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JKalllel 1Mo MEHbIIEH Mepe JBa KalCyJIbHBIX CaxapH-
J1a, BEIOPAaHHBIX U3 IPYIITIBI, COCTOSIIEH U3 KarCyJIbHO-
ro caxapuaa N. meningitidis ceporpynmsr A (MenA),
KarncynpHOTO caxapuaa N. meningitidis ceporpymisr
C (MenC), xamcymeHOTO caxapuma N. meningitidis
ceporpynmnsl W135 (MenW135) u kxancynpHOTO Ca-
xapuaa N. meningitidis ceporpynmel Y (MenY), mo
OT/AENBHOCTH KOHBIOTUPOBAHHBIX C OEITKOM-HOCHTE-
JieM, TIe KOHBIOTaTHYIO BaKIWHY NMpOTHB Neisseria
meningitidis BBOASIT COBMECTHO C BAaKIIMHOW, Corep-
xKamel audTepuiiHBI aHATOKCHH W CTOJOHSYHBINA
AHATOKCHH.

IV 89%16S10C



PCT/EP2014/055355 MIIK:A6IK 39/095 (2006.01)
CNnoCOb JNIEYEHUA

OBNACTb TEXHUNKW

Hactosiwee mnsobpeteHne OTHOCUTCA K 0Bnactu NPUMEHEHUA KOHBIOraTHbIX
BakuMH npoTtuB Neisseria meningitidis [onNa npeaynpexaeHna  unm  nevyeHus
nHpekumm N. meningitidis. B 4yacTHOCTM, HacTosilee n3obpeTeHne OTHOCUTCS K
COBMECTHOMY BBELEHUNIO KOHBIOraTHbIX BakumH npotme N. meningitidis ¢ BakumMHamu,
cogepxawmmm DTP (aHTureHbl audtepumn, CTONBHSAKA, KOKMKoWa), Yy HaceneHus,
KoTOpoe ObiNo npeaBapuTENbHO MMMYHU3UPOBAHO MO MEHLLUEAM Mepe OfHOW
KOHBIOraTHOM BakuMHOW. [pyronM acnekT p[AaHHOro Wn3obpeTeHMss OTHOCUTCS K
NPUMEHEHMIO LOMNONHUTENBHOW UMMYHU3aLNN.

MPEAWECTBYIOLWWA YPOBEHb TEXHUKA

WHdekuma wuHBasmeHon  Neisseria  meningitidis  Bbl3biBaeT  TsKenoe
3abonesaHne ¢ npubnuantensHO 10%-HOM CMEPTHOCTBIO, AaXe MpPU BBELEHUU
noaxoaawmx aHTMbnoTnkoB n nogaepxuvsarowen tepanun [1]. B CoeguHeHHbIX
LTaTax 60nNbLWNHCTBO CriyYaeB MHBa3MBHOIO MEHMHIOKOKKOBOro 3abonesanus (IMD)
BbI3BaHO ceporpynnamu B, C n'Y [2], Torga kak ceporpynnbl A, W-135 n X, koTopble
ABNAOTCA BaXHbIMW MpUYMHaAMK BCMbIWeK 3aboneBaHUs BO MHOIMMX pernoHax no
Bcemy mupy [3,4], BoisBnsatoTca 6onee peako. et B Bo3pacte Ao 1 roga umerot
HambonbLuyro 3abonesaemocts IMD B CLUA (npubnusmutensHo 1:18500 HaceneHus;
1998-2007 rr.) [2]. CneposartenbHO, Ana TOro 4tobbl BO3AENCTBOBATL Ha
MEHMHIOKOKKOBOE 3aboneBaHue y aeten B Bospacte o 1 roga m crapwe B CLUA,
MEHWHIOKOKKOBbIE KOHBIOraTHbIE BaKUMHbI AOSMKHbI ObiTh 3MEKTUBHBIMU C PAHHETO
Bo3pacrTa [5].

BakumHy Ha ocHOBE MEHWHroKoKkoBbIX ceporpynn C u Y, obbeamHeHHyo C
Hib (Haemophilus influenzae B) (HibMenCY-TT, MenHibrix™, GlaxoSmithKline
Vaccines), HegaBHO nuueHsnposany B CLUA ana npumeHeHnsa y aeten B BO3pacTte
Ao 1 roga B BUge cepum U3 4 03, Ha4YMHaa C 2-MecavyHoro Bospacta [6], nocne
AEMOHCTpauMM MMMYHOFEHHOCTU 1 6e30MacHOCTU B KIMHUYECKUX UCTbITaHWUSX,
npoBeAeHHbIX ¥ AeTen B Bo3pacTe A0 1 roga u geten npeanoLlKonbHOro Bospacra
[7-14]. OpHa uyeTblpexBaneHTHass MEHMHIOKOKKOBasA KOHbKOratHas BakuMHa Ha
ocHoBe ceporpynn A, C, W-135 n Y (MenACWY) nuuensmnposana B CLUA gng

npuMeHeHns y aeten B Bo3pacte 9-12 mecaues (Menactra™, Sanofi Pasteur): ase



[03bl KOTOPOW pekoMeHAoBaHbl KOHCynbTaTtMBHbBIM KOMUTETOM MO npobnemam
BakumHaumm (ACIP) pns peteM npw  noBbiweHHOM pucke IMD  wu3-3a
HEeJOCTaTOYHOCTH KOMMremMeHTa nnu BO34,ENCTBUSA BCreacTeme
noes3aku/HaxoxaeHms B sHaemmyeckon obnactum [15]. [pyras koHbloratHas BakumHa
MenACWY nuueHanpoBaHa gnsa npuMeHeHust ¢ 2-neTtHero BoapacTta (Menveo™,
Novartis).

