0.
Tel: +421 2 58282010
msd_sk@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0) 9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom

Merck Sharp & Dohme Limited
Tel: +44 (0) 1992 467272
medicalinformationuk@merck.com



JaTa Ha mocsiefHO 0g00peHne HA JTUCTOBKATA

[MonpoOHa nHDOpMaIUs 3a TOBa JIEKAPCTBO € MpeocTaBeHa Ha yeo caiita Ha EBporneiickaTa areHmus
T10 JIeKapceTBara http://www.ema.europa.eu

ITocouenara mo-a0Jay I/IH(l)OpMalII/IH € NIpeaAHasHaYeHa CaMo0 3a MCAUIHUHCKHU CIICEHAJTUCTH:

Bakcunara TpsiOBa J1a ce U3IMo3Ba KaKTo ce JIOCTaBs; He € He00X0UMO J1a ce pa3pek/ia Win
pastBaps. TpsiOBa na ce mpuiara meJHaTa IPENOPHYUTENHA 1033 OT BAKCHHATA.

Ha ce pasknaru mob6pe npenu ynorpeda. BakcuHaTa TpsOBa ga ce moanbpika CyCleHanpana apes
SHEepPTUYHO pa3KIIallaHe HEMOCPEACTBEHO Npen yroTpeoa .

JlekapcTBEHUTE NPOIYKTH 3a MAPEHTEPAIHO IPWIOKEHHE TPSAOBa MpeAr NpuIaraHe a ce MpoBepsiBaT
BH3YaITHO 3a HaJM4YWE HAa YaCTUIU U MTPOMSHA B 11BeTa. M3xBbprere NpoayKTa, ako ChbpiKa YaCTULIN
WJIM U3TIIEXkKAA IPOMEHEH Ha LIBAT.
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b JIMCTOBKA
(IIPEABAPUTEJIHO HAITBJIHEHA CITIPUHIIOBKA)
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JIMCTOBKA: UHO®POPMALIUA 3A IOTPEBUTEJIA

Silgard uHKeKIHOHHA CYCTIEH3HUsI B PEABAPUTETHO HATBJIHEHA CIIPUHIIOBKA
AncopOupana BakCHHA CPEIy YOBEIIKY TanmuiioMaBupyc [tum 6, 11, 16, 18] (pekoMOnHaHTHA)
(Human Papillomavirus Vaccine [Types 6, 11, 16, 18] (Recombinant, adsorbed))

HpoqueTe BHHUMATEJIHO IsljiaTa JIMCTOBKA, MIPpean Bue niu Bamiero aete ga ce BaKCHUHHUPpAaTeE.

- 3amnasere Ta3u JIMCTOBKA. MoXe Ja ce HAJOXKH Ja 5 IPOYeTeTe OTHOBO.

- AKXO MMaTe HIKAaKBU JONBIHUTEIIHN BBIIPOCH, OMHUTANTE BaIIUs JeKap WM (apMaleBT.

- AKO HAKOS OT HeXKEJIaHUTE JICKAPCTBEHU PEaKIH CTaHEe CEPHO3HA, WM 3a0eNeKUTe IPYTH,
HEONMCaHH B Ta3M JMCTOBKA HEXXEIaHU PEaKINU, MOJISl YBEIOMETE BAIIHSA JIeKap HIH
(apmarenT.

B Ta3u aucroBKa:

Kaxso mpencrasmsiBa Silgard u 3a kKakBo ce U3IONI3Ba
IIpenn na momryuwmre Silgard

Kak ce npunara Silgard

BB3MOXHY HEKENTaHN PeaKIuH

Kaxk na cexpansasare Silgard

JonbaHuTenHna nHpopManus

A e

1. KAKBO IIPEACTABJISIBA SILGARD U 3A KAKBO CE U3ITIOJI3BA

Silgard e Bakcuna. Bakcunupanero cbe Silgard mma 3a nien ga Bu npennasu ot 3a001siBaHus
MIPUYMHIBAHU OT YoBemkH nammiomasupyc (HPV) tun 6, 11, 16 u 18.

