KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HUME HA JIEKAPCTBEHHUA ITPOAYKT

BakcurpunTerpa uikeKUHOHHA CYCCH3US B TIPEABAPHUTENHO HAM'bIHEHA CIIPHHLIOBKA
YeTHpHBaJIeHTHa BAKCHHA CpeLly Ipull ($parMeHTHpaH HHAKTHBHUPAH BUPHOH

MSNbAHATENHA ATEHUWA NG NEXKAPCTBATA

Knamxapmmmnpapm-mﬁr

VaxigripTetra suspension for injection in pre-filled syringe
Quadrivalent influenza vaccine (split virion, inactivated)

2,

A/Victoria/4897/2022 (HIN1)pdm09-noaoben mam (A/Victoria/4897/2022, IVR-238).....ccveeicericene.
............................................................................................................................... 15 mukporpama HA**

A/Thailand/8/2022 (H3N2)-nonobeun wmam (A/California/122/2022, SAN-022) .. 15 muxporpama HA**
B/Austria/1359417/202 1-nopoben wam (B/Michigan/01/2021, aus Tum)............ 15 Mmukporpama HA**

B/Phuket/3073/2013-noxoben mam (B/Phuket/3073/2013, auB THN) ... 15 Mmukporpama HA**

3a go3a ot 0,5 ml
* Pa3MHOKEH B KOKOLIH €eMOPHOHM OT IPYIH 3/1paBH KOKOWKH
**  xemarayTUHUH

BakcHHaTa choTBETCTBaA Ha NpenopbkuTe Ha C30 (3a CeBepHOTO NOMYKBI00) H petieHueTo Ha EC 3a
ce3oH 2024/2025.

3a NBJIHMA CIIHCBK Ha NMOMOLLHHTE BELIIECTBA BHUXKTE TOUKa 6.1.

BakcurpunTerpa Moke Aa CbaAbpiKa ClleAd OT fiila, KaTo OBATOYMHH U HEOMHULIMH, GopMallAeXH H
OKTOKCHHOJI-9, KOHTO Ce M3IOA3BAT MO BpeMe Ha IMPOU3BOACTBEHHA npouec (BK. Touka 4.3).

3. JEKAPCTBEHA ®OPMA

UHKeKIIHOHHA CYCTIEH3UA B NMPERBAPUATENHO HAITH/IHEHA CMPHHLIOBKA.
Crnen BHYMATEIHC pa3KiialllaHe BAKCUHATA NpeacTaplisipa O€31BETHA onajecuypallia TeYHOCT.

4. KJIMHUYHHA JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

BakcurpunTertpa e noka3aH 3a npodunakTHka Ha 3a00JaBaHe OT IpUI; NPAYHHEHO OT JBA [OATHIA HA
[PUIIEH BUPYC A H JBa MOITHIA HA MPUIIEH BUPYC B, KOUTO € CHABPIKAT BbB BAKCHHATA 34:
- aKTHBHA UMYHW3allWA NMPH Bb3PACTHHU, BKIIOUMTENHO OpEeMEHHH XKEHH, U Ae1a OT 6-Meceu
BH3PACT WIM NMO-TONEMH,

MaCcUBHA 3atMTa Ha 6ebe(Ta) OoT paxkaaHeTo A0 NnoJ 6-MeceyHa BB3PACT Clie]l BAKCH
OpeMeHHH xKeHH (BX. Touku 4.4, 4.6 u 5.1).

Ynorpebara Ha BakcurpunTetpa TpabBa aa Obae ocHOBaHa HA OQPHLMAIHH NPETOpPD




4.2 JIo3HpoBKA H HAYHH HA MPHJOKEHHE

Ho3upoBka

Ha ocHOBaHME HA KIIMHHYHHWA OIMMT ¢ TPHMBATIEHTHATA BAKCHHA C€ MPernopbyBa €XKeroaHa
peBaKCHHAlIKA C BAKCHHA CpelLly IDHII, KATO C€ MMa TMpeJBH/ NIPOIb/DKHTEIHOCTTA HA HMYHHTETa
OCHI'YpsIBaH C BAKCHHATA U Thil KaTo LMPKYJIUpaIUTE HIAMOBE Ha MPHITHHA BHPYC MOFAT [a Ce
MPOMEHAT OT FOJAMHA Ha roAHHa.

Br3pacTan: egna noza ot 0,5 ml.

ITeduampuuna nonyarayus

e Jleua Ha BB3pacT oT 6 Meceua o 17 roouHm: eada go3a ot 0,5 ml.
3a gella Ha BB3pAcT Mo 9 roaHHy, KOUTO NMO-PaHo He ca OUITH BAKCHHUpaHH, TpA0Ba aa ce
NpIIOKH BTOpa Ac3a ot 0,5 ml cien uHTEpBAN OT ITOHE 4 CEAMHLH.

¢ bebera Ha BB3pacT noa 6 Meceua: 6e30MacHOCTTa H €(pUKACHOCTTA Ha NPHWIOXKEHHETO
(axTHBHA HMYHHW3aLuna) Ha BakcurpunTerpa Bce ome He € yeraHoBeHa. Hama Hanu4uHH
NaHHH.
[1o oTHOLIEHHe HA TACHBHATA 3alllKTa: eqHa xo3a oT 0,5 ml noctaBeHa Ha OPEMEHHH XEHH
MOXKe Ja 3aliMTH 0eberaTa OT paxaaHeTo A0 6-MeceyHa BB3pacT, BLIIPEKH Y€ HE BCHYKH
HOBOPOACHHU LiE OpaT 3alUTEHH (BXK. TOYKa 5.1).

Ha4yWH Ha NpUIokKeHHe

BakcuHaTa TpsOBa [a ce NPWIOXKH Ype3 UHTPAMYCKYTHO WIH MOAKOKHO HHXEKTHPaHE.

[IpeanoyHTaHATE MECTA 33 UHTPAMYCKYJTHO HHXKEKTUpaHe ca aHTepolaTepaHaTa o0aacT Ha beapoTo
(WIH JeNTOHOHHS MYCKY, aKO MYCKYJIHaTa Maca € IOCTaTBh4YHA) [TpH Aclia Ha Bh3pacT oT 6 Mecela 10
35 Mecena, WM JeNTOMABUS MYCKYII MPH Aelia Ha Bb3pacT Haj 36 Mecela U BB3PacTHH.

IIpeonaznu mepxu, koumo mpabea 0a bvoam e3emu Apedu paboma CvC UAU NPUNOICEHUE HA
AEKAPCMEEHUA NPOOYKM
3a yka3zaHHMs OTHOCHO MOArOTOBKATA HA JIEKAPCTBEHUA IMPOAYKT MPEAH MPHIOXKEHUE BHIKTE TOYKaA 0.6.

4.3 IIporHBONOKA3AHHA
CBpBXUYYBCTBUTEIHOCT KbM aKTHBHHMTE BELIECTBA, KbM HAKOE OT MOMOLLHHUTE BELIECTBA, H3OpoeHH B
TOYKA 6.] HWIH KbM HAKOA OT ChCTABKHTE, KOUTO MOTaT Aa NPUCHCTBAT KATO CNEAH, KATO OCTATBUM OT

aiiia (oBanOyMUH, MWICLIKU NPOTEUHH ), HEOMULMH, GopManIeXus H OKTOKCHHOJI-9.

Bakcunaruara TpabBa aa Obae oTnoxkeHa B ciy4al Ha YMEpPEHO WK TexKKo ¢eOpuiHo 3abonsBaHe
WJIH OCTpPO 3a00J19BaHE.

4.4 CoeuHa/HH NpeAynpexAcHHA H NPeANA3HH MEPKH NPH yNnoTpeda
[IpocneaumMoct

3a 1a ce moaoGpH NPOCNEAUMOCTTA Ha OUONOrUYHHUTE JICKAPCTBEHH MPOLYKTH, HMETO U NAPTUAHHAT
HOMED Ha TPUJIOKEHU IPOAYKT TpaOBa ACHO Ja e 3alHCBaT.

KakTo npy BCMYKH .  .eKLIMOHHH BAKCHHHM, TPAOBA /1a ce U3BBLPILBA HAOMOAEHUE U 1a Ma
3a HE3a0aBHO MOAXOAALLO IeYEeHHE B CITy4ail Ha aHA(PHIAKTHYHA PeaKLM, KOATO MOXeE
crej MPIIAraHeTO Ha BAKCHHATA.

BakcurpunTerpa He TpaOea B HUKaKBR cnydai Aa Obae npuiaraHa BETpeChAOBO.




KakTo v ripu Ipyry BaKCHHH, KOUTO Ce NpUIarat HHTpaMyCKyJIHO, Ta3¥ BakCHHa TpsAOBa Oa ce
puara ¢ BHUMaHHe MpH JIHLA ¢ TPOMOOLIMTONEHUA WIH HapyLLUEHHE B KPhBOCHCHPBAHETO, Thid KATO
[pH TAX MOKE [1a HACTBIH KbPBEHE CJIeA HHTPaMyCKYJ/IHO TIpPWIOXKECHHE.

CuHkon (NMpUAageK) MOXKE a HACTBIH CJIed WY JOpH NMpedd BCAKAa BAKCUHALIHA KaTO ICHXOTEHHA
peakLus KbM MHKCKTHpaHeTo ¢ urna. Tpadea fa MMa npouenypH 3a U3dArsaHe Ha HapaHsABaHE OT
NPHIAIBKA M CIIPABIHE ChC CHHKOMHHUTE PeaKLMH.

BakcurpunTerpa HMa 3a €N Ja OCHIyPHU 3alKMTa CpelLy Te3H LaMOBE HA FPHITHKA BHPYC, OT KOHTO €
MMPUroTBEHA BAKCHUHATA.

KakTo rps BCHYKM BaKCHHH, BaKCHHaLmATa ¢ BakcurpunTerpa Moxe [1a HE 3aLUHTH BCHYKH
BAKCUHHUpaHU JIMLIA.

[To oTHOLIEHHE HAa MAaCHBHATA 3alllMTa, He BCUYKH 6ebeTa Ha Bh3pacT noa 6 Mecela, poaeHH OT XKEHH,
BaKCHHHPaHH 10 BpeMe Ha OpeMEHHOCTTa, 1e OBAAT 3alUUTEeHH (BX. TouKa 5.1).

WMIMYHHHAT OTTOBOP NpH NMALMEHTH C €HJOT€HHA WIH STPOr€HHA HMYHOCYTIPECHS MOXKeE 1a Obje
HeOCTATBHYUCH.

[loenusnsane na cepoaoZUYHU UICAEOBARUA
Buxcre ToUKa 4.5.