BakumHa MenACWY ot GlaxoSmithKline Vaccines co Bcemn ceporpynnamu,
KOHBLIOrMPOBaHHbIMM ~ CO  CTOMOHAYHbIM — aHatokemHoMm  (TT)  (MenACWY-TT:
Nimenrix™), nMueH3anpoBaHa B BUAE O4HOM A03bl B EBpone, HO ocTaeTcs Ha ctaaum
KNMUHUYECKUNX nccneaoBaHum B CLLA. KnuHnyeckne ncnbITaHUA
npoAemMoHcTpupoBanu, 4to ogHa pgosa MenACWY-TT gaBnseTcs MMMYHOreHHOW B
OTHOLLUEHMM BCEX 4eTbIpeEX Ceporpynn U1 XOpOWO MNEPeHOCUTCS Yy AeTeun
NpeafoLWKONbHOrO BO3pacta B Bo3pacte ¢ 12 mecaues, AeTen, NOAPOCTKOB U
B3pocnbIx [16-23].

Cxema negmaTtpuyyeckon UMMyHMU3aUMM ABNSETCA  MNEPErpy>KeHHoW, U
coxpaHseTcs HeobxoauMOCTb B OueHke ©6e30nacHOCTM W MMMYHOMEHHOCTU
MEHWHIOKOKKOBbIX KOHBIOraTHbIX BaKUWH MNPy UX BBEAEHUM B CXEMY MMMYyHU3aUUn C
APYrMMW  neguaTtpuyeckumn BakuymHamu. [peacraBnaeT LEHHOCTb YCTaHOBMEHWe
TOro, NPWBOAUT N COBMECTHOE BBEAEHWEe C APYrMMU BakuuHamu K npobrnemam
MeLLaroLLMX B3aUMOAENCTBUIA UMW NOBLILLEHHOM UMMYHOTEHHOCTU.

B HacTosilem nccnenoBaHnmn OLEHMBAETCA MMMYHOMEHHOCTb W ©e30nacHOCTb
MEHWHIOKOKKOBbLIX KOHBIraTHbIX BakKUWH NPy BBEAEHUN B BUAE AOMOSNHUTENBHOW
[03bl BO BTOPOW o Xu3HW. B vactHocTn, B HEM onucaH 3dhdeKT COBMECTHOrO
BBEAEHNA C 030K BECKNETOYHOW BakUMHbI NPOTMB andtepun n ctonbHsaka (DTPa)
BO BPEMS BTOPOro rofa XXM3Hu.

[aHHoe mnccnepoBaHMe HeOXWAaHHO nokasano, YTO COBMECTHOE BBeAEHME
NONMBANEHTHOMN  MEHMHIOKOKKOBOWM  KOHBLHOraTHOM  BakUWHbl C  BakuMHaMW,
cogepxawmmmn DTPa, BO BTOPOW rof XM3HW NPUBOANT K YCUNIEHHOMY MMMYHHOMY
OTBETY NPOTMB MEHMHIOKOKKOBbBIX KOHBLIOraToOB MO CPABHEHWIO C TEM, KOrga AaHHbIE
BakUMHbl BBOAATCA B pasHble MOMeEHTbl BpemeHW. bonee npocraa cxema
UMMYHM3aLMN, NPU KOTOPOW COBMECTHO BBOAAT MEHMHIOKOKKOBbBIA KOHBIOraT W
DTPa, npuBoguMT K ABOWHOW NOMNb3€ MEHBLLUETO 4MCna MOCELLEHUN KIMHUKA U

YNyYLEHHON MMMYHOTEeHHOCTW.



CornacHo ogHOMYy acnekTy n3obpeTeHus npeanoxeH cnocod MMMyHusaumm
npoTuB uHpekumn Neisseria meningitidis, BKNOYaOWWW CTagunu a) MMMyHU3aLUmu
nayneHTa-YenoBeka B nepsom Bospacte oT 0 go 11 mecsaueB NO MeHbLUEN Mepe
ooHUM BakTepuanbHbIM CaxapuaoM, KOHBLITMPOBaHHBIM C nNepBbiM  Benkom-
HocuTenem C ofpasoBaHMeM KOHbtorata 6aktepuanbHbix caxapugos;, U 6)
UMMYHM3aLMM nauneHTa-4yenoBeka BO BTOPOM Bo3pacTe oT 12 no 24 mecsues
KOHBbHOraTHOM BakUMHOW Ha ocHoBe Neisseria meningitidis, copepxawen no
MEHbLLEN Mepe ABa KarncCynbHbIX caxapuia, BblIOpaHHbIX 13 rpynmbl, COCTOSALEN U3
kancyneHoro caxapuga Neisseria meningitidis ceporpynnel A (MenA), kancynsHoro
caxapuga N. meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N.
meningitidis ceporpynnbel W135 (MenW135) n kancynsHoro caxapvga N. meningitidis
ceporpynnel Y (MenY), no OTAENbHOCTU KOHBIOMMPOBAHHBIX CO BTOPbIM OENKOM-
HOCUTENeM, rge KOoHbHoraTHyr BakuuHy npotmue Neisseria meningitidis COBMECTHO
BBOAAT C BaKUMHOW, copepxawen [UPTEPUNHBIA aHATOKCMH W CTONBHAYHBLIN
aHaTOKCUH.

CornacHo pJpyroMy acnekty wu3obpeTeHus, MpeaniokeHo MeAULMHCKoe
NPUMEHEHNE MOMMBAaNeHTHOW KOHBbIOratHOM BakuuHbl npotmB N. meningitidis B
npeaynpexaeHnn unn nedeHun 3abonesaHund, BbidBaHHoro N. meningitidis, npwv
KOTOPOM MauueHTa-vyenoseka WMMYHU3MPYIOT B COOTBETCTBMM CO  CXEMOW,
BKMKOYarowen cragum a) n 6), rae Ha cragum a) nauueHTa-venoBeka B MNEPBOM
Bo3pacte oT 0 Ao 11 MecsueB WMMYHMU3MPYIOT MO MEHbLUEN MEepe OAHUM
BakTepmanbHbIM caxapuaoM, KOHBIOMMPOBaHHLIM C MepBbIM GenkomM-HOCUTENEM C
obpasoBaHMeEM KOHblorata BakTepuanbHbIX caxapugoB; U Ha cTtagum ©) nayveHTa-
YenoBeka BO BTOPOM BoO3pacTe oT 12 Ao 24 MecsueB MMMYHU3UPYIOT KOHBbIOraTHOM
BakymHon npotmB Neisseria meningitidis, copepxalen no MeHblleW Mepe ABa
KancynbHbIX caxapuia, BblOpaHHbIX W3 rpynnbl, COCTOALEN W3 KanCyrbHOro
caxapupga N. meningitidis ceporpynnel A (MenA), kancyneHoro caxapuga N.
meningitidis ceporpynnel C (MenC), kancyneHoro caxapvga N. meningitidis
ceporpynnel W135 (MenW135) n kancynesHoro caxapwuga N. meningitidis ceporpynnbl
Y (MenY), no OTAENBHOCTM KOHBIOMMPOBAaHHBIX CO BTOPbIM BEnKOM-HOCUTENEM, TAE
KOHbIOraTHyto BakuumHy npotue Neisseria meningitidis cOBMeCTHO BBOAAT C
BaKLUMHOW, coaepxallen AndTepumHbIM aHaTOKCUH N CTONBHAYHBLIA aHaTOKCUH.