Te3u 3a00naBaHuUs BKIIOYBAT KAPLMHOM Ha IIMIKaTa Ha MaTKaTa, IPEKaHLEPO3HH JIe3UU Ha )KEHCKUTE
reHuTany (IHifKa, ByJIBa U BarMHa) U TEHUTATHA KOHIUJIOMH ITPU MBXe 1 skeHu. HPV tum 16 n 18
npuyuHsIBaT npuoausuTenHo 70 % or ciiydanTe Ha KapIMHOM Ha Iuiikata Ha Matkata u 70 % ot
HPV-cBbp3annTe npekaHIepo3Hu Jie3un Ha ByJBaTa U BaruHata. HPV tun 6 u 11 ca otroBopHu 3a
npubnuzutenso 90 % oT caydyanTe Ha TeHUTATHN KOHIAUIOMH.

Silgard e npeaHa3HaveH 1a MpeoTBpaTsABa Te3U 3a00IsiBaHNs. BakcuHaTa He ce U3M0J3Ba 3a JCUCHNE
Ha HPV-cBbp3anm 3a0onsaBanus. Silgard HAMa eexT mpu Iuia, KOUTO BE4e ca MMM MepCUCTHpaIia
nHpeKIHs wim 3a001sBaHe, CBBp3aHo ¢ Hikoi oT HPV tumoBere BEB BakcuHata. O6ade npu
UHIIUBU]IN,, KOUTO Be4e ca MHPEKTUPAHU C €IMH WM MoBede OT BakcuHainHuTe Tunose HPV, Silgard
MOJKe BCe OllIe /1a TIpeAma3u oT 3a00isiBane, cBbp3aHo ¢ apyrute HPV tunose BbB BakcuHara.
Silgard He Moke 1a TPUUMHU 3a00SIBaHUATA, OT KOUTO TPE/TIa3Ba.

Silgard npoaynupa TuoBO-crienn()UIHA aHTHUTENA U TI0 BpeMe Ha KJIMHUYHY U3IUTBAHUS € TI0Ka3al,
ge npenorBparsaBa HPV 6 - ,11-, 16- u 18- cBbp3anu 3a0019BaHNS ITPH J)KSHH HA BB3pacT 16 -

45 roAMHY U PU MBXKE Ha Bh3pacT 16-26 romunu. BakcuHarta n3paboTBa BUIAOBO-CIICIIUDUIHU

aHTuTena u npu 9- 1o 15-roauinu aema u HOIIY.

Silgard Tps6Ba na ce M3MOI3Ba B CHOTBETCTBHE C OQUIMATHUTE YKA3aHHUSI.

2. IPEIU JA NIOJYYUTE SILGARD
He TpsaéBa na moay4asare Silgard, ako:

. Bue unu Bamiero gere cre aneprudHu (CBpbX4yBCTBUTEIHM) KbM aKTUBHUTE BELIECTBA UM
KBM HSKOS OT OCTaHaJINTE CheTaBkK Ha Silgard (M30poeHu B “IpyrH ChbCTABKH '— BIIK TOUYKA 6).
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o Bue unm Barmeto nere cte moay4yniiv alepruyHa peakius ciell KaTo € Ouia MpriiokeHa 103a
Silgard.

. Bue mm Bameto mere cTpamate ot 3a00isiBaHE ¢ BUCOKA TeMIiepaTypa. B ¢hIoro Bpeme, Jeko
MOBHUIIIEHATA TEMIIEpaTypa WM HHOEKIHS HA TOPHUTE TUXATSITHA IBTUILA (HATpUMep,
HACTHHKA) cama Io ce0e CH He € MPUYMHA 33 OTJIaraHe Ha BAKCHHAIUSATA.

OO0bpHeTe cienuaIHO BHUMaHUe NPHU ynoTpedara Ha Silgard:

TpsabBa na yBenomute Bamms jJekap, Bue wmu Bamrero nere:

. uMaTe HapylleHne Ha KpbBOChCUPBAHETO (3a00IsIBaHe, MOPaaAn KOETO KbPBEHETO € TIOBEYE OT
HOPMAJIHOTO), HAPUMEP XeMOQHITHS
. uMare oTciabeHa MMyHHa CUCTeMa, HarmpuMep nopanu reaetuueH aedexr, HIV undexnus nim

JICKApCTBA, KOUTO BJIUAAT BbpXY HMYHHATAa CUCTCMaA

Kakro mpu Bcsika npyra BakcuHa, Silgard Moske na He ocurypu 100% 3amura Ha T34, KOUTO ce
BaKCUHHPAT.