BakcurpunTerpa chAbpka KaJIHR B HATPHH
To3H nekapcTBeH NPOAYKT ChABPKA Mo-Manko oT 1 mmol kanui (39mg) u no-manko ot 1 mmol

HaTpuii (23 mg) Ha 4033, KOETO HA NPAKTHKA O3HAa4aBa, Y€ HE ChAbPXKa KAJIUMH M HATPHH.

4.5 BiaumonaeicrBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYTH GOPMH HA B3aHMOIEHCTBHE
He ca npoeexgaHu npoyuBaHHA 3a B3auMoaeiicTBUATA ¢ BakcurpunTerpa.

BakcurpunTerpa Moxe 4a ce npunara ¢JHOBPEMEHHO C APYTH BAKCHHH Bb3 OCHOBA HA KIIMHHYHUA
oyt ¢ Bakcurpun. TpaOea na ce H3NOM3BAT pa3NIMYHU MECTa Ha HHOKEKTHPAHE H OTAE/IHH
CMPHHIIOBKH B CTy4ail Ha €eATHOBPEMEHHO NMPHITOKEHHE.

MMyHHHAT OTTOBOP MOXeE Aa € OTCIabeH rpy NauueHTH, NOANOKEHH Ha UMYHOCYIIPECHBHO NIEUYEHUE.

Cnen UMyHHU3aLHs ¢ BAKCHHA CPELLy TPHUI, ca HAONIOAABAHU (PALLIHUBO [TOJIOXKHUTEIIHH PE3yITaTH NPU
CEpOJIOTHYHH TECTOBE, NMPH KOUTO € u3nonsean metoaa ELISA 3a orkpuBane Ha anTHTENA Cpelity
HIV1, xenatut C u ocobeno HTLV 1. TexHukara Western Blot orxebpna te3u paiiuuso
OIOKUTENHH pe3ynTat noayyesu otT ELISA tecta. I[lpexoauuTe GanmumBo nojoxuTeNHU
pe3yITaTH MOXKE Aa ce Ab/pKaT Ha IgM orroBopa KbM BaKCHHATA.

4.6 PepTHauTeT, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

BpeMeHHUTe KEHH ¢a ¢ BUCOK PHUCK 32 YCI0KHEHHS OT IPHII, BKIIIOYHUTETHO NPEXKIEBPEMEHHO
paxaaHe H CAMOTO PaX/IaHE, XOCTTUTANIHM3aLMWA U CMBPT: OPEMEHHUTE KEHH Tpa0Ba Oa nomyyaBat
BaKCHHA Cpelly IpuIl.

B&KCHFPHHT@TPH MOX€ Ia C€ IMpujaara no speM<E Ha BCHYKH CTallH OT 6PEMEHHDCTTH.

[Moeeue JaHHH OTHOCHO 0€30MACHOCTTA HA HHAKTUBUPAHU BAKCHHH CpELIy IPHIT HMa A Hffgﬂ % 'ﬁ‘ b -"-"’r
TPETUA TPUMECTPH, OTKOJIKOTO 3a NBPBHA TPUMECTHP. JJaHHHTE OT H3MO0JI3BAHETO HA #a:qtuﬁ@aﬂﬂ y
BAKCHHH Cpellly I'PHUIl B CBETOBEH Mallad, BrmounTenHo BakcurpunTerpa U Bakcu Eg
HHAKTHBUpaHa BaKCHUHA CpeElLy IPHIT), HE NMOKAa3BaT KAKBBTO ¥ Na € HEXKeaH W3Xo 3am
MalKaTa, CBbp3aHH ¢ BAKCHHATA.



Tosa e B CHOTBETCTBHE C pe3yATaTHTE HAOMOAABAHH B €AHO KIIMHUYHO H3NHTBAHE, KBACTO
BakcurpunTerpa v Bakcurpun, ca MpWIOKEHH Ha OpeMeHHH )KEHH NPe3 BTOPUA WIH TPETHA
TpuMecThp (230 ekcrionupasu OpeMeHHOCTH H 23] kuBoponeHH aenia 3a BaxcHrpunTerpa u
116 excrionupanun 6peMeHHOCTH U 119 xuBopoaeHd nena 3a Bakcurpw).

JIaHHH OT YETHPH KIMHUYMHHA U3NUTBAHUA C TPHBAICHTHATA HHAKTHBHPaHa BAKCHHA CPELLY I'PHII
(Bakcurpur, BaKCHHA HE ChABpIKALIA THOMEpCai), IpUiaraHa Ha OpeMeHHH KeHH 0 BpeMe Ha
BTOpHUA WM TpeTud TpumecTsp (rpu Haa S 000 GpeMennocTH v noseue or 5 000 xHBOpoOACHH,
MpocjeneHy 3a OKono 6 Mecela ciell pakKAaHeTo), He M0Ka3BaT KaKbBTO H Aa € HeXelaH W3X0/ 3a
IU10/Ia, HOBOPOIEHOTO, KbPMAaUueTO U MaHKATa, CBbpP3aHH ¢ BAKCHHATA.

B k1dHUYHM H3CaenBaHus, nposeaeHH B HOxxHa A¢puka v Heran, HAMa 3HAYHTEIHH Pa3/IMKH MEXIY
M3X0/1a B rpynuTe ¢ Bakcurpumn v nnaue®o no oTHOLIEHHE Ha M0, HOBOPOJACHOTO, KbPMaY€eTo H
MaiKaTa, CBhP3aHH C BAKCHHATA ( BKIIOYMTEHO CIIOHTAaHEH abopT, pakJaHe Ha MbPTBO IETE,
MpeXAEBPEMEHHO PAXKAAHE, HUCKO TETJIO HA HOBOPOAEHOTO).

B u3nurBane, npoBeneHo B Many, HAMa 3Ha4YHTEITHH PA3IMKH MEX Ty IpynuTe ¢ BakcHrpum H
KOHTPOJIHA BaKCHHA (YETHPHBAJICHTHA MEHHHIOKOKOBA KOHIOTMpaHa BakCHHA) MO OTHOLIEHHE Ha Bpod
HA NPeXICBPEMEHHHTE PKIAHUS, PAXKIAHUATA Ha MBPTBO JIeT€ H HUCKO TETJIO APU pakIaHETO/MO-
MATBK 10 CIIPAMO TeCTalMOHHATa Bb3pacT.

3a DOMBIHUTETHA HHPOpPMALIUA BIKTE TOYKH 4.8 1 5.1,

[Ipoyusate mpu xuBoTHU ¢ BakcurpunTerpa He noka3pa MPEKH WIH HENMPEKH BPEIHU €EKTH,
CBBpP3aHH ¢ OpeMeHHOCTTa, eMOpHO-dEeTaNHOTO Pa3BUTHE HIIH PAHHOTO MOCTHATATHO Pa3sBUTHE.

KspMmede

BakcurpunTerpa MOXe 1a ce Mpuiara B nepyuoaa Ha KbpMeEHe.

DepTUNUTET

JIunceat gaHuH 3a edekTa BepXY PepTuuTeTa npu xopa. [Ipoyusane npH )UBOTHHU ¢ Bakcurpun
TeTpa He NOKa3BaT BpeAHH €PEKTH BbPXY KEHCKHS DEPTHIIHTET.

4.7 EdexkTH BLpXy cnocodHocTTa 32 mopHpane H padoTa ¢ MALIHHA

BakcurpunTerpa He NOBIMABA WIH MOBIUABA PpeHEOpEKHMO cIOCOOHOCTTA 3a WwodupaHe U padoTa ¢
MaLllHHH.

4.8 HexenaHn JEeKAPCTBEHH PeaAKIHH

Pestome Ha nipo¢msia Ha BesonacHocT

be3zonacHocTTa Ha Bakcurpunlerpa € olieHeHa B WIeCT KIIMHUYHHU U3MMHTBAHUA, B KOUTO

3 040 pB3pacTHH Ha Bb3pacT OT 18 no 60 roanHu, 1 392 nuua B crapvecka pb3pacT HaA 60 roaMHH

429 neua Ha BB3pacT oT 9 10 |7 roauHu ca noxyyuunu eqHa Jo3a ot BakcurpunTerpa, a 834 neua Ha

BB3pacT OT 3 10 8 roAuHyU ca MONYUYWIIM €1Ha WK OBe A03M OT Bakcurpunlerpa B 3aBUCHMOCT OT
aHaMHe3aTa UM Ha BaKCHHAaLMWA cpelry rpun 4 |1 614 geua Ha BB3pacT oT 6 Meceua 10 35 Meceua

noayunin ase A03u (0,5 mi) BakcurpunTerpa. | i

i

[ToBeueTo peakiiid OOMKHOBEHO Bb3HUKBAT B PAMKHTE HA IbPBUTE 3 JHH CE BaKCH
OT3BYYaBaT CIIOHTAHHO 3a | 10 3 AHU ciel nosBaTa UM. MHTEH3NBHOCTTA HA TE3H pe

Haii-uecto cpoDILIaBaHaTa HEXKENAHA peaKillua Cie] BAKCHHALMA BbB BCHYKH MOMyJI
BKIKOUHMTENHO LIANaTa Ipyna Aela Ha Bb3pacT oT 6 40 35 Meceua, € Honka Ha MACTO




26.8% ot nenara Ha Bb3pacT ot 6 1o 35 mecena u 25,8% npu nuua B crapyecka Bb3pacrt). B
cyOrnomyaiMs Ha Jielia Ha Bb3pacT noa 24 Meceua Hai-4ecTo cboOLaBaHaTa HeXKeJlaHa PeaKLus €
pa3apazHuTeHOCT (32,3%).

B cybnonynanMara Ha AenaTta Ha Bb3pacT oT 24 10 35 mecella Hail-uecTo choOllaBaHaTa HeXKelaHa
peaklus € o01o Hepa3nojokeHue (26,8%).

Jlpyrute Hal-4yecTO chOOLIABAHHUTE HEKE/IaHHU peaKLMH CJie/l BAKCHHAIIU Ca:

. [Tpu BB3pacThu: rinaBobonue (27,8%), muanrus (23%) u o0uo Hepasnonoxernue (19,2%),

- [Tpu nuua B crapuecka Bb3pacT: riaBodonue (15,6%) u muanrus (13,9%),

- [Tpu neua Ha Bb3pact oT 9 10 17 roaunn: muanrus (29,1%), rnasodonue (24,7%), 00110
HepasnosoxkeHue (20,3%) 1 oTok Ha MICTOTO Ha UHXKeKTHpaHe (10,7%),

- [Ipu nena Ha BB3pacT oT 3 J10 8 roaunu: o0wo Hepasnoaoxenue (30,7%), muanrus (28,5%),
riiapooosive (25,7%), OTOK Ha MIACTOTO Ha HHKeKTUpaHe (20,5%), 3auepBsABaHe Ha MACTOTO Ha
nHxekTHpane (20,4%), BTBbpAsBAHE HA MACTOTO Ha UHKeKTHpaHe (16,4%), Tpenepene
(11,2%).