OMUCAHUE NI©PASNYECKUX MATEPUAJTOB

®dur. 1: NoTOK CyOHLEKTOB B UCCNEL0BaAHUMN.



CM. pononHuteneHyro Tabnuuy 3 OTHOCUTENBHO NOAPODHOCTEW MNPUYMH,
noyemy cyObekTbl BbIObIMM W3 nccnegoBaHWa unu Obinn yaaneHbl U3 KOropThbl
WMMYHOreHHOCTUM COrflacHO NPOTOKOMY BO BpeMs dhasbl YeTBEPTOM A03bl.

* CybbekTbl HEe y4acTBOBanv B pase 4eTBepTon A03bl, TaK Kak OHW HE Xenanm
yyacteoBatb (N paBHO 83); ObinM NOTEPsHbI ANs nocneaytowero HabnogeHus (n
paBHO 47); N He yAOBNETBOPSANM KPUTEPUAM ANIS y4acTua (n pasHO 78).

®dur. 2: npoueHTHaa pona cybvektoB ¢ TuTpamm hSBA, paBHbIMW KM
BonbLue 1:8, 4yepes oguH mecsal nocne sakuynHaunun MenACWY-TT mvnm HibMenCY-
TT B BO3pacte 12-15 mecsaueB, MenACWY-TT nnioc DTaP B Bospacte 15-18
mecsaueB mnm DTaP B Bospacte 15-18 mecaueB (KOHTpOnbHas rpynna) (koropTa
nMmmyHoreHHocTn ATP, dasa yeTsepTomn 403bI).

ATP — cornacHo npotokony, hSBA - cbiBopoTOyHas OakrepuumaHas
aKTMBHOCTb C UCMOMb30BAHMEM UCTOYHMKA KOMMNEMEHTa YenoBeka.

®ur. 3: GMT hSBA 4yepes ogmH mecsay nocne sakuymHaumm MenACWY-TT vnm
HibMenCY-TT B Bospacte 12-15 mecsaueB wnn MenACWY-TT nnioc DTaP B
Bo3dpacTte 15-18 mecaues, unu DTaP B Bospacte 15-18 mecaueB (KOHTponbHas
rpynna) (koropta MMMyHoreHHocTn ATP, dasa 4eTBepTon 403bl).

ATP — cornacHo npotokony, hSBA - cbiBopoToyHaa OGakrepuuymaHas
aKTMBHOCTb C UCMNONb30BaHNEM UCTOYHKWKA KoMnnemeHTa Yenoseka, GMT — cpegHee
reoMeTpuyeckoe TuTpa.

* MpeacraBnsaeT pasnuums, Habnogaemble MEXAy rpynnov ¢ COBMECTHbIM
BBEAEHWEM U APYTUMU rpyrnnamuy.

®dur. 4: mecTHble N oBWme OXUaaeMble CUMNTOMbI B Npegenax 8 cyTok nocne
BakymHaumm MenACWY-TT wunu HibMenCY-TT B Bo3pacte 12-15 mecsaueB wnm
DTaP n MenACWY-TT (rpynna C COBMECTHbIM BBeAeHWeM) B Bo3pacte 15-18
mMecsaueB (obLaa BakUMHUMPOBaHHANA KOropTta, hasa YeTBEpPTON A03bl).

[Ana Bcex rpynn MeCTHble CUMMNTOMblI OTHOCATCA K MPOLEHTHOM fJone
CyObEeKTOB C NO MEHbLUEN Mepe OAHUMM MECTHbIM CUMMTOMOM B MECTE WHBbEKLMU
MenACWY-TT wunn  HibMenCY-TT. Jlwobas nmxopagka (nmobon nyts) C
Temnepatypoun 38,0°C mnum Bbiwe; cTeneHn 3. KpacHoTa M npunyxnocTte 6onblie 30
MM; 60nb — Nnakanu Npu NPUKOCHOBEHMM K KOHEYHOCTW/CNOHTaHHasa 60Ne3HEeHHOCTD;
nmxopagka (nrobon nyTb) c TemnepaTypou BbiLLEe 40°C,;
pasfpaXmMMOCTb/HEPBO3HOCTL W COHMMBOCTL —  Mewarwwme  HOpManbHOW

aKTMBHOCTK, NOTEPA anneTnta — COBCEM HE €4AT.