Silgard He npe/na3Ba OT BCHUKH TUIIOBE YOBEIIKHUS ManuioMaBupyc. [lopaau ToBa TpsoBa na
MIPOJIBIKH B3EMaHETO HA MEPKH CPEILLy MpeJaBaHeTo Ha OOJIECTH 1O MOJIOB MBT.

Silgard He penmasBa OT BCHYKHA OCTaHAIN 3a00JIIBaHUS, KOUTO HE Ca MPUINHEHHU OT YOBEIIIKH
ManuIoMaBHpyC.

BaxcuanpaneTo He 3aMecTBa peJOBHATE TIPETJie/IN Ha IUIKaTa Ha MaTKaTa. Tps0Ba 1a mpoabIKATE
Jla cleiBaTe ChBETUTE Ha JeKaps 3a U3cje/lBaHe C IMTOHaMasKa OT IIUiikaTa Ha MaTKaTa, KaKTo U
MPEANAa3HUTE U 3aIIUTHUTE MEPKHU.

Kaxea opyea cowgecmsena ungopmayus 3a Silgard cneosa Bue unu Bawemo deme oa 3snaeme

[TpoaBIKUTENHOCTTA HA 3AIUTATA 3acera He € u3BecTHA. [[pOBEeX AT ce MPOIBIKUTEITHH
KIIMHAYHU U3MATBAHUS, 32 JIa CE ONPEAeN Al € HeoOXomuMa mmoacuiBaiia (0ycrep) go3a.

IIpuem Ha Apyru JekapcTBa:

Silgard moxke ia ce mpuara ¢ BaKCHHA cpelly Xenatut B nim Oycrep BakcuHa cperty nudtepus (d) n
teranyc(T), KOMOMHUpaHa MM C KOKJIIONI [alenyiapHa KOMIIOHEHTHA] (ap), W/WIK C HOJTUOMHUETHT
(naaxtuBupana) (IPV) (dTap, dT-IPV, dTap-IPV Bakcunam) Ha qpyro MsICTO Ha WHXXEKTHpaHe (IpyTra

4acT OT TSUI0TO, HAIp. IpyraTa pbKa WX KpaK) IPH €HO U ChIIO MTOCEIICHHE.

Silgard Mo>xe 1a HAMa OoNTUMaleH eeKT, aKko:
. Cce M3I0JI3Ba €JHOBPEMEHHO C JICKAapCTBA, KOUTO IMIOTHCKAT MIMYHHATa CHCTEMa.

B kMMHAYHN M3NUTBAHMS MPUIAraHeTO Ha EpOpaTHU WK APYTH KOHTPALENTUBY HEe HaMalsiBa
ocurypenara ot Silgard 3ammura.

Mo, undopmupaiite Bammus nexap wim gpapmanest, ako Bue wnu Bamero nere npuemate nin
HACKOPO CTE€ MPUEMAJIN APYTH JIEKapCTBa, BKIIOYUTEIIHO U TAKMBA, OTITyCKaHU 0€3 perenTa.

bpeMeHHOCT U KbpMeHe:

Koncynrupaiite ce ¢ Bammst mekap, ako jkeHaTta, KOsTO IIe Ce BAKCHHUpPa ¢ OpeMeHHa, OITUTBA Ce 1a
3abpemMeHee i 3abpeMeHee B Ieprojia Ha BAKCUHATHUS KypC.

Sllgard MOIKE [1a CC IIpHJiara Ha ’XCHU, KOUTO KbpMST UJIM Bb3HAMCPABAT 1a KbPMAT.
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Ilo¢pupane u padora ¢ MalIUHU:

He ca npoBenenu npoyuBanus 3a epeKTHTE BEPXY CHOCOOHOCTTA 3a mopupaHe Win padboTa ¢
MAIluHH.