- [Tpu BcuukHM aenia Ha Bb3pacT oT 6 10 35 meceua: Temneparypa (20,4%) v 3aueppsBaHe Ha
MSACTOTO Ha HHKeKTHpaHe (17,2%),

- [Ipu neua Ha Bb3pact noa 24 mecena: 3arydoa Ha aneturt (28,9%), neecrectsen miay (27,1%),
noppbiade (16,1%) u cbrnusoct (13,9%),

- [Ipu nena Ha Bb3pact ot 24 no 35 mecena: rinasodosnue (11,9%) u 6onka B myckynure (11.6%).

KaTo 1151710 HeskelaHuTe peakiliii OOMKHOBEHO ca OMJIM MO-PEAKH TPH JIMLA B CTapyecKa Bb3pacT,
OTKOJIKOTO TPH Bb3pacTHHU M Jela.

TabauyeH CrUMChK HA HEKEJIAHWTE PEAKIIHH

JlanHuTe no-10/1y 00001aBaT YeCTOTAaTa HA HEeYKEeJIAHMTE peaklMH, KOUTO ca OUITH JIOKYMEHTHPAaHH
cine/l BakcuHauus ¢ Bakcurpun Terpa no Bpeme Ha KIMHHYHH U3MUTBAHUA U MTOCTMAPKETHHIOBH
HaOJIIONIEHUA B LISLJT CBAT.

Hexxenanure peakumM ca K1acH(pULUMPAHK B 3aBUCUMOCT OT YeCTOTaTa, KaTo € U3M0JI3BaHa clie/iHaTa
KOHBEHLIMS:

Muoro uectu (=1/10):

Yectu (=1/100 no <1/10);

Heuectu (=1/1 000 10 <1/100):

Peaku (=1/10 000 go <1/1 000);

Muoro peaku (<1/10 000):

HeuspecTHa yecToTa (He MOJKe J1a Ob/1e HanpaBeHa OLICHKA OT HAJIMYHUTE JIaHHH ). HEIKEJITAaHUTE
peaKlMH ca JI0KJaABaHU NpHU Thproseka ynorpeda Ha BakcurpunTerpa oT CIOHTaHHH CHOOLIIEHHS.
Tbit KaTO TE3W peakuuu ca J0KJIa/IBaHU JOOPOBOJHO OT MOMYJIAlUs ¢ HEU3BECTEH pa3sMep, He €
Bb3MOJKHO YecToTata uma jia Ob/1e OLIEHEHA ChC CHI'YPHOCT.

BbB BCsAKa 'pyna ro 4yecrtora HEKEJIaHUTC pCaKlHH Ca NpeaACTaBCHH B HU3XO/IAL1l PC/1 Ha TAXHATAa
CCPHO3HOCT.

th‘piii’ﬁf” U U JHYd 6 CAPYECKd 6b3PUACHH

[TpocunbT Ha Oe30MacHOCT, MPEACTABEH 110-10/1Y, € Bb3 OCHOBA Ha:
- na"Hu ot noseye o1 3 040 Bb3pacTHH Ha Bb3pacT oT 18 10 60 roaunun u 1 392 nuua B ctapuecka
Bb3pacT Ha/l 60 rouHu r

- JIaHHH OT NMOCTMAPKETHHIOBH HAOIIOIEHHS B 111 CBAT .

HEXEJAHH PEAKLIUU
Hapywenun na kppema u 1umpnama cucmema
Jlumdanenonarus'’
Hapywenusa na umynnama cucmema




CepbXxuyBcTBHTENHOCT !, anepruyuny peakiyu, Kato anrnoeaem' ), anepruyen | Peakw

nepmatut''), renepanusupan copbex', yprukapus'’, copbex'”, 3aueppsane

AHa(pHIaKTHYHH peaKLIHu C Heu3BeCTHA
yecTtora*

Hapywenua na nepenama cucmema

[ ‘maBobosue MHoro yecTH

3amaiipane"” HeuectH

[TapecTe3us, CbHIIMBOCT Penku

Cvoo6u napywienusn

["opemy BuaHKH'Y Heuectn

Pecnupamopnu, 2ppOHU U MEOUACMUHATHU HAPYUICHUA

Jucrniues'! Penku

Cmomawno-4peeru HapyuieHus

Jluapus, ragene'’ HeuecTn

Hapywenua na kodcama u noOKoydcHama nroKau

XHUIEpXHApPO3a Penku

Hapywenus na MycKyaHO-CKe1emuama cucmema u cveounumennama

NbKan

Muanrus MHOIro 4eCTH

Aptrpairus'” Penkw

Obugu napywenua u epekmu Ha MACMOMO HA RPUIONHCCHUE

Hepasnonoxenune® MHOro 4ecTH

boska Ha MACTOTO Ha MPHJIOKEHHE

Brpucane, Temneparypa'” YecTw

3auepBsBaHe Ha MACTOTO HA HHIKEKTHPAHE, OTOK HAa MACTOTO HA HHIKEKTHPaHe,

BTBbPASBAHE HA MACTOTO HA HHIKEKTHpPAHE

Ymopa Heuectu

EkXMMO3a Ha MSCTOTO HAa HHIKEKTHpaHe, CbpOeK Ha MACTOTO Ha

MHKEKTHpaHe, 3aTOIUISHE HAa MACTOTO Ha HHKEKTHPaHE

ACTeHUS, TpUIonoa00HO 3a00JiaBaHe Penku

JIuckompopT Ha MSCTOTO Ha HHKeKTHpaHe'"

(D T1pu BB3pacTHH 2 HevecTw nipu Jmiia B crapuecka p3pact Y Pejiku 1pu Bb3pacTHH
@) TTpu muna B crapuecka Bb3pact ) Peky npH Jimiia B crapyecka Bb3pact ) YeeTH nipy JIMIa B cTapyecka Bh3pact




[Teouampuuna nonyrayus

[TpodunbT Ha Ge30nmacHOCT, NpeACTaBeH M0-10J1y, ce da3upa Ha:
naHHuTe ot 429 nena Ha Bb3pacT o1 9 10 17 roaMHu, KOMTO ca MoJIyYHJId €1Ha /103a OT

BakcurpunTerpa u ot 884 neua Ha Bbp3pacT OT 3 /10 8 rOAMHH, KOKUTO Ca MOJIYYH/IM €1HA WITH 1BE

1034 oT BakcurpunTeTrpa B 3aBUCMMOCT OT aHAMHE3aTa UM Ha BAKCHHALMA CPELLy TPHII

JIAaHHU OT MOCTMAPKETHHIOBH HAOIIOIeHHs B Lisi1 CBAT .

HEXEJIAHU PEAKIIUU

YECTOTA

Hapywenua na kppema u aumpuama cucmema

TpombouuTonenus'"

HeuecTn

Hapywenua na umynnama cucmema

AJIepruyuHM, BKIIOYHTETHO aHapHIaKTHYHH peakunu'

C HeusBeCcTHA
yectora®

Hcuxuunu napywenun

Crenene?, 6e3nokoiicTo'?

HeuecTH

Hapywienua na nepenama cucmema
[ naBoOoMe

MHoro uecrtu

3amaiiBane'” HeuecTw
Cmomamuno-upeenu Hapyuenis
Jluapus, nopbiiane'”, Gojika B ropHaTa 4act Ha Kopema'” Heuectw

Hapywenua na MyckyiHo-CKeJ1lemHama cucmema u cveounumenama
MbKAH

Muanrus

MHOro yecTtu

Aptpanrus'?

HeuecTH

Obuqu napyuwienua u epekmu Ha MACHOMO HA NPULONCCHUE

Hepasnonoxenue, tTpenepene'”’ MHOr0 4ecTH
Bonka Ha MACTOTO Ha MHIKEKTHpPaAHE, OTOK HAa MACTOTO HA MHKEKTHPAHe,
3ayepBsBaHe Ha MACTOTO Ha MH)KeKTHpaHe', BTBbpAsSBAaHE HA MSCTOTO Ha
HHKEKTHpaHe"
Temriepatypa YectH
EKXuMO3a Ha MACTOTO Ha HHIKEKTHpaHe
Ymopa®? Heuectu
3aTonIsHE Ha MACTOTO HA MHXKeKTHpaHe'”, chbpOeXk Ha MSCTOTO Ha
uHKekTupane'

(D JTok;1aBano npu €IHO JICTe Ha BH3pacT 3 roAHH (2) Jlok;1aziBanu 1pM JIeIa Ha Bh3pacT ot 3 1o 8 rojiuum

) Yectu npu Jena Ha Bu3pact ot 9 10 17 rouHu ) JloxrasiBaHM 1pH JIe1a Ha Bb3pact o1 9 10 17 roamuu
[TpoduisT Ha Ge30nMacHOCT. MpeICTaBeH MoO-1011y, ce Da3upa Ha:

- jganHuTe ot | 614 s1eua Ha BB3pacT o1 6 10 35 Meceua, KOUTO ca MOJYYHIH JBE JI03H OT
BakcurpunTerpa

NaHHH OT MOCTMAPKETHHIOBY HaOIr01eHHs B 1T CBAT (.