NnoaPOBHOE ONMNCAHUE M3OBPETEHUA

B HacToswem wn3obpeTteHun packpbIT Cnocod WMMyHM3aumM NpoTuvB
nHekumm Neisseria meningitidis, Bknrovarowmn ctagum a) UMMyHU3aLun naumeHTa-
yenoBeka B nepBom Bospacte oT 0 go 11 MecAueB NO MEHbLUEW Mepe OAHUM
BakTepmanbHbIM KancCymnbHbIM CaxapuaoM, KOHBIOMMPOBaHHbIM C NepBbIM Genkom-
HocuTenem ¢ obpasoBaHMEM KOHbrorata BakTepuanbHOro KancynbHOro caxapuaa; w
0) MMyHM3aUMN NauMeHTa-4yenoBeka BO BTOPOM Bo3pacte oT 12 Ao 24 mecsueB
KOHBbIOraTHOM BakumHoW npoTtus Neisseria meningitidis, copepxawen no MeHbLUEN
Mepe [ABa KancCynbHbIX caxapwuia, BblOpaHHbIX W3 T[pynnbl, COCTOAWEN U3
kancyneHoro caxapuga N. meningitidis ceporpynnsl A (MenA), kancynbHOro
caxapuga N. meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N.
meningitidis ceporpynnel W135 (MenW135) n kancynsHoro caxapvga N. meningitidis
ceporpynnel Y (MenY), no OTAENbHOCTU KOHBIOMMPOBAHHBIX CO BTOPbIM OENKOM-
HOCUTENeM, rae KOHbIoraTHyr BakuwmHy npoTtuB Neisseria meningitidis BBOAAT
COBMECTHO C BakUMHOW, cogepxalen ANMPTEPUNHBIA aHaTOKCUH U CTONBHSAYHBLIN
aHaTOKCUH.

Ctagusa a) npeacrasnaet cobor UMMYHU3aUMIO B NEPBbLIN rO4 XWU3HW, TUMMYHO
UMELLYO MecTo y aeten B Bospacte 0-8, 1-7 mnu 2-6 mecaueB. B ogHom
BOMMOWEHUN UMMYHMU3aUMS Ha CTaguuM a) BKKOYaeT KOHbloraT —caxapwuaa
Haemophilus influenza (Hib) n/unu koHbroraT kancyneHoro caxapuaa N. meningitidis
ceporpynnel C (MenC), w/unn koHbtorat kancyneHoro caxapuga N. meningitidis
ceporpynnel Y (MenY).

B ogHOM BONMOWEHUN, OAMH UMK KaXAbIA M3 KOHBLIOratoB, BBEAEHHbIX Ha
cTagunm a), Coaepkunt B6enok-HocuTenNb, BbIDPaHHbIN N3 CTONOHAYHOrO aHaTOKCUHA,
andrepurHoro aHatokemHa wnu CRM197. B npeanoyvtuTenbHOM  BOMMAOLLEHWM,
Korga Ha Cctagum a) BBOAAT MHOXECTBEHHbIE KOHBLIOraThl, TOT XXe cambln Tvn Benka-
HOCUTENA HE3aBUCUMO KOHBLIOTMPYHOT C KaxKabIM caxapugom. B npegnoytutensHoOm
BOMMOLWEHMN nepBbin  Benok-HoCUTENb NPeAcTaBnsaeTr cobon  CTONBHAYHBLIN
aHaTOKCUH.

B ogHOM BONMOLLEHNM MMYHN3ALMA Ha CTagun a) BKIOYaeT BBELEHNE 2 UM
3 [o3 KoHbtorata(o) BakTepmanbHOro caxapuaa, Hanpumep, NyTeM UMMMyHU3aUmm
pebeHka B Bo3pacTe 2, 4 n 6 mecaues.

B ogHOM BOMNOWeEHMM Ha CcTagum a) KoHbtoraT(bl) OakrepuanbHOro

KancyneHoro caxapuga, Hanpumep, Hib, MenC n/unn MenY, BBOAAT B TO e camoe



BPEMS, YTO U BakuuHy, copepxawias AndTepurHble, CTONOHAYHbIE U KOKIHOLWHbIE
aHtureHbl (DTP).  AudpTtepuinHblin - aHTUreH TUNWYHO MNpPeAcTaBnseTr  cobown
ANPTEPUNHBIM @HATOKCUH, CTONBHSAYHLIA aHTUreH TUMUYHO npeacTaBnaeT cobow
CTONGHSAYHBIA @HATOKCUH, M KOKMIOLWHBIM aHTUreH MOXET MNpeacTaBnsTe Cobown
LeNbHOKMETOUHbIA KOKIIOLWHBIA U BEeCKNETOUHbIA KOKMIOLWHBIA aHTUIreH, BO3MOXHO
cogepxawmm oanH wunu Bonee 4Yem OAWMH KOKMIOWHbIA — aHaTokcuH, FHA
(dbnNamMeHTHbIN remarrnioTUHMH) UnM NepTaktuH. B ogHOM BOMNOLWEHUN BakumHa
DTP mononHUTENBHO COAEPXKUT MOBEPXHOCTHbLIM aHTureH renatuta B w/wnu IPV
(MHaKTMBMPOBaHHbBIM NONMOBMPYC). B OAHOM BOMNOLIEHUM NPU UMMyHU3aLMK Ha
ctagum a) BBoaat BakumHy HibMenCY-TT, cogepxawyro 2,5 wmkr PRP
(oborawieHHbin  nponmHoM  6enok) Hib, KOHBLHOrMPOBaHHOMO CO  CTONBHAYHLIM
aHaTOKCMHOM, U 5 MKr Kaxaoro kancynbHoro caxapyga MenC wu Y,
KOHBIOMMPOBAHHOIO CO CTONBHAYHLIM aHaTOKCUMHOM, C OBwmnm cogepxkaHmem TT 5-
40, 10-30, 15-20 MKr nnun npumMepHo 18 MKr.