3. KAK CE ITPAJIAT A SILGARD

Silgard ce npuiara ot Bamms sekap o ¢popmara Ha urkekius. Silgard e npeaHa3HaueH 3a FOHOIIH
Y BB3PAaCTHU HaJ 9 rofnHu. BaKCHHUPAHUAT MMOJy9YaBa TPU JO3H OT BAKCHHATA.

IIspBa MHKEKIIMS: HA OTIPEJICIICHA ]aTa
Bropa uHxeknus: B uieamHus caydait 2 Mecena clie/l bpBaTa WHKEKIUs
Tpera HHXKXEKIUS: B UACATHHS CIIy4aid 6 Mecela ciie/l MbpBaTa HHKEKIIUS

AKO € He00X0IMMO TUTAHUPAHETO Ha JIOMBITHUTETHA BAKCHHALIMS, BTOpATa J03a TpI0Ba Jia ce mpuiara
Hal-MaJIKo euH Mecel] Clie/l TbpBaTa /1033, a TpeTaTa J103a TpsAOBa Jla ce Mmpuiiara Haif-Manko 3
Mecella ciel Bropara o3a. Tpure 1031 TpsAOBa Aa ce MPIIoKaT B paMKuTe Ha 1 rogmaa. Mos
TOBOPETE C BAIIUA JIEKAp 32 JOMBIHUTEIIHA HH(DOpMAITHSL.

Baxcuaupanust TpsiOBa ga 3aBbPIIN IBIHUSA KypC Ha BAKCHHUPAHE C TPH JI03H; KaTO B IPOTHBEH
CIIy4ai 3alUTaTa OT BAKCHHUPAHETO MOXKE J1a Ce OKaXke HEIbJIHA.

Silgard ce mpuiara KaTo HHXEKIHS TPe3 KOKaTa B MyCKYJ (32 PEANOYUTAHE MYCKYJI B TOPHATA YaCT
Ha phbKaTa WIHA KpakKa).

BakcuHarta He TpsiOBa Jia ce cMecBa B €/IHA U ChIIa CIIPUHIIOBKA ¢ HUKAKBH JPYTH BAKCUHU WU
Pa3TBOPH.

AKO cTe mpomycHaJu Aa npujoxure Silgard:

AKO TIpOIyCHETE 3alljlaHyBaHa MHXKEKIIMs, Balusat jiekap 1e pely Kora Ja NpHJIoKHU IpoIlycHaTaTa
703a.

BaxxHo e 1a ciieaiBaTe ykazaHusITa Ha Bamims iekap Wi MeJUIMHCKATa CeCTPpa OTHOCHO CIIEIBAIIUTE
MOCEIICHHSI 3a IPUJIaraHe Ha TopeHaTa J103a. AKO 3a0paBHTe WM HE MOXKETe Ja moceTute Bamms
JieKap Ha OmpeieNieHaTa qara, moTspceTe ¢heeT oT Hero. Korato Silgard ce npuiara kaTo mepBa 103a,
CIIC/IBAIIIMTE JIBE TO3M 32 3aBbPIIBAHE HA Kypca Ha BAKCHHUpPAHE C 3 1034 TPsAOBaA ChINO aa ObaaT
Silgard, a He npyra HPV Bakcuna.

AKO MaTe HAKaKBH JOMIBIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TO3U MPOAYKT, MOJIS,
nonutaiite Bamms nexkap nnu dapmanesT.
4. BBb3MOXHU HEXXEJIAHU PEAKLIUN

Kakro Bcnukwm nekapctsa, Silgard Moske a mpequ3BUKa HEXKEIaH! Peakiiy, BHIIPEKH Y€ He BCEKH T'H
MOJTy4aBa.

[pu npunaranero Ha Silgard morat na ObIaT HaOMrOaBAHU CIICIHUTE HEXKEIaH! PEaKIHu:

MHoro yectu (moBeye oT 1 Ha 10 manMeHTH), HEKENAHUTE PEAKIMK Ha MACTOTO HA HHIKCKTHPAHE
BKJIFOUBAT: O0JIKa, TIOyBaHe M 3auepBsiBaHe. HabmomaBaHo € u riraBoOome.