HEXEJAHHU PEAKIIUU YECTOTA
Hapywenus na umynnama cucmema

CBpBbXYYBCTBHTEIIHOCT HeuectH

AJIepruvHH peakiiii KaTo reHepalu3upaH NpypHUTyC, narysio3eH 00pHB Penku

AHapUIIaKTHYHU peakLuH C HeusBecTHa
yecTora™

Hapywenua na nepsnama cucmema

[‘naBo6oaue'” MHOIro 4ecTH
Cmomawino-upesnu HapyuieHus

[Tospbuiane'” MHOTrO0 4ecTH
Jnapus HeuyecTH
Hapyuwienusa na MycKy/iHO-CKeIemHama CUCmema u cbeounumennama

MbKaH

Muanrus MHOro yecTtu
Obuqu napywienus u epeKkmu Ha MACMOMO HA NPUTONHCCHUE

Pasnpazuutennoct®), 3ary6a na anetut' ), Heectecten miau®’, o61mo MHOro yecTu

Hepasnoiokenue, remneparypa, CbHIMBOCT, GOJIKa/qyBCTBUTETHOCT HA
MSICTOTO Ha HHIKEKTHpaHe, 3a4epBsiBaHE HA MICTOTO Ha MHKEKTHpaHe

Tpenepene'” YectH
Uuaypaims Ha MACTOTO HA MH)KEKTHPaHeE, M0/lyBaHe Ha MACTOTO Ha
MH)KEKTUpaHe, eKXMMO3a Ha MSCTOTO HA HHIKEKTHpaHe

[ punonoa00HO ChCTOSIHHE Penku
OOpHB Ha MACTOTO HA MHJKEKTHPaHe, MPYPUTYC Ha MACTOTO HA MHIKEKTHPAHE,

() Jlokaisanu 11pu Jieia Ha Be3pact =24 Mecela (2) HewecTw 1pH Jielia Ha Bbh3pact >24 mecella

G) Peiku 1ipu Jienia Ha Bb3pact <24 mecena ) Penku 11pu Jiena Ha Bb3pact >24 mecena

) NNoknansanu [IpH Jela Ha Bb3pacT <24 mecelia
[Tpu nena Ha BB3pacT oT 6 mecelta 10 8 roauuu npodguasbT Ha desonacHocT Ha BakcurpunTerpa Oetue

o/100€eH cJie/l MbpBaTa U BTOpaTa HHKEKLIMSA, ¢ TEHICHIIMs 3a HaMajIsiBaHe Ha CIy4auTe Ha HEXKeJlaHH
peaKilMH Cie/l BTopaTa MH)KEKLIMS B CPaBHEHHE C ITbpBaTa IpH JIella Ha Bb3pacT oT 6 J10 35 mecela.

Hesxenanu peakuuu

CrneaHyTe HeKellaHH peaKildy ca JIOKJIaBaHM clie/l ThbproBcka ynorpeda Ha Bakcurpun. I1pynunnHa
Bpb3Ka ¢ Bakcurpunlerpa He € ycTaHOBEHa.

e Hapywenun na kppema u 1um@pruama cucmema
[Tpexoana Tpomboruronenus !, mumpanenonarus

e Hapywenua na nepsnama cucmema
[Tapectesus ", cunapom Ha ['unen-bape (Guillain-Barre [sic: Guillain-Barré] Syndrome, GBS),
HEBPHUT, HEBPAJITHs, KOHBYJICUH, eHLE()ATOMHETUT

e (Cwvoosu napywenus
Backysur, kato nypnypa Ha Henoch-Schonlein, B koM ciryyau ¢ npexoaHo 3acsaraHe Ha ObOpeLmTe.

() Tesn neske1aHy peakiiiy ca JIOKIIBAHM 110 BPEME HA KJIMHHYHH H3IUTBAHHA CAMO TIPH HAKOH Bb3PACTOBH I'PYIIH (BK.
TabimueH CriMchK HA HEXKE TAHUTE PCAKIIHH ).

Jlpyru crietaaHy normnyJiaiuuu




-  bpemeHnHM eHH

B KIMHUYHY H3MHATBAHHA, NIPOBEACHH ¢ OpeMeHHHM xkeHH B HOxHa Adpuka u Manm ¢ Bakcurpun (Bx.
TO4YKH 4.6 M 5.1), yecTOTAaTa HA CTUMY/TUPAHO AOKIAABAHHUTE JIOKATHH U CUCTEMHH peakHHH B NEPHOJ
oT 7 IHM cnell MOCTAaBAHETO Ha BAKCHHATA, Ca B ChOTBETCTBHE C T€3H, ChOOLIaBaHM 3a MOIyNalHsaTa Ha
BB3PACTHHTE MpH KIHMHHUYHY H3NUTBaHH4, npoBeAeHH ¢ Bakcurpun. B usnuteane B HOxxHa Adphka,
MIOKANHHUTE peakuuy ca 6K no-yecTy B rpynara ¢ Bakcurpun cripamMo rianebo rpymara B IBETeE
koxoprH HIV-HeratuBHy H HIV-no3utusuy. Hama npyru 3Ha4HMH pa3yIMKH NIPH CTUMYJTHPAHO
AIOKNAIBAHM PeaKIMHU MeXTy BakcHrpun u nnauedo rpynure B IBETE KOXOPTH.

B enHO xnHMHUYHO U3NMUTBaHE, NpoBeieHO ¢ OpeMeHHH xeHHU BbB OuHIanaus ¢ BakcurpunTerpa (Bx.
TOukH 4.6 1 5.1), vecToTaTa HAa CTUMYJTHPAHO HOKJIAABAHUTE JIOKATHH H CHCTEMHH PEaKLIHH,
cso01aBany 10 7 AHH ciien noctassaHe Ha BakcurpunTerpa, cbOTBETCTBA Ha Te3U ChOOIaBaHU 3a
MONynauMa Ha HeOpeMeHHH BB3pacTHM N0 BpeMe Ha IJIHHUYHH H3nUTBaHuA ¢ BakcurpunTeTpa,
MaKap M Ja € [0-BHCOKA 3a HAKOU HexXkeNlaHU peakuuH (DofKa Ha MACTOTO Ha MHXKEKTHPaHETOo, 001110
HepasiloNoxkeHHue, Tpenepexe, rinapobonue, Myuanrus).

ConobluaBane Ha MOAO3MPAHM HEXEJIAHHN peaKUuU
Cro0L1aBaHeTO Ha NOAO3UPAHH HeXXeNaHK peakUMH cnej paspetiaBaHe 3a yrnoTpe0da Ha JIEKapCTBEHHA

NMPOAYKT € BaXKHO. TOBa NO3BOMABA Aa MPOABDKH HAOMIOAEHHETO HA CHOTHOLIEHHETO NO3a/PHCK 3a
nexapeTBeHys NpoayKT. OT MEAMUHHCKHTE CMELMATHCTH CE€ H3HCKBA J1a choDIaBaT BCaKa
MOA03HpaHa HeXelaHa peaklds Ype3 HallMOHANIHA CHCTEMA 3a ChoOlaBaHe:

HManbaHUTENIHAa areHU U 110 JIeKapcTBarta

yi. .. Jlamsu ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiit: www.bda.bg

4.9 IIpenozupane
Ciyyau Ha IpHJIOKEHUE Ha MOBeUe OT MpenopbuMTe/HaTa A03a (peaosupane) ca cbodIaBaHH ¢

BakcurpunTerpa. Korato HexxenaHuTe peakuiu ca cbo01uaBaHy, HHpopMauuaTa € 6una B
ChOTBETCTBHE C W3BECTHHA Mpodua Ha 6ezomacHocT Ha BakcurpunTerpa, onvcaHa B Touka 4.8.

5. ®APMAKOJIOTMYHH CBOHCTBA
5.1 <PapmakoIHHAMHYHH CBOHCTBA
dapmakoTepaneBTH4Ha rpyna: Bakcuua cpewty rpun, ATC kona: JO7BB02.

MeXxaHH3BbM HA AeHCcTBHE

BakcurpunTeTpa npeAocTaBs akTHBHA UMYHHU3aLUA CpELLy YETHPH LlaMa Ha MPUMHHA BHPYC (/1Ba
A nojaTHna 1 Aea B THna), KOMTO ce CbABLPKAT BHB BAKCHHATA.

BaxcurpunTerpa unayLupa XyMOopaiH{ aHTHTEIA Cpellly XeMarnyTHHHHH B PaAMKHTE Ha 2 [0
3 ceamuui. Te3n aHTHTENA HEYTPATH3IUPAT TPHUNHUTE BHPYCH.

CneunpHUUHHUAT THTBP Ha aHTHTENAaTa, UHXUOUpaiy xemarayTuHaudaTra (HAI) cien BakcHHaumA ¢
HHAKTHBHpaHH BAKCHHH CPENLY FPUIICH BUPYC, HE CE€ CBbP3Ba ¢ fipeAna3BaHe oT 330051184 T

o
- _-_l[ F -I-“J’.!’ 'm‘j‘:.x
HO C€ W3M0JI3Ba KaTo MApKa 3a aKTUBHOCTTA Ha BakcHHATA. [Ipy HAKOW npoyyBaHKA 3a tgn\e‘iﬁ’ i@ T S
el e X
rnpd xopa, Turpute Ha HAI anTuTena ot >1:40 ce cBBbp3BaT C npeanassaHe ot 3a0oJs ﬁ%/r/rpuﬂ “‘x\ ;{-,j\“,\
kN
npyu a0 50% oT nauueHTHTE. ATREE T
| H} BT ! f:
. 5 : s :F_"n-

Tbi KaTo BUpYCHTe Ha MPHMA HEMPEKBCHATO €BOIOMPAT, BUPYCHUTE IAMOBE, H30pa
BAKCMHATA, Ce Npepasrnexaar exxeroaHo ot C30.




Exxeronxara pepakcHHaums ¢ BaxcurpunTeTpa He ¢ H3cieaBaHa. BeIpeku ToBa, Ha OCHOBAHHE Ha
KIIHHAYHHUA OITHT ¢ TPUBAJIEHTHATA RAKCHHA, CE NPENopbYBd €KEroAHa BAKCHHALIMA ¢ Ta3H BaKCHHA,
KaTo ce B3eMaT MOl BHHMaHHe: MpOAbDKATETHOCTTa HA HMYHHTETa, OCHIypaBaH € IIPOTHBOIpHAHATA
BAKCHHA H BB3MOXKHOCTTA 33 MPOMAHA HA LHUPKYJIHpallMTEe LAMOBE Ha TPUITHHA BHPYC OT roJAMHA Ha
rOOUHA.

EdukxacHoct Ha Bakcurpunlerpa

Heduampuuna nonyrayus

- Jleua Ha BB3pacT ot 6 10 35 Meceua (aKTHBHA UMYHH3aLMA).

Enxo paHaoMH3HPaHO mianebo KOHTPOIKHPaHO U3NUTBaHE € NpoBelicHO B 4 pervoHa (Adpuxka, Asus,
JIatuHcka AMepuka 4 EBpona) mo Bpeme Ha 4 IpUITHHE ce30Ha, npu nosede oT 5 400 acua Ha BB3pacT
oT 6 oo 35 Mecena, xouTto ca nomyudnu Ase aosu (0,5 ml) BakcurpunTerpa (N=2 722), wiau nmnauebo
(N=2 717) B pa3cTosHue Ha 28 OHH, 3a ga ce oLeHu edHKacHOCTTa Ha BakcurpunTeTpa 3a mpeBeHIINs
Ha 1abopaToOpHO NOTBBPAEHO MPUNTHO 3a0oMsABaRe, NPUYHHEHO OT HAKOH OT amoBeTe A WK B H
NpUYMHEHU OT [LIaMOBE, NOAOOHH Ha BAKCHHAITHUTE (KaKTO Ca ONPEICACHH Upe3 CEKBEHHPaHe).