Cragmsa 6) BKNOYaAET MMMYHM3ALMIO TOTO e CamMoro nauueHTa-yenoBeka Ha
BTOPOW rof XW3HKW, T.€. B Bo3pacTe oT 12 o 24, npegnoytmutensHo ot 13 go 20, ot
12 po 18, ot 14 po 18 nnn 15-18 mecaues. immyHmnsauma Ha ctagum ©) BknroYaeT
COBMECTHOe BBegeHue 1) nonmBaneHTHOW KOHbIraTHOW BakLWHblI Ha OCHOBE
kancynbHbIX caxapugos N. meningitidis ¢ 2) BakuMHOW, coaepxalen andpTepunHbIv
AHaTOKCWH U CTONOHAYHBIA aHaTOKCUH. [lonmMBaneHTHas KOHbloratHasa BakuMHa Ha
OCHOBE KancynbHbIX caxapngoB N. meningitidis copepXuT no MeHbLUEN Mepe ABa U3
MenA, MenC, MenW135 wn MenY; Hanpumep, KOHbHOraTbl KancynbHbIX
nonucaxapugos ceporpynn C n'Y (MenCY), kancynbHbIX nonmcaxapuaos ceporpynn
C n A (MenAC), kancynbHbix nonucaxapugos ceporpynn C n W135 (MenCW),
KancynbHbIX nonucaxapmgos ceporpynn A mn Y  (MenAY), KancynbHbIX
nonucaxapugos ceporpynn A n W135 (MenAW), kancynbHbIX nonucaxapnaos
ceporpynn W135 n Y (MenWY), kancynbHbIx nonucaxapwgos ceporpynn A, C u
W135 (MenACW), kancynbHbix nonucaxapugoB ceporpynn A, C n Y (MenACY),
KancynbHbIX nonucaxapugos ceporpynn A, W135 n Y (MenAWY), kancynbHbIX
nonucaxapugos ceporpynn C, W135 un Y (MenCWY) wunu KancynbHbIX
nonucaxapugos ceporpynn A, C, W135 n 'Y (MenACWY).

B ogHOM BOMMoweHWn B NMONMMBanNeHTHOW KOHBLIOraTHOW BakUMHE Ha OCHOBE
KancynbHblx caxapugoB N. meningitidis vcnone3yoT ©Oenok-HocuTenb (BTOPOU

Benok-HocuTenb), KOTOpbIM BbIOpaH M3 rpynnbl, COCTOAWEN U3 CTONOHAYHOrO



aHaTokcuHa, audTepunHoro aHatokcuHa wunu CRM197. B ogHom BonnoweHum
BTOPOW  HOCUTENb  npeactaBnaeTr cobon  CTONOHSYHBLIM - aHaToKCKMH. B
NpeanoYTUTENBHOM  BOMMOWEHUN MnepBbin Benok-HocuTens U BTOpOM  Oenok-
HOCUTENb ABMAOTCA O4MHAKOBBIMU, MPEANOYTUTENBHO CTONBHSAYHLIM aHaTOKCUHOM.

B ogHOM BOMMOLWEHMM BakUMHA, KOTOPYH BBOASAT COBMECTHO, copepalias
ANPTEPUNHBINM aHATOKCUH N CTONBHAYHBIN @aHaTOKCKH, NpeacTaBnsaeT cobon BakUUHY
DTP, [pononHUTENbHO  cogepXallyro  KOKMOWHbIE  KOMMOHEHTbLI,  KOTOpble
NpeacTaBnAlT  COOON  LENbHOKMETOYHbIE  KOKMHOWHbLIE UM BeckneToYHble
KOKMIOLLUHbIE aHTUreHbl, HanpuUMEpP, COAepXallyto KOKMHOWHbIN aHaTtokcuH, FHA n
nepTakTuH. B o4HOM BOMNMOLWEHNN BaKUMHA, cogepxallas ANpTepumHbIN aHaTOKCUH
N CTONBHAYHBIN aHATOKCUH, COAEPXKUT AONONHUTENbHbIE aHTUreHbl, Hanpuvep, HBV
(Bupyc renatuta b) u/vnu IPV.

B ogHOM BOMMOWEHNUN COBMECTHOE BBEAEHME MONMBANEHTHOW KOHBIOratHoW
BakumHbl npotme N. meningitidis C BaKUMHOW, coaepxawen ANPTEepUNHbLIN
aHaTOKCUH U CTONDOHAYHBIM @HATOKCWH, NPUBOAUT K MOBbLILUEHHON MMMYHOMEHHOCTU
MO MEeHbLUEN Mepe OQHOr0 MEHMHIOKOKKOBOIrO KOMMOHEHTa; Hanpumep, MenC, MenY,
MenY135, MenC n MenY, MenC n MenY 135 nnn MenC, MenY135 n MenY. B oaHoMm
BOMMOLLEHUN MOBbILLEHHYIO UMMYHOMEHHOCTb M3MepPAroT aHann3om SBA (BO3MOXHO
C MCMOMb30BaHNEM WCTOYHWKA YErOBEYECKOro KOMIMMEMEHTA), KOTOPbIA BO3MOXHO
NPOBOAUTCA Ha CbIBOPOTKE, OTODpPaHHOW 4yepe3 OAWMH Mecsl Mnocne BakuuHaumu
NONMBaNeHTHOM KOHbIOraTHOW BakumHoW npotwe N. meningitidis Ha BTOPOW ropg,
Xn3Hn. B ogHom BonnoweHnn GMT BospacTtaeT nocne COBMECTHOrO BBeAEHUS C
BaKLUMHOW, coepxawen ANpTepurHbIM aHaTOKCUMH N CTONBHSAYHBIA aHaTOKCUH, MO
MeHbLuen mepe Ha 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90% wnn 100% no
cpasHeHno ¢ GMT nocne BBegeHUS OAHOW MONMBaNEHTHOW KOHBHOraTHOW BaKLMHbI
npotns N. meningitidis.

B ogHom BonnoweHun 6enok-Hocutene Ha ctagum 6) NpucyTCTBYET B A03€e
koHbtorata Neisseria meningitidis B 0bwen pose 10-100, 20-90, 20-80, 30-70, 35-60
nnu 40-50 mkr. Hanpumep, ANna 4YeTbIpeXBaANEHTHOM KOHBbIOraTHOW BakLMHbI NPOTUB
N. meningitidis ¢ TT, DT wwm CRM197 B «kadectBe 6Oenka-Hocutena
paccmarpuBaeTca obuwaa fosa Genka-Hocutens 20-80 mkr. [Ana gByxBaneHTHOM
KOHBbIOraTHOM BakuuHbl npotuB N. meningitidis paccmartpuBaeTca obwas aosa

Benka-Hocutena gna TT, DT unu CRM197, coctasnsatowas 20-40 mkr.