Uecru (moeue ot 1 Ha 100 manueHTn), HeXENAHUTE PEAKINH HA MACTOTO HAa HHKEKTHUPaHe

BKJIFOYBAT: KPHBOHACSIaHE, ChpOexk, O0yKka B KpaitHUK. CHOOIIEHH ca CHINO IMOBHINIEHA TEMIIEpaTypa
U TajJicHe.
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Penxu (mo-manko ot 1 Ha 1 000 marueHTH) - KONpPUBHA Tpecka (ypTUKApHs).

Mmuoro peaku (mo-manko ot 1 Ha 10 000 nauueHTn) ce cbo011aBa 3a 3aTpyAHECHO AUIIaHE
(6bponxocmazsMm).

Korato Silgard ce npunara ¢ KoMOMHUpaHa BakCHHA CpelLy TUPTEPHs, TETaHyC, KOKITIOII
(anemynapHa KOMIIOHEHTA) U ITOJIMOMUENHT (MHAKTUBHPAHA) TI0 BpeMe Ha ChIlaTa BU3UTA, MMa [TOBEYE
ClIydau Ha IJIaBOOOJIE U OTOK Ha MACTOTO Ha MPHIIOKEHHE.

Hescenanume nexapcmeenu peaxyuu, cbobdujaganu npes nepuodd, 8 Kotumo npooykma e Ha nazapa
BKIIOUBAM.:

Ch00IIICHO € 3a MPUITATBK, MOHSIKOra CHIIPOBOJICH C TPENEPEHE U BLICTICHsIBaHe. BhIipeku ue
MIPUTIAIBINTE HE Ca YECTH, MAIMeHTUTE TPSAOBa J1a ce HaO0JaBaT 3a OKOJIO 15 MUHYTH ciief
nocrtaBssHeTo HAa HPV BakcuHara.

KakTo npu apyru BakcuHM, HaOII0JaBaHUTE TIpU 00II1a yHoTpeda HeXKeTaH! peaKIuy BKITIOYBAT:
MoIyBaHe Ha JIMM(HU BB3TH (IIHs, TOIMUANTHUYHA SIMKa WA ci1abuam), CHHAPOM Ha ['unen-bape
(MyckyHa ¢1aboCT, MPOMEHEHa YyBCTBUTEIHOCT, M3TPBIIBAHE Ha PHIICTE, KpakaTa U ropHaTa 4acT Ha
TSJIOTO) 3aMasHOCT, MOBPHIIaHe, CTaBHA 0OJIKa, MYCKYJIHU OOJIKH, HeoOMYaifHa yMopa MK clabocT,
BTpHCaHe, 00III0 HePa3MoJI0KEeHNEe, KbPBEHE WIIH MTOCHHSABAHE, ITO-JIECHO OT OONYaiHO W MH(EKITNU Ha
KOXara.

ChoOIIIeHH ca anepruuHUTe PeakiiK, KOUTO MOTAT Ja BKIIOUBAT 3aTPYAHEHO JUIIAHE, XPUTTOBE
(6bponxocmazsM), KOIPHUBHA Tpecka U 0OpuBU. HAKOM OT Te3W peakIuy ca TEKKH.

AKO HSKOS OT HEXXETAHUTE JICKAPCTBEHH PEAKIIMHU CTAHE CEPHO3HA, UK 3a0€TIeIKUTE IPYTH,
HEOIMUCAaHU B Ta3W JIMCTOBKA HEXKEIaHU PEaKIMU, MOJIs, YBEIOMETE BalllHs JIeKap WK (papMaresT.
5. KAK JA CBXPAHSABATE SILGARD

Jla ce chxpaHsBa Ha MSICTO, HEJIOCTBITHO 3a JIela.

He u3non3BaiiTe BakcuHaTa ciiell CpoKa Ha TOJHOCT, OTOENS3aH BbPXY €THKETa Ha CIIPUHIIOBKATA U
KapToHeHaTa omnakoBka (cnen ['oxen 10:). CpoKbsT Ha TOMHOCT OTIOBaps Ha MOCIETHUS ICH OT

IIOCOYCHHUA MECCII.

Jla ce chxpanssa B xnaguiauk (2°C - 8°C). Jla He ce 3ampassiBa. ChXpaHsBaiiTe CIPHHIIOBKATA B
KapTOHEHaTa OMAaKOBKa, 3a Ja Ce MPEea3y OT CBETINHA.