JlaGopaTopHO NOTBRBPAECHO IPUIHO 3a60N4BaHe € onpeaAe/IeHo KaTo rpunonoaobHo 3abonsasane (I'113)
[nossa Ha TemnepaTtypa = 38°C (koATO NPOAB/DKaBa HAH-MaAIKO 24 vaca) 3a€JHO C MOHE €IMH OT
CIIEAHUTE CUMITTOMM: KaliLTHIIA, 3aMyLleH HOC, piHOpes, GapUHIHT, OTHT, MOBPBIIAHE WIH IHAPHA],
NOTBBPAEHH TabOpaTOpHO Upe3 06paTHO-TPAaHCKPHITTa3HA BEPHXKHA nonuMepasHa peakuusa (RT-
PCR), w/unu OT BHPYCHH KyITYpH.

Tabanma 1: I'punnn atakn 1 epuxkacHocT Ha Bakcurpan Terpa cpemy naboparopso
NOTBLPAEHO 3a00/IABAHE OT IPHI NPH A€Ua HA Bb3pacT oT 6 10 35 meceua

BakcurpunTerpa ILnauedo Eduxacnocr
(N=2 584) (N=2 §91)
n I'punna n I'punna % (2-cTpanHo 95% CI)
aTaka (%) aTaka (%)

JiaGopaTopHo NnOTBLPASHO TPHIHO
3abonABaHe, MPHYHHEHO OT:

- Hakoii OT rpUNHNATE THNOBE A HWIH B 122 4.72 255 084 52,03 (40,24; 61,66)

- Bupycex wam, noaoben Ha 26 1,01 85 3,28 69,33 (51,93; 81,03)

CHLABPXALUIHTE C¢ BLB BSIKCHHATA

N: Bpofi nHa ananu3upasure Aena (odi Opoi)
n: 6poii Ha yHaCTHHIIUTE CbC CHOTBETHHA €/IEMEHT
CI (Confidence Interval): AoBepHTEAEH HHTEPBAT

B nonbliHeHHE, MpeABAPHTENIHO 3aJa4eH KOMIUIEMEHTapeH aHaIM3 nokassa, ye BakcurpunTetpa
npenoTeparaea 56,6% (95% CI: 37,0; 70,5) Ha TexxkuTe /1abopaTopHO NMOTBLPAECHH IPUITHH
1a00IBaHHA, Ib/DKaLU ce Ha HakoH oT mamoBete H 71,7% (95% Cl1: 43.7; 86.9) oT TexkuTe
1a00paTOPHO MOTBBPAEHH 3a00ABaHUA, AB/DKALLY C€ Ha NMOJAOOHH Ha BAKCHMHAIIHUTE 1aMoBe. OCBEH
TOBa, YuacTHULMTE, Noyunnd Bakcurpun Terpa, crpanat 59,2% (95% ClI: 44,4; 70,4) no-manko ot
rpunonoaobHo 3a0019BaHe, OTKONKOTO YYACTHULIMTE, MOTYYHIH IU1auedo.

TexxkuTe nabopaTopHO NOTBBPACHH 3a00naBaHuA ca onpeaesieHH kKato '3 moTeepaenu
nabopaTtopHo upe3 RT-PCR w/unu BupycHa KyJITypa ¢ Hal-MaJIKO €1HH OT CJISAHUTE €JIEMEHTH:

- Temmeparypa > 39,5°C 3a yyacTHULIM Ha BB3pacT < 24 meceua uiM > 39,0°C 3a yyacTHHLIM Ha
Bb3pacT = 24 Mecela,

- W/WIH HAaH-ManKo €4HdH 3HAYMM IPHIIONIOA00EH CHMITTOM, KOMTO IIPpeYd Ha HOpMaJlHatTa
aKTUBHOCT (KalIIMLIA, 3aImyLlUBaHe Ha HOoca, pHHOped, (PapHHIHT, OTHT, [TOBpbILaHe, JHa

- Jleua Ha BB3pacT oT 3 A0 8 roAMHU (aKTUBHA UMYHH3ALIMA): _ ,
Ha 6a3ata Ha HaOmoaaBaHHa HMYHEH OTTOBOpP MpH A€lia Ha BBb3pact oT 3 10 8 roa ée;tﬂq_@_a:.ﬁ* _/ -
edrkacHocTTa Ha BakcurpunTerpa B Tasu nomyaauus Aa Obae HAU-MANKOTO HONOOHR F
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e(hUKacCHOCTTa, HabMIONaBaHa NPHU Aela Ha Bb3pacT OT 6 10 35 Meceua (Bx. ,,Jlela Ha BB3pacT o1 6 10
35 mecena‘ no-rope u ,,iMyHoreHHocT Ha BaxcurpunTerpa™ no-goiy).

- Bebera Ha BB3pacT moa 6 Mecewa poJileHH OT BAKCUHUPAHH N0 BpeMe Ha OPEMEHHOCTTA XKEHH
(MacHBRHa 3alLMTA):

BebeTtaTa Ha BB3pacT noa 6 Mecella ca ¢ BUCOK PUCK OT 3a00JigBaHe OT I'PHII, BOAELHO A0 BHCOKA
CTEMNEH Ha XOCIHTANK3alKA, BRIIPEKH TOBA IMTPOTHBOTPHITHUTE BAKCHHH HE 4 MOKAa3aHH 3a aKTUBHA
HMYHH3alUHd HA Ta3d BE3pacTOBa rpyna.

Ed¢uxacsocrra npu 6edera Ha >keHH, NomydriIH eaHa nosa 0,5 ml BakcurpunTerpa no Bpeme Ha
BTOPHA WM TPETHA TPUMECTBLP HA OpeMeHHOCTTa, HE € U3cneaABaHa; obave, epUKacHOCTTa NpH OebeTa
Ha )E€HH NOy4MIH eaHa Ao3a 0,5 ml ot TpuBaneHTHaTa HMHAKTHBHpPAaHA TIPOTHBOIPHITHA BaKCHHA
(Bakcurpumn) 1o BpeMe Ha BTOPHA WK TPETHUA TPUMECTbD Ha OpeMeHHocTTa e fwia noKas3aHa B
KIMHHYHM MPOYUYBaHUs U MOJKE JJa C€ €KCTpanonupa 3a Bakcurpumn l'eTpa.

EdHKaCcHOCTTa Ha TPHBAJIEHTHaTa MHAKTUBHPAaHa NPOTHBOTPHIIHA BakcHHA (Bakcurpun) rnpu 6ebera
cnel BakCHHallUA Ha OpeMeHHM JKeHHU B MbPBUA TPUMECTHP He € Ouia u3cneaBaHa 1o BpeMe Ha TE3H
npoyusanus. Heo6xonuMara BakCuHa1s POTHB IPUI [0 BPEME HA MHPBUSA TPHMECTHP HE TPAOBa Aa
ce ornara (Bx. Touka 4.6).

B paHnoMH3KHpaHH, KOHTPOIMpaHd KIWHHYHH W3NHTBaHKA OT (pasa IV nposenexd B Manu, Henan u
[OxHa Adprka npubnuzurenHo S 000 OpemeHHH xeHH ca NOay4YdIH BakcHrpran (TpHBaIEeHTHA
BaKCHHA MPOTHB I'PHUII, HECHABPKalLlia THOMepcan) U npuoIK3uTenHO 5 000 OpeMEeHHH XeHH ca
MOJTIYYWIH [U1auedo MK KOHTPOJIHA BaKCUHA (UETHPUBAIEHTHA MEHHUHIOKOKOBA KOHIOTHpaHa
BAKCHHA) N0 BPEME Ha BTOPHA WU TPETUS TPUMECTHP OT OpeMeHHOCTTa. EQHKAacHOCTTa HA BAKCHHATA
crpaMo J1abopaTopHO NMOTBEPACHO 3a00NABaHE OT IPUI NPH OpEMEHHH XKEHH € OLIEHEHO KaTo
BTOpHYHA KpaiHa TOYKA BbB BCHUKHUTE TPH H3ITHTBAHHA.

HManureanuaTa npoBeaeHd B Manu u 10xHa Adpuka AeMOHCTpUpaT epukacHOCTTa Ha Bakcurpun 3a
npeana3Bade OT [PHN Nprt OpeMeHHM JKEHU cliei BAKCHHALIAA 110 BpEME Ha TE3H TPUMECTPH OT
opemeHnHoCTTa (BK. Tabnuua 2). B npoy4usane nposeneHo 8 Henan, eduxacHocTTa Ha Bakcurpun 3a
NPEeBEHIIHATA Ha TPHAN NpyU OPEMEHHH JKEeHHM Cliel BAKCHHALUSA 110 BPEME HA TE3U TPHMECTPH Ha
OpeMeHHOCTTa He € Ouiia IEMOHCTPHpaHa.

Tabauna 2: I'punaM aTakn B epHKACHOCT Ha BakcHrpHn cpeiny 1adopaTopHO NOTBLPAEHO
3a0o/19BaHe OT rpun nNpH OpeMeHHH KeHH

I'punHU aTakH EdHKAaCHOCT Ha
(Hsiko# tan rpun A wau rpun B) BakcHIrpHn
% (n/N) % (95% CI)
TpuBajieHTHA BaKcHHa cpemly | KonTpoaa*
rpun (TIV)
Manu 0,5 (11/2108) 1,9 (40/2085) 70,3 (42,2 no 85,8)
TpuBajaeHTHA BakcHHa cpewly | [L1auefo
rpun (TIV)
H0xkHa APpHKa 1,8 (16/1062) 3,6 (38/1054) 50,4 (14,5 no 71,2)

¥ MeHHHIroKOKOBa BaKCHHA

N: bpoit GpeMeHHM WEHY, BKJIFOYEHY B aHAU3a

n: 6po#t yyacTHUUH ¢ 7a00PaTOPHO NOTBRPASCHO IPHITHO 3a00IBaHe
Cl: moBepHTEIEH HHTCPRA.]
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B chlnuTe paHIOMH3HPaHH, KOHTPOTHPAHH KITMHWYHH H3NHTBaHHUA OT ¢a3a IV nposeaenyn B Many,
Henan u IOxuHa Adpuka 4 530 ot 4 898 (92%) ot 6ebetarta, poAeHH OT OpEMEHHH JKEHH, KOHTO Ca
oy4Ywid Bakcurpun (TpHBaneHTHa BAKCHHA Cpellly I'PHIl, HeChAbpxallla Tuomepcan) U 4 532 or

4 868 (93%) 6ebeTta, poJeHH OT OpeMeHHU XEeHH, KOUTO ca MOMYyYHTH 1a1edo Wiv KOHTPOJHA
BaKCHHA (UeTHPHBAIEHTHA MEHHHIOKOKOBA KOHIOTHpaHa BakcHHa) (Bxk. Tabnuua 3) no BpeMe Ha
BTOPHS W/IH TPETHA TPHMECTHP Ha OpeMeHHOCTTa, ca OWH MPOCeNeHH 10 NPHOIU3IHTENHO 6-MeceuHa
BB3pacT.