MoapoBHOCTM, M3NOXEHHbIE BbIE B CBSA3WM CO CMOCOBOM MMMyHU3aLmM,
NMEIOT pPaBHYH MPUMEHMMOCTE K MPUMEHEHUAM MOSNMBANEHTHOM KOHBIOraTHOM
BakuuHbl npotne N. meningitidis B npeaynpexaeHnn unm nedeHun 3abonesaHus,
BbIdaBaHHOro N. meningitidis.

B ogHOM BOMMOLWEHMM CpeaHun pasmep (MM MOneKynspHas macca) no
MEHbLUEN Mepe OLHOro, ABYX, TPEX, YETbIPEX UMM KaXAoro mu3 nonucaxapmgos N.
meningitidis coctaBngaeTt 50 k[a — 1500 k[a, 50 kla — 500 k[a, 50 k[a — 300 k[a,
101 kda — 1500 k[a, 101 ka — 500 kda nnm 101 ka — 300 k[a npwn onpegeneHnm
nocpeactesoMm MALLS (paccenBaHne nasepHoro nanyyYeHns ¢ KpatHbIMU yrnamu).

B ogHom BonnoweHun nonucaxapug MenA, korga OH NpUCyTCTBYET, UMeeT
MonekynapHyro maccy 50-500 k[a, 50-100 k[a, 100-500 k[a, 55-90 k[a, 60-70 k[a
nnun 70-80 k[a, nnm 60-80 ka npu onpegeneHnn nocpeactsom MALLS.

B ogHom BonnoweHun nonucaxapug MenC, korga OH MpUCYTCTBYET, MMEET
monekynspHyto maccy 100-200 k[a, 50-100 k[a, 100-150 kda, 101-130 k[a, 150-
210 k[a nnn 180-210 ka npwn onpegeneHnn nocpeacrtsom MALLS.

B ogHom BonnoweHun nonucaxapug MenY, korga OH NpucyTCTBYET, UMeeT
monekynspHyto maccy 60-190 k[la, 70-180 k[a, 80-170 k[a, 90-160 ka, 100-150
kda nnm 110-140 k[a, 50-100 ka, 100-140 ka, 140-170 kda nnn 150-160 k[da npu
onpeaeneHun nocpeacrtsom MALLS.

B ogHom BonnoweHun nonucaxapug MenW, korga OH NpUCyTCTBYET, UMEEeT
monekynsipHyto maccy 60-190 k[a, 70-180 k[a, 80-170 k[a, 90-160 ka, 100-150
kda, 110-140 k[a, 50-100 kda vnn 120-140 kla npn onpeneneHnn nocpeacTBOM
MALLS.

MonekynspHass Macca unu CpepHss MOneKkynspHas macca nonucaxapvaa
OTHOCUTCS 3O4ECh K CpeaHEBECOBOMOM MornekynsapHom macce (Mw) nonucaxapuaa,
N3MEPEHHOM SO KOHBIOTMPOBaHUS, N oHa namepsaetca MALLS.

Metognka MALLS xopowo wu3BectHa B pgaHHoM obnactm M TUNUYHO
NpOBOAMUTCH, Kak onucaHo B npumepe 2. Ona aHannda MALLS MEHWHrOKOKKOBbIX
caxapuaoB MOXHO Mcnonb3oBatb Aee konoHkn (TSKG6000 n 5000PWxI ot TOSOH
Bioscience) B kombuHauun, w caxapuabl Snoupytotca B Boge. Caxapuabl
BbISBMAOTCA C WCMOMb30BaHMEM peTekTopa cBeTopaccesHus (Hanpumep, Wyatt
Dawn DSP, ocHaweHHoro 10 MBT aproHoBbiM nasepom, paboTarowmm npu 488 HM)
N  unHpepomeTpuyeckoro pedpaktometpa (Hanpumep, Wyatt Otilab DSP,

ocHaveHHoro a4yenkon P100 n kpacHbIM unbTpom Ha 498 HM).



B ogHom BonnoweHun nonucaxapuabl N. meningitidis npeactaBnsaoT cobou
HaTMBHbIE Monucaxapuabl WM  HaTUBHbIE MonMcaxapuabl, KOTOpble UMEKT
YMEHbLUEHHbIW pasMep BO BpeMs HopMarnbHOro crnocoba skcTpakuymu.

B ogHom BonnowleHun pasmep nonucaxapuaos N. meningitidis 3MeHsoT
NOCPEACTBOM MEXAHMYECKOro pacLlennieHns, Hanpumep, MUKpognomnamnsaumen nnm
obpaboTkon ynbTpaseykoMm. Mukpodrongnsaums wnm obpaboTka ynbTpasBykOM
UMEIOT MNPEUMYLLECTBOM B TOM, YTO YMEHbLLUAKT pasmMep OOonbLUMX HaTUBHbIX
nonucaxapuaoB B 4OCTATOMHOW CTENEHW AN NONyYeHUs PUnbTPyeEMOro KoHbrorara.
N3meHeHne pasmepa ocyulectenaeTca He Bonblue, yem B 20, 10, 8, 6, 5, 4, 3, 2 unu
1,5 pasa.