JlekapcTBaTa He TpsIOBa Ja Ce U3XBBPJIAT B KaHAJIM3ALMATA WM B KOHTEHHEpa 3a JJOMAIlHU OTHaIbIIH.
Te3u MepKH 1Ie CIOMOTHAT 3a ONa3BaHE HAa OKOJIHATA Cpela.
6. JOITBJIHUTEJIHA HHO®OPMAIIUA

AKO MMaTe HIKaKBH JOITBITHUTEIHHA BBIIPOCH, CBBbpP3aHu C¢he Silgard, MoiIs, monmTaiTe Bamus JeKap
WM apMaresT.

Kakso cpabpaka Silgard

AKTUBHHTE BEI[ECTBA Ca: BUCOKO MIPEYHCTEH, HEMH(EKINO3EH MPOTEHH 32 BCEKH THIT YOBEIIKHS
nanunomasupyc (6, 11, 16 u 18).

1 noza (0,5 ml) chabpxka NPUOTUIUTEITHO:
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Yosemkn marmmiomasupyc' Tum 6 L1 mporenn™ 20 Mukporpama

Yopemku nammaomasupyc' tumn 11 L1 nporenn™ 40 Muxporpama
Yopemku manunomasupyc' tum 16 L1 nporens™ 40 Muxporpama
Yosemkn marmmiomasupyc' tum 18 L1 mporens’™ 20 MuKporpama

'Yoemkn manmunomasupyc = HPV.

*L1 npoTenH nox popMaTa Ha BUPYCOIOJO0HH YaCTHIIH, IPOM3BEICHH BBPXY APOK/ICBH KICTKH
(Saccharomyces cerevisiae CANADE 3C-5 (ILlam 1895)) upe3 pekomObunantHa JJHK Texnomorus.

‘ancopbupanu BepXy amopden amyMuHHeB xuapokcudocdar cyrdar agrosant (225 mukporpama Al).

OcTaHanuTe ChCTaBKM BbB BaKCHHAJIHATA CYCIIEH3Us ca:
HaTpHeB XJopun, L-xuctuany, nomucopbar 80, HaTpreB 60paT U BOJA 3a MHXKEKLIUH.

Kak m3raexna Silgard u kakBo ¢bIbpPKa OMAKOBKATA
1 mo3a Silgard nmkeknroHHA CycIeH3us Chabpka 0,5 ml.

[Ipenu pasxmamane Silgard Moxe na u3riexaa kato Ouctpa TedHocT ¢ Osa yraiika. Cren
CTapaTesIHO pa3KjalllaHe, BAKCHHATA PEACTaBIABA Osl/la, MbTHA TEYHOCT.

Silgard ce npeanara B omakoBku ¢ 1, 10 nim 20 npenBapuTeTHO HATBIHEHN CIIPUHLIOBKH.
He Bcuuku BUIOBE OAKOBKM MOTaT Aa ObAaT MMyCHATH B Ipoaxkoa.

IIpurtexkaTesn Ha pa3pemenuero 3a ynorpeda: Merck Sharp & Dohme Ltd, Hertford Road,
Hoddesdon, Hertfordshire EN11 9BU, OGeamHeHO KpaacTBO

MpousBoauren: Merck Sharp and Dohme, B.V., Waarderweg, 39, 2031 BN Haarlem, Hunepnaumus

3a JOITBJIHUTCIHA I/IHq)OpMaHI/ISI OTHOCHO TO3H JICKAPCTBCH IIPOAYKT, MOJIsA, CBBPIKETE CE€ C JIOKAJTHUA
OPpEACTABUTECII HA IPUTECIKATEIIA HAa pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Luxembourg/Luxemburg

MSD Belgium BVBA/SPRL MSD Belgium BVBA/SPRL

Tél/Tel: 0800 38 693 (+32 (0) 2 7766211) Tél/Tel: 0800 38 693 (+32 (0) 2 7766211)
dpoc_belux@merck.com dpoc_belux@merck.com