H3nuTeanraTa noTEbPXKIaBaT edhukacHOCTTa Ha Bakcurpun 3a npeanassade oT rpun npy 6ebera ot
PAKIAHETO 10 MPUOIHM3UTENHO 6-MeceuHa Bb3pacT CJI€l BAKCHHHPAHE HA XeHH pe3 Te3H TPHMECTPH
Ha OpeMeHHOCTTa. JKeHH B NbpBHS TPUMECTEP OT OpPEMEHHOCTTA UM HE O5Xa BIIIIOYEHH B Te3H
wanuTBaHus. CrenosatenHo eprkacHoCcTTa HAa Bakcurpun npu 6ebeta poneHu oT Maiki,
BAKCMHHPAHH MO BpeMe Ha IbPBHUS TPHUMECTBP, HE MOXKe [1a Ob€ OLIEHEHA.

Ta6auna 3: F'punan ataku 1 edpuxkacHocT Ha BakcHrpan cpemy JadopaTopHO NOTBLPACHO
3a00/19BaHe OT IpHN NpH OebeTa cjie BAKCHHHPAaHe HA OpeMEHHH KeHH

I'pHnHH aTakH EDHKAaHOCT Ha
(Hakoi Tan rpun A uau rpun B) Bakcurpun
% (n/N) % (95% C1)
TpusanenTHa BakcuHa | Konrpoaa®
cpely rpun
Manu 2,4 (45/1866) 3.8(71/1869) 37,3 (7,6 no 57,8)
TpupaneHTHa BakcHHa | Ilianedo
cpemy rpun (T1
Henan 4,1 (74/1820) 5,8 (105/1826) 30,0 (5 no 48)
TpusanedTHa BakcHHa | Ilnauebo
cpewry rpun (TIV)
Kxna Ajppuka 1,9 (19/1026) 3,6 (37/1023) 48,8 (11,6 no 70.4)

* MEeHHHIOKOKOBA BaKCHHA

N: bpoii bebera, BKAIOUEHH B AHAIH3A

n: Opot ygacTHUNM ¢ TA00PATOPHO OTRBPACHO IPUITHO 3200/19BaHE
Cl: nosepure/ieH HHTEPBA

JlaHHuTE 33 ehMKACHOCTTA MOKA3BAaT HAMANABAILA 32LIWTA HA HOBOPOIEHHTE, POASHH OT BAKCHHUPAHH
Ma¥lkH, CIIEA PAXKAAHETO.

B npoyurane, npoeeneHo B HOxxHa ApHKa, epHKacHOCTTA Ha BaKCHHATA € HaH-BUCOKA npH OebeTa
Ha BB3pacT 8 ceaAMHLM Win no-maikH (85,8% [95% Cl, 38,3 no 98,4]) n HamasiBa ¢ TCYCHHE Ha
BpeMeETO; ehHKACHOCTTA Ha BakcuHaTa € 25,5% (95% Cl, -67,9 no 67,8) 3a 6ebera Ha Bb3pacT >8-
16 cenmurm u 30,4% (95% CI, -154,9 oo 82,6) 3a 6ebeta Ha Bb3pacT >16-24 ceAMHLIM.

B npoyuBaHeTo nporeneHo B Manu, uMa TEHASHLMA 3a MTO-BUCOKA €(HUKAaCHOCT HA TPHBAJICHTHATA
HeaKTHBHpaHa NMPOTHBOIPUITHA BaKCHHa npu OebeTa 1o BpeMe Ha ITbpBUTE 4 Mecela cliel paKAaHETo,
C NMO-HHUCKA eHKACHOCT Mpe3 5-TUs Mecell Ha HaOJIONEHHUE H U3IBEHO HaMallABaHE B PAMKHTE Ha 6-
THA MecCell, KOraTo 3aliiTaTa Beue He € HATMYHA.

[Ipenna3eaHeTo ot 3aboaABaHE OT IPUM MOXKE [1a C& O4aKBa caMo, ako 0edeTo(TaTa) ca U3NT0KEHH Ha
[1{aMOBETE, BKJIIOUEHH BbB BaKCHHATa, MOCTABEHA HA MalKarTa.
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HMmyHorenHocT Ha BakcurpunTerpa

KsIMHMYHM pOYUYBAHMA, [POBEICHH NMPH BL3PACTHH Ha BB3pacT oT 18 10 60 roxvHu, npH NHila B
cTapuecka Bb3pacT Hax 60 ronMHH M NpH Jela Ha Bb3pacT OT 3 10 8 roAMHH M Ha Bb3pacT OT 6 Ao

35 Mmecelia ca OLiCHWIH HMYHHHS OTroBop Ha BaxcurpunTertpa 3a HAI cpeneH reomerpuieH THTBP Ha
antutena (Geometric mean antibody titer, GMT) Ha aen 21 (3a Bp3pacTHH) U Ha OeH 28 (3a aeua),
HAI HHBO Ha cepokOHBepCHA (4-KpaTHO NNOBHIIABAHE B PELHIIPOYHHA THTHP HITH TPOMAHA OT
HeoTkpuBaeM [<10] mo peurnpoueH TuTbp oT >40) 1 HAI GMTR HuBO (TUTpH crnen/mpeau
BaKCHHAaLIUA ).

EnHo KIMHHYHO NpOYYBaHe, MPOBEIECHO NIPH BB3PACTHH Ha BE3pacT oT 18 g0 600 ronuHy U neua Ha
BB3pacT oT 9 no 17 roaunu, onucea UMyHHHUA oTroBop Ha BakcurpunTerpa 3a HAI GMT wua nen 21.
JIpyro KIIHHWYHO NMPOYyYBaHe, MPOBEAEHO MPH AeLia Ha Bb3pacT OT 9 A0 17 roaunH, ONKMCBA camMO
UMYHHHs OTroBop Ha Bakcurpumlerpa.

Eqso KIMHHYHO M3MMHTBAHE, IPOBEACHO TPUH OPEMEHHHM XXEeHU, ONTMCBA HMYHHHS OTTOBOP KBM
BakcurpunTerpa 3a HAI GMT na [en 21, HAI nuBoto Ha cepokonsepcus ¥ HAI GMTR cnen enua
1034, MOCTaBeHa Npe3 BTOPHA MK TPETHUA TPeMecThp Ha OpeMeHHocTTa. B ToBa M3nuTBaHe, €
OLIEHEHO TpaHcIaueHTaproto npemrHasaHe ypes HAI GMT Ha maii4nHaTa KpbB, KpbBTa B ITbITHATa
BPEB ¥ CHOTHOIIEHUETO MEXy KPBBTA B [TBIIHATA BPEB/MAMYHUHATA KPbB 1P PaKIAHETO.

BaxcurpunTerpa HIyLIHpa 3HAUUTENEH HMYHEH OTIOBOp Cpelly 4-Te LaMa Ha TPHII, CbAbPKALLH Ce
BbB BaKCHHATa.

Bwapacmuu u auya 6 crmapuecka gb3pacm

O6u1o 832 Bu3pacTHM Ha Be3pacT OT 18 1o 60 roauny v 831 nuua B cTapyecka BE3pacT HAJ
60 roauHy 64Xxa OLIEHEHH N0 OTHOLLIEHHE Ha HMYHHHA OTrOBOP Clieh eaHa no3a oT BakcurpunTerpa.

PE?.)UIT ATHTE 3a HMYHOI'CHHOCTTA Ca MMPCACTABCHH B Tad/IHLaTa Mno-ao0Jiy.

Ta6auna 4: PeayaraTure 3a HMYHOr€HHOCTTA NPH BL3PACTHH Ha Bb3ipacT oT 18 g0 60 roannu u
npH Bb3pacTan naj 60 ronnun

Bmgoa :;;:Hl: A0 BuipacT Hax 60 roaMHn
AHTHIeH Ha Iam
N=832 N=831
GMT (95% CI)

A (HIN1) (#}b) 608 (563; 657) 219 (199; 241)
A (H3N2) 498 (459; 541) 359 (329; 391)
B (Victoria) 708 (661; 760) 287 (265; 311)
B (Yamagata) 1 715 (1 607; 1 830) 655 (611; 701)

SC % (95% CI) ©
A (HIN1) @® 64,1 (60,7, 67,4) 45,6 (42,1; 49,0)
A (H3N2) 66,2 (62,9; 69.4) 47,5 (44,1; 51,0)
B (Victoria) 70,9 (67,7; 74,0) 45,2(41,8; 48,7)
B (Yamagata) 63,7 (60,3; 67,0) 42,7 (39,3; 46,2)

GMTR (95% CID) @
A (HIN1) ™ 9,77 (8,69, 11,0) 4,94 (4,46; 5,47)
A (H3N2) 10,3 (9,15; 11,5) 5,60 (5,02, 6,24)
B (Victoria) 11,6 (10,4; 12,9) 4,61 (4,18; 5,09)
B (Yamagata) 7,35 (6,66;8,12) 4,11 (3,73, 4,52)

N (number)=6poit MallMeHTH ¢ HANUYHM JaHHH 3a pasriekiaaHara kpaifua Touka
GMT Cpeaen reoMerputieH TUThp: CpeaeH reomerpudeH turep; CI (Confidence Interval): losepu
(a) N=833 3a rpynara Ha Bb3pacT oT !8 a0 60 roanun
(b) N=832 3a rpynara Ha Bb3pact Hal 60 roauHu
{(c) SC (Seroconversion): C¢pOKOHBEPCHA WM 3HAYHTEIHO YBCIHUYEHHE 34 YYACTHHLM € THTBHD NpeaH
{ 1/paspejicH), 4.1 Ha YHaCTHHIIMTE C THTHP chejil Bakcunauus >40 (1/paspeden) v 3a y4acTHHIMK € T

13




gakcynaia > 10 (1/pa3peaeH), 141 Ha yHaCTHULHTE ¢ = YETHPHKPATHO YBCIMYCHHE OT THTHPA NMPEAN BAKCHHALIHA 10
TUTBPA CNIEA BAKCHHALIHUA

(d) GMTR (Geometric Mean Titer Ratio): ['eoMerpHuHa cpeana CTORHOCT Ha CHOTHOLIEHHETO HA HHAWBHAY &THH THTPU
(TUTPH CAeA/Ipeay BAaKCHHALINA )

bpemennu dcenu u mparcniayeHmapHo npemMunasane

Ha obuio 230 6pemeHHH »keHH € npuioxkeH BakcurpunTerpa nipe3 BTOpUA HWIH TPETHA TPUMECTHD Ha
OpemenHoctTa (0T 20-Ta N0 32-pa ceaMHLA HA OPEMEHHOCTTA).