B ogHOM BOMMOWEHNN MMMYHOTEHHAsa KOMMO3ULMS COAEPXKUT KOHbIoratbl .
meningitidis, KOTOpble nony4YeHbl M3 CMECW HaTUBHbIX MOoNMcaxapuaos W
nonvcaxapuaoB, pasMep KOTOpbIX M3MEHEH He Bonblue, Yem B 20 pas. Hanpumep,
nonucaxapugbl 13 MenC w/vnu MenA aBnsOTCS HaTUMBHbIMW. Hanpumep, pasmep
nonucaxapugos ns MenY mn/munn MenW mnameneH He Bonbuwe, yem B 20, 10, 8, 6, 5, 4,
3, 2 wnn 1,5 pasa. Hanpumep, MMMyHOreHHas KOMMO3ULMA COLEPXKUT KOHBIOrarT,
nonyyeHHsIn 13 MenY w/unu MenW, w/unn MenC wu/vnm MenA, pasmep KOTOPbIX
nameHeH He Bonbwe, yem B 20, 10, 8, 6, 5, 4, 3, 2 unn 1,5 pasa, nvnn KoTopble
noABeprHyTbl  Mukpodnomvamnsauyun. Hanpumep, WMMyHOreHHass KOMMO3uUMS
COAEPXKUT KOHBIOraT, NonyYeHHbIn 13 HatmeHblx MenA w/unu MenC, n/unn MenW,
nwmnn  MenY. Hanpumep, MWMMYHOreHHas KOMMO3ULUMA COLEPXMUT KOHbBLHorar,
NoNyYeHHbIn K3 HatmeHoro MenC. Hanpumep, WMMyHOreHHas KOMMNo3uums
COLAEPKUT KOHBIOraT, nomny4YeHHbin n3 HatmeHoro MenC n MenA, pasmep KOTOpbIX
nameHeH He Bonbuwe, Yyem B 20, 10, 8, 6, 5, 4, 3, 2 unn 1,5 pasa, n/mnn KoTopble
NoABEPrHyTbl  MUKpodnomansauyun.  Hanpumep, WMMyHOreHHass KOMMO3MUMS
COLAEPKUT KOHBIOraT, nomny4YeHHbln n3 HatmeHoro MenC n MenY, pasmep KOTOpbIX
nameHeH He Bonbwe, Yyem B 20, 10, 8, 6, 5, 4, 3, 2 unn 1,5 pasa, n/vnn KoTopble
NOABEPTHYTbI MUKPOMNHOUAN3aLIMN.

B ogHOM BOMMoLWeHMM NonnanMCcnepCcHOCTb nonucaxapuga cocrasngaet 1-1,5,
11,3, 1-1,2, 1-1,1 vnm 1-1,05 1, nocne KOHBLKOrMPOBaHMUSA C BENKOM-HOCUTENEM,
nonmManUCNepPCHOCTb KOHbrorata coctaenset 1,0-2,5, 1,0-2,0, 1,0-1,5, 1,0-1,2, 1,5-2,5,
1,7-22 wm 15-20. Bce wunamepeHns nonnmaucnepcHOCTM  OCYLLECTBSHOT

nocpeacrtesom MALLS.
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Pasmep nonucaxapugoB BO3MOXHO M3MEHSOT BMNoTbL A0 1,5, 2, 4, 6, 8, 10,
12, 14, 16, 18 unun 20 pas oT pasamepa nonucaxapuaa, Bbl4eneHHoro n3 Gakrepun.

B opHOM BOMMOWEHUM nonuBaneHTHas KOHbioraTHas BakumHa npoTtms N.
meningitidis AONONHUTENBHO COAEPXUT aHTureH ua N. meningitidis ceporpynnsl B.
[aHHbIN aHTUreH BO3MOXHO MpeacTaBnsaeT cobour kancynbHbiM nonucaxapug ns N.
meningitidis ceporpynnsl B (MenB) nnu nonucaxapmi W3MEHEHHOro pasmepa, unm
onurocaxapug, nonyyYeHHbIn M3 Hero. [daHHbIA aHTUreH BO3MOXHO npefcTaBnseT
cobon npenapart Be3uKyn HapyxHou membpaHbl 3 N. meningitidis ceporpynnbl B,
kak onvcaHo B EP301992, WO 01/09350, WO 04/14417, WO 04/14418 n WO
04/14419.

B opHOM BOMMOLWEHUM NONMBANEHTHas KOHbioraTHas BakumHa npoTtms N.
meningitidis LONONHUTENBHO COAEPXUT KancynbHbIM caxapug H. influenzae b (Hib),
KOHBIOrMPOBaHHbIN C BENKOM-HOCUTENEM.

Monucaxapuna(el) N. meningitidis (1 BO3MOXHO KancynbHbIM caxapwug Hib),
BKMIOYEHHbIN(E) B (papmMaueBTUYECKME  KOMMO3MLUMM MO N30DOPETEHMIO,
KOHBIOrMPOBaH(bl) C OenkomM-HOCUTENEM, TakMM Kak CTONOHSAYHBIA aHaTOKCUH,
dparmeHT C CTONBHAYHOrO aHaTOKCMHA, HETOKCUYHbIE MYyTaHTbl CTONOHAYHOro
TOKCUMHA, AndTepurHbIA aHaTtokemH, CRM197, ppyrMe HETOKCUYHbIE MYTaHTbI
AndTepurHoro TokenHa [Takme kak CRM176, CRM 197, CRM228, CRM 45 (Uchida
et al J. Biol. Chem. 218; 3838-3844, 1973); CRM 9, CRM 45, CRM102, CRM 103 un
CRM107, n gpyrne mytauum, onmcanHbele Nicholls n Youle B Genetically Engineered
Toxins, Ed: Frankel, Maecel Dekker Inc, 1992; peneunsa vnn mytaumsa Glu-148 Ha
Asp, GIn nnn Ser, n/vnn Ala 158 Ha Gly, n agpyrve mytaumm, packpbitele B US
4709017 wvnm US 4950740; myTaumsa no MeHbLUeW Mepe OaHOro unm tonee 4yem
opgHoro octaTtka Lys 516, Lys 526, Phe 530 w/wmnn Lys 534, u gpyrve mytauuu,
packpbitble B US 5917017 wnu US 6455673; nnn dparmeHT, packpbitbin B US
5843711].

B ogHOM BOMMOLWEHMM B MOMMBANEHTHOM KOHBLIOraTHOW BakumHe npotme N.
meningitidis no wn3obpeTeHnto TOT Xe cambli Benok-Hocutene (He3aBMCUMO)
MCNOMb3yeTCAa B MO MEHbLUEW Mepe ABYX, TPEX, YETbIPEX WM B KaXKAOM M3
nonucaxapugos N. meningitidis. B ogHoM BonnoweHun, korga npucytcreyeT Hib, Hib
MOXET OblTb KOHBIOrMPOBaH C TakuMm e OenkoOM-HOCUTENEM, YTO U MO MEHbLUEW
MEpPEe OAWH, ABa, TPW, YETbIPE WUNW Kaxabln M3 nonucaxapuaos N. meningitidis.