Bbnarapus Magyarorszag

Mepxk llapn u loym bearapus EOOJ] MSD Pharma Hungary Kft

Ten.: +359 2 819 3737 Tel.: + 36.1.888.5300
info-msdbg@merck.com hungary msd@merck.com

Ceska republika Malta

Merck Sharp & Dohme s.r.0 Merck Sharp & Dohme Cyprus Limited
Tel.: +420 233 010 111 Tel: +357 22866700
msd_cr@merck.com malta_info@merck.com

Danmark Nederland

MSD Danmark ApS Merck Sharp & Dohme BV

TIf: +45 4482 4000 Tel: 0800 99 99 000 (+31 23 5153153)
dkmail@merck.com medicalinfo.nl@merck.com
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Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel: +372.6144 200
msdeesti@merck.com

EAlLada

BIANEE A.E.

TnA: +30 210 8009111
Mailbox@yvianex.gr

Espaiia

Merck Sharp & Dohme de Espaia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: + 33 (0) 1 80 46 40 40

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: +354 535 7000

Italia

MSD Italia S.r.I.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvunpog

Merck Sharp & Dohme Cyprus Limited
TnA: 80000 673 (+357 22866700
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: +371 67364224
msd_lv@merck.com

Lietuva

UAB Merck Sharp & Dohme
Tel.: +370 5278 02 47
msd_lietuva@merck.com
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Norge

MSD (Norge) AS,
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.,
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel.: +48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465808
clic@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: + 4021 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila
d.o.o.

Tel: +386 1 5204 201
msd_slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. r. 0.
Tel: +421 2 58282010
msd_sk@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0) 9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom

Merck Sharp & Dohme Limited
Tel: +44 (0) 1992 467272
medicalinformationuk@merck.com



JaTa Ha mocsiefHO 0g00peHne HA JTUCTOBKATA

[MonpoOHa nHDOpMaIUs 3a TOBa JIEKAPCTBO € MpeocTaBeHa Ha yeo caiita Ha EBporneiickaTa areHmus
110 JiekapceTBara http://www.ema.europa.eu.

Ilocouenara nmo-a10J1y I/IH(l)OpMaIII/IH € MpeIHasHaYeHa caMo 3a MEIUIIHHCKHA CIICIIUAJTUCTH:

. Silgard ce mpemyara B mpeABapUTEITHO HAITBIHEHA CIIPUHITOBKA FOTOBA 32 MIPHIIaraHe Ha
WHTPaMYCKYJTHa WHXKEKIMs (1.m.), 32 PEeIIOYnTaHe B JeITOUIHaTa 00JacT Ha rOpHATa YacT Ha
MUIITHULATA.

o AKO B OMaKkoBKaTa UMa 2 UTJIH C pa3inyHa JbDKUHA, H30epeTe MOIX0AsAIIaTa uria, 3a aa
OCUTYPUTE i.m. MPHIIOKEHHUE B 3aBUCUMOCT OT TOJIEMUHATA M TETJIOTO HA BAIUS MAICHT.

o JlekapcTBeHUTE MPOYKTH 32 MaPEHTEPATHO MPUIIOKEHHE TPAOBa MPey MpUIaraHe Jia ce

IMPOBEPABAT BU3YAJIHO 3a HAJIMYUC HAa YaCTHUIHU U IIPOMSAHA B IIBETA. I/ISXBT)pJIeTe IMpOaYyKTa, ako
ChAbpiKa YaCTULIU WJIN U3TJICKAA MPOMEHCH Ha IBAT. Hewusnon3panusr MMPOAYKT WJIN
OTHAABYHUTE MATCPHUAJIU OT HECTO TpH6Ba Ja €€ U3XBBPJIAT B CbOTBCTCTBUC C MCCTHHUTC
HN3HUCKBaHUA.

Ha ce pasknatu 1obpe npenu ynotpeba. [locraBere uriara, Karo BbpTHTE IO IIOCOKA Ha

YaCOBHUKOBATA CTPEJIKA, TOKATO UTJIaTa € MPUKPEeHH 3/IpaBo KbM CIIpUHIIOBKaTta. [Ipnnoxere
1sIaTa 03a ChIiIacHO CTaHAAPTHHS MPOTOKOJL.
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