PesynraTture 3a uMyHoreHHocT 4pe3 HAI meton npu OpemeHHM xeHW 21 AHM ciel BaKCHHHpPaHE ¢
BakcurpunTerpa ca npeacrasedu B Tabimua 5.

Tabanna 5: Pesyararure 3a aumyHoredHoct upe3 HAI meroa npu Opemennd ke 21 anu caen
BakchaHpane ¢ BakcurpunTerpa

QlIvV

AHTHIE€H HA IaM N=216

GMT (95% CI)
A (HIN1)* 5235 (466; 592)
A (H3N2)* 341 (286; 407)
Bl (Victoria)* 568 (496; 651)
B2 (Yamagata)”* 003 (870; 1134)

>4-kpaTHO NosHUIaBaHe n (%) ¥
A (HINI)* 38,0 (31,5; 44.8)
A (H3N2)* 59,3 (52,4, 65,9)
B1 (Victoria)* 61,1 (54,3; 67,7)
B2 (Yamagata)* 59,7 (52,9; 66,3)
GMTR (95% CI) @

A (HIN1)* 3,81 (3,11;4,66)
A (H3N2)* 8,63 (6,85;10,9)
B1 (Victoria)* 8,48 (6.81; 10.6)
B2 (Yamagata)* 6,26 (5,12; 7,65)

*A/HIN1: A/Michigan/45/2015 (HIN1) pdm09-noaoben mav; A/H3N2: A/Hong Kong/4801/2014
(H3N2)-noaobeH 1aM;

B1: B/Brisbane/60/2008-no,06en mam (B/nuaus Victoria);

B2: B/Phuket/3073/2013-nox0ben mav (B/amuug Yamagata)

N: Opo#i Ha y4acTHHLHTE, 32 KOUTO ¥Ma JaHHH 3a CHOTBETHATA KpaiHa TO4YKa

GMT: Cpenen reoMerprucH THThp;  Cl: joBepUTEICH HHTEPBA

(a} SC (Seroconversion) CepOKOHBEPCHA KW/IH 3HAHUTEIHO YBEIHYEHHE: 38 YYACTHHIIM C THTBP
npead BakcuHamds <10 (1/pa3speden), it HA yHaCTHHUHMTE ¢ THTHP CJI€A BaKCHHAIIMA
>4() (1/pazpenen) u 3a yHaCTHHIIM C TUTBP npeau Bakcuuaums =10 (1/pa3penen), nsn Ha
YYACTHHIIUTE C = YCTHPHUKPATHO YBEIHYEHUE OT THTHPa NPeAd BAKCHHALIMA A0 TUTHpA CAC
BaKCHHALIHA

(b) GMTR: {Geometric mean titer ratios) I eoMeTpHiHa cpeaHa CTOMHOCT Ha ChOTHOIIECHHUETO HA HHIKBHIY &/ THH THTPH
(THTPH caea/Npe/lv BaKCUHALINA )

JleCKpUNTHBHATA OLlEHKa Ha UMyHoreHHocTTa upe3 HAI meTton npH paxaaHeTo B KpbBHA NMpoda Ha
maiikata (BLO3M) u B kpepBHa npoda or menHara BpbB (BLO3B) M oT TpaHcmnaueHTapHOTO
npemuHasaHe (BLO3B/ BLO3M) ca npeacrasenu B Tabauua 6.

Ta6auna 6: leckpunTHBHA OlleHKA HA HMYHOorenHocTTa upe3 HAI metoa na BakcurpunTerpa
NpPH PaXXAAHETO

Q1v

AHTHIEH HA I13aM N=178

BLO3M (Maiiuuna kpbB)
GMT (95% CI)

A (HIN1)* 304 (265; 349)
A (H3N2)* 178 (146; 218)
B1 (Victoria)* 290 (247; 341)
B2 (Yamagata)* 547 (463; 646)
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QIv

AHTHreH Ha 1AM N=178
BL03B (Kpbe oT nN:bNHA BpPLB)
GMT (95% CI)
A (HIND)* 576 (492; 675)
A (H3IN2)* 305 (246; 379)
B1 (Victoria)* 444 (372; 530)
B2 (Yamagata)* 921 (772; 1099)

TpaucnaaueHrapeH TpaHgep:
BLO3B/BLO3IMS§ GMT (35% CI)

A (HIN])* 1,89 (1,72; 2,08)
A (H3N2)* 1,71 (1,56; 1,87)
B1 (Victoria)* 1,53 (1,37; 1,71)
B2 (Yamagata)* 1,69 (1,54; 1,85)

N: Opo#i Ha yHacTHHHMTE, 32 KOUTO ¥Ma JAHHM 3a ChOTRETHATA KpaHHA TOYKA: XXEHH, KOWTO ca
noayunny QIV, poaunn Hal-pato 2 ceIMHLIM Clie]l HHXXEKTHPAHETO H 33 KOUTO € HAIHYHA KPBB
OT MbIHATA BPBB H kKPBB OT MafKaTa o BpeMe Ha paOXIaHETO.

*A/HINI: A/Michigan/45/2015 (HIN1) pdm09-noaoten mam; A/H3N2: A/Hong
Kong/4801/2014 (H3N2)-rioao0eH wam;

B1: B/Brisbane/60/2008-noao6eH miam (B/nuuua Victoria)

B2: B/Phuket/3073/2013-noaoben mam (B/nuana Yamagata)
§ Ako maitkara uma X 6ebera, HelHMAT TUTBP c€ OpoH X IThTH

[lpyn paknaHeTo, TO-BUCOKMTE HUBA HA aHTHTENAaTa B poda OT ITbIIHaTa BPbB B CPABHEHHE C
MaiiuiHaTa rnpoba ca B CbOTBETCTBHE C TPAHCIUTALICHTAPHO MPEMHHABAHE HA aHTHTE A OT MaHKaTa
KBbM HOBOPOZEHOTO Clie]l BAKCUHUPaHe Ha »xeHUTe ¢ BakcurpunTerpa npes BTOpUs UNH TPETHA
TPUMECTHP Ha OpeMEHHOCTTA.,

Te3u AaHHH CHOTBETCTBAT HA MACHBHATA 3aIUMTa AEMOHCTpHUpaHa Npu 0edeTa OT pakIaHETO OO
npuOIU3UTENHO 6 Mecella cliel BAKCHHALUA Ha OPEMEHHH XKEHH Npe3 BTOPHA WIH TPETHSA TPHMECTHP
Ha OpeMeHHOCTTA ¢ Bakcurpun B usnutBaHus, nposeseHd B Manu, Henan u 10xna Adpuka (Bx.
noarouka ,,EdukacHoct Ha BakcurpunTerpa™).

Heouampuuna nonyrayun

- Ieuia Ha BB3pacT oT 9 Ao 17 roaunu:

[Tpu 06110 429 nenia Ha BB3pacT 0T 9 10 17 roauHH, KOUTO ca NOTYUYHIIH eHa A03a oT BakcurpunTerpa,
MMYHHHAT OTCOBOD Cpellly 4-Te 11ama, KOUTO ¢ CbAbPKAT BbB BakCHHaTa, Oelue noAo0eH Ha UMYHHHA
OTTOBOP, HHAYLIMPAH [pH BB3pacTHU Ha BB3pacT OT 18 ao 60 roausu.

- Hella Ha BB3pacT OT 6 Mecelta 10 8 roJHHH:

Oowo 863 mena Ha Bu3pacT oT 3 10 8 rogMHU NOIyYMXa eAHa WM 1Be J03H OT Bakcurpunlerpa B
3aBUCHMOCT OT aHaMHe3aTa UM Ha BaKCHHALUMA Cpelly rpum.

Jleuara, KOUTO ca MOJYUYWIH CXeMa C €lHAa Wi ABe A03u oT BakcurpunTerpa, ca mManu nogodHa
HMYHHa peaKkiliva clel (10CAeIHaTa 1034 OT ChbOTBETHATA CXEMA.

B nombaHenve kbM epurKacHOocTTa HA BakcurpunTerpa, MMYHOT€HHOCTTA Ha ABe 103U 1o 0,5 ml
BakcurpunTerpa 6ctue ouexHena 28 qHu ciell MONYyYaBaHETO HA MOCIE/IHATA HHXKEKLIHSA
BakcurpunTerpa upe3 HAI meton npu 341 neua Ha BB3pacT OT 6 10 35 Meceua.

Pﬁ3y.l'lTaTHTB 32 HMYHOI'CHHOCTTA Ca MNPCACTABCHHA B Tabnuuara [10-401Y.
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Tabauna 7: Pe3yaraTi 3a HMYHOTEHHROCTTA NMPH J€Na Ha BL3PACT oT 6 Meceua 1o 8 ronuum

Br3pact o1 6 10 35 Mecena Bn3pact oT 3 A0 8 roaHHH
AHTHIEH HA aM
N=341 N=863
GMT (95% CI)

A (HIN1) 641 (547; 752) 971 (896, 1 052)
A (H3N2) 1 071 (925; 1 241) 1 568 (1451;1 695)
B (Victoria) 623 (550; 706) 1 050 (956; 1 154)
B (Yamagata)® 1 010 (885; 1 153) 1173 (1 078;1276)

SC % (95% CI) ®
A (HIN1) 90,3 (86,7, 93,2) 65,7 (62,4, 68,9)
A (H3N2) 90,3 (86,7; 93.2) 64,8 (61,5; 68.0)
B (Victoria) 98,8 (97,0; 99,7) 84,8 (82,3; 87,2)
B (Yamagata)*® 96,8 (94,3; 98.4) 88,5 (86,2; 90,6)

GMTR (95% CI) ©
A (HIN1) 36,6 (30,8; 43,6) 6,86 (6,24; 7,53)
A (H3N2) 42.6 (35,1; 51,7) 7.49 (6,72; 8,35)
B (Victoria) 100 (88,9; 114) 17.1(15,5; 18,8)
B (Yamagata)® 93,9 (79,5; 111) 25,3 (22,8; 28.2)

N=0poii y4acTHHLM ¢ HUTHYHM JaHHH 3a pasriIeKIaHATA KpaiHa TOYKa
GMT (Cpenen reomerpuyieH TUTHP): Cpenen reometpiucH THTEP; Cl (Confidence Interval). Jloseputenen untepnal,

(a) N=862 3a rpynara Ha Be3pacT oT 3 20 8 ro1HHY

(b} SC (Seroconversion): CepOKOHBEPCHA WIH 3HAYUTETHO YBEJIMUCHHE 32 YHYACTHHIM C THTBP NpeaH BakCHHALMA <10
(1/paspeneH), A4/ Ha YHACTHULIMTE ¢ THTBP ciled BakcHHauus =40 (1/pa3penen) 1 3a yHacTHHLIK C THTEP NIPEAH
sakcuHalua >10 (1/pa3pencH), A8 HA YHACTHUILUTE € > YETHPHKPATHO YBEIHYCHHE OT THTHPA NPEAH BAKCHHAIMA 10
THTBpA Cleld BAKCHHALHA

(¢) GMTR (Geometric Mean Titer Ratio): 'eoMeTpr4iHa cpeiHa CTORHOCT HAa HHAHBHAYATHH OTHOWCHMA (THTPH
caen/npend BakCUHAIKA )

Te3u faHHH 33 UMYHOrEHHOCTTA AapaT Nnojakpensnara uHGopMalys B JOMBJIHEHHE KbM JAHHUTE 32
edHKACHOCTTA HAa BAKCUHATA B Ta3W nomynauus (Bx. Touka ,,Ed¢nkacHoct Ha BakcurpunTerpa®).