Hanpumep, 1, 2, 3 wnm 4 wmn3 nonucaxapuwgoB N. meningitidis He3aBUCMMO
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KOHBIOrMPOBaHbl CO CTONMOHSAYHBIM aHATOKCMHOM C nonydeHwem 1, 2, 3 wunm 4
KOHBIOraToB.

B ogHom BonnoweHun ogmH 6enok-HocuTenb MOXET HecTn Bonee Yem ofguH
caxapugHein aHtureH (WO 04/083251). Hanpumep, oanH Genok-Hocutens MoXeT
ObITb KOHBbtOrMpoBaH ¢ MenA n MenC; MenA n MenW; MenA n MenY; MenC n
MenW; MenC n MenY; MenW un MenY; MenA, MenC n MenW; MenA, MenC u
MenY: MenA, MenW n MenY; MenC, MenW n MenY; MenA, MenC, MenW n MenY;
Hib n MenA; Hib n MenC; Hib n MenW:; nnn Hib n MenY.

[MonuBaneHTHas KoHbIOraTHas BakumHa npotme N. meningitidis BO3MOXHO
COAEPXKUT MO MEHbLUEN MEPE OAMH MEHWHIOKOKKOBbLIM CaxapuaHbli (Hanpumep
MenA; MenC; MenW; MenY; MenA n MenC; MenA n MenW; MenA n MenY; MenC u
MenW; MenC un MenY; MenW un MenY; MenA, MenC n MenW, MenA, MenC u
MenY: MenA, MenW n MenY; MenC, MenW un MenY unn MenA, MenC, MenW u
MenY) koHbIOrat, UMELMA OTHOWeEHne caxapuga Men k ©Oenky-HoCUTENHO
(KOHKPETHO CTONBHAYHOMY aHaTokcuHy) oT 1:5 go 5:1, ot 1:2 go 5:1, ot 1:0,5 go
1:2,5vnn ot 1:1,25 o 1:2,5 (macc./macc.).

CoTHoweHue caxapuga un Benka-HocuTensa (Macc./Macc.) B KOHbOrate MoXeT
BbITb OnNpefeneHo C UCNonb3oBaHWEM CTEPUNTM3OBAHHOIO koHbrorata. Konmyectso
Bernka onpegenaeTca ¢ ucnonb3oBaHuem aHanuaa no Jloypu (Hanpumep Lowry et al
(1951) J. Biol. Chem. 193, 265-275 nnn Peterson et al Analytical Biochemistry 100,
201-220 (1979)), n KONMYECTBO caxapuga onpegenseTcsa ¢ ucnono3oaHnem [CP-
OES (onTnyeckaa aMUCCUOHHAsS CMEKTPOCKONMS C MHAYKTUBHO CBS3AHHOW MiasMon)
ans MenA, ananusa DMAP (gumetmnammHonMpnauHoBbi peaktme) ans MenC w
aHanmaa ¢ pesopumHom ana MenW mn MenY (Monsigny et al (1988) Anal. Biochem.
175, 525-530).

B ogHom BonnoweHun kancyneHbin caxapua(bl) N. meningitidis wwnnu
caxapug Hib koHbrormpoBaH(bl) ¢ BGEMKOM-HOCUTENEM YEPE3 JMHKEP, HanpUMep,
BnpyHKLUMOHaNbHbBIN TIVHKEP. NuHkep BO3MOXHO ABNseTCA
reTepobnyHKLUMOHaNbHBIM UM TOMOBUMYHKLMOHANBHBIM, MMEKLLMM, HanpuMmep,
peakUMOHHOCMOCODHYO aMUHOrpynny U peakuMOHHOCNOCOBHY0 rpynny kapOoHOBOM
KUCNOTbI, 2 peakuMOHHOCMOCOBHbIE aMUHOTrPYNnbl UMW ABE PeakLMOHHOCNOCOBHbIE
rpynnbl kapBoHoBOW KMUCNOThI. JIMHKEp nmeeT, Hanpumep, oT 4 o 20, ot 4 go 12, ot
5 po 10 aTtomoB yrnepoga. BoamoxHbiM nuHkepom sasngetca ADH (rmppasuvg

agunuHoBOM  KMCNOThl). [pyrve nuHKepbl BkAoyaroT B-nponvoHamungo (WO
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00/10599), HutpodeHun-atunamuH (Gever et al (1979) Med. Microbiol. Immunol.
165; 171-288), ranoreHankmnranoreHugbl (US4057685), rnvkosngHble CBA3W
(US4673574, US4808700), rekcaHguamuH W  6-aMUHOKaNpPOHOBYO — KUCMOTY
(US4459286).

KoHbroratel nonmcaxapnaos, UCNONb3yemMble B 4aHHOM M30DpeTeHnn, MoryT
OblTb  nonyyeHbl  NOOONM  M3BECTHOWM  METoAMKOM  cBsa3biBaHMsA.  Cnocob
KOHBLIOrMPOBaHMS MOXET OCHOBbIBaTbCA Ha aktmBauum caxapumga 1-umaHo-4-
anmveTunammHonupuauHua — tetpadtopbopatom  (CDAP) ¢ ofBpasoBaHuem
LMaHaTHOro CrnoXHOro adumpa. AKTUBMPOBaHHbIA caxapui, Takum obpasom, MOXET
ObITb CBA3aH HEMOCPEACTBEHHO UMM Yepe3 CNEeMCEPHYHO (NIMHKEPHYHD) rpynny C
aMmmHorpynnon Ha Genke-Hocutene. Hanpumep, cnencep MoXeT BbiTb LMCTAaMUHOM
Wnn uyucteammHoM C obpasoBaHVMEM TUONMMPOBAHHOMO nonucaxapuia, KOTOpbIW
MOXET ObITb CBA3@H C HOCUTENEM Yepe3 TUOSMUPHYHO CBA3b, MOMYYEHHYH nocne
peakumm c BenkoM-HOCUTENEM, akTMBUMPOBaHHLIM ManenMuaom (Hanpumep, ¢
ucnono3osaHvem GMBS), wnu ¢ xonoauyeTunupoBaHHbIM Benkom-HocuTenem
(Hanpumep, c MCrosib30BaHNEM