5.2 PapMakOKHHETHYHH CBOHCTBA

Henmpunoxumo.

5.3 Ilpeax/IMHHYHH NAHHH 32 De30MACHOCT

HexavuuuHuTE JaHHU He NMokazsat ocobeH puMck 3a xopa Ha fa3aTa Ha KOHBEHIIHOHAJTHUTE

MPOYYBAHHKSA MPH MHOTOKPATHO NpUiarate u JOKanHa TOKCHYHOCT, penpoayKTHBHA TOKCHYHOCT H
TOKCHYHOCT Ha Pa3BUTHETO K MPOYYBaHHA 32 (hapMaKoIorHyHa 0e30nacHoCT.

6. OAPMAINEBTHYHH TAHHH
6.1 Chnuchk HA NIOMOIHWTE BEIleCTBA

bydepen pasTBop:

- Hatpuer xnopua

- KanueB xyopun

- JduHaTpuer'  dar auxuapar
- Kanues guxuaporesdocdat

- Boaa 3a uHXEKLUHUH
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6.2 HechbBMECTHMOCTH

[TpH nKMnca Ha nNpoyyBaHHSA 33 HECHBMECTHMOCTH, TO3HM JICKAPCTBEH MPOAYKT He TpAOBa Aa ce CMeCRa ¢
JAPYTH JIEKAPCTBEHH NMPOIYKTH.

6.3 Cpok na rognocr
| ronnna
6.4 CpnenuaiHy YCJIOBHA HA ChbXPaHEeHHE

Ha ce cpxpauapa B xnanuaHuk (2°C — 8°C). [Jla ne ce 3aMpa3sasa. CreXpaHaBaifTe CPHHLOBKATA B
KapTOHEHaTa OMaKoBKa, 3a Aa Ce Npelnas3yu oOT CBET/AHHA.

6.5 Bua u chabpKaHde HA ONAKOBKATA

0,5 ml cycneHaunsd B peABApUTENHO HAITBIIHEHA CIIPUHIIOBKA (CTBKIIO THN 1) ¢ NpHKpereHa Hria,
cHabneHa ¢ raaBa Ha OyTanoTo (enacTtoMepeH XnopoOyTun uimu 6pomoOyTrn) — onakoska no 1, 10
mnu 20,

0,5 ml cycneH3us B ipeABapUTe/IHO HAITBJIHEHA CIIPUHLIOBKA (CTHIUO TUMN 1), cHabnena ¢ riasa Ha
Oytanoro (enactomeper OpoMOOYTIIT) U Kana4ka ¢ TBbp/ HAKOHEYHHK.
- Onakoska oT 1, 10 win 20 npegBapuTeTHO HaMBJIHEHa( M) cipHHLOBKa(H) Oe3 Uria(H).
- Onakoska ot | uau 10 npeapapuTenHO HanmbiHeHa(H) cipyHUOBKA(M) ¢ oTAcAHA(H) Hriaa(u) (oT
HEpBXKJIaeMa CTOMaHa) ¢ npeanasuren (noJukapOooHar).

He BcHukH BHIOBE ONAKOBKM MOrar aa OBJAT IMycHaTy B fIpoaaxda.

6.6 CrHneuHannu npeana3Hn MepKH NPH H3XBLPAAHE H paboTa

[Ipenu ynoTpeba BakcuHaTa TpaOBa 1a ce OCTaBH Ja JOCTUIHE CTalHa TeMnepartypa.

Jla ce pazkiatu npeau ynorpeoa.

IloaroToBka 3a NPHJIOKEHHE

CripyHIIOBKATA CHC CYCIIEH3UATa 3a MHXKEKUXH TpAOBa Ja ce MPOBEPH BH3YAIHO NMPEAH NPHIOKEHHE.
B cayuaii Ha HanW4YHe HA YyXOM YaCTHLM, H3TH4YaHe, [TPEeKIEeBPEMEHHO 3aJeiCcTBaHe Ha OYyTAI0TO MK
nedeKTHA Kanayka Ha NPUCHEIUHUTETHUA KOHYC, H3XBBPJIETE NPEABAPUTEIHO HAITb/IHEHATA
CIIPHHLIOBKA.

CrnpHHLIOBKATA € TIpeiHa3Ha4YeHa CaMo 3a €AHOKpaTHa ynotpeba v He TpaOBa Aa ce H3Ios3Ba

[OBTOPHO.

Vka3aHus 3a ynoTpeda Ha NpeABapHTEAHO HAMbIHEHA CIIPHHLIOBKA THII TYEP JIOK:
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®urypa A: CopuHIOBKA THII JIyep JIOK ¢ TBbPA HAKOHEYHHK

yep NOK afjanrep

: i

¥ \
Oyrazo na CHPHHIOBKA Kana'ika Ha
CHPHHIOBKATA HAKOHE'THHK

Crenka 1: Kato abpkute ananrepa iyep
JIOK ¢ e/1Ha pbKa (M30sreanTe 1a xsauare
OyTasIOTO WIM LIMJIMH/Ibpa Ha J—
CIIPHHIIOBKATA), OTBUHTE Kamnaykara, Kato
51 3aBHPTUTE.

Crpnka 2: 3a /1a IpUKPEIUTE UI1aTa KbM =
CMPHUHLIOBKATa, BHUMATEIIHO 3aBbPTETE SR |
urjiata B ajaarrepa Jiyep JIOK Ha
CITPUHIIOBKATA, JIOKATO IMOYYBCTBATE JIEKO ~—
CBITPOTHUBJICHHE. ] ”

Mucrpykuuu 3a ynorpeda HA HIJIa ¢ Npeana3snTe] H NpeIBAPHTE/IHO HANNB/IHEHA CIPHHIOBKA
Jayep JI0K:

Cneasaiite cTbnku | ¥ 2 NOCOYEHH NMO-rope, 3a Jia NOArOTBUTE CIIPHUHLIOBKATA JIYEp JIOK U MIJlaTa 3a
MpUKperBaHe.
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@urypa b: Uraa ¢ npeanasuren (BbrpenieH @urypa B: KomnonenTn Ha uriia ¢
KOPIYC) npeanasurte/i (MOAroTBeHH 3a ynorpeda)

Kopmyc Kanavyka

‘ ‘ OpelNAATEN  wp ,-*/

_,/

1 mw IpPOTERTOP
: 4
! 7/

Crenka 3: U3abpnaiite koprnyca Ha uriara ¢ npeanasures. Mriara e nokpura ¢ npeanasuren u
MPOTEKTOP.

Crbnka 4:

A: [lpemectere npeanasuresns BCTpaHH OT
UrjiaTa U KbM CIIPHHLIOBKATa MO/ -
MOKa3aHUsA BI'bJI.

b: U3abpnaiite nporekTopa.

Crbnka S: Criejl NpUKIIOYBaHE Ha
HHKEKTHUPAHETO 3aKjItoueTe (AKTHBUpaKnTe)
Mpe/ana3uTesis, KaTo W3MoJI3BaTe eHa OT -

TpuTe (3) HIKOCTPUPAHU TEXHHUKH C €1HA e 7t c= L?\., e ’\ e
PbKAa: aKTUBHPAHE C ITOBbPXHOCT, NaJieLl 't *“';5“ S e T i “\\’iﬂ;ﬁ, Ay
WIH TPBCT. Eo— S - O

3a0eneKkKa: AKTUBUPAHETO ce MpOoBEPsBa
ype3 3ByKOBO W/HMIIH TAKTHITHO
"lpakBaHe".

Crbnka 6: BusyaiHo nposepere
AKTHUBHPAHETO Ha Ipe/ana3ureis.
[Tpeanasurenst TpsaOBa 1a € HANBJIHO
3aK/II04YEeH (AKTHBHPAH), KaKTO €
nokasaHo Ha ¢urypa B.

Gdurypa I nokassa, ye npeanaszurenast HE
€ HANbJIHO 3aKJII0YEeH (He ¢ AKTHBHPAaH).

r i

vamd ] =~
. ;'. .'..-* = “-.__!: :-,, ) ':.
RetipThppat. o \
H3TJIaAacKBaTe HrJiarta orT npeﬂna*mre.uﬂ. A e / PL . ST, = \
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Henznon3saHuAT JICKApCTBEH MNPOAYKT WK OTNAXBHHHTE MAaTCPHAIIN OT HEIO Tpfl'ﬁBa Aa CC HIXBBPIIAT
B CBOTBCTCTBHEC C MCCTHHUTEC H3IHCKBAHHAL,

7. TIPUTEXATEJ HA PASPEHNIEHUETO 3A YIIOTPEBA
Sanofit Winthrop Industrie

82 avenue Raspail

94250 Gentilly

Opanuus

8. HOMEP(A) HA PABPELIEHHETO 3A YIIOTPEBA

20160310

9. JATA HA IIBPBO PA3ZPEINIABAHETIOAHOBABAHE HA PAZPEHLIEHHETO 3A
YINIOTPEDA

Jlata Ha mepBo paspewasade: 05.10.2016
JTaTa Ha mocaenHo noaHoegpaHe: 23.04.2021

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

25 cenrrempu 2024 1.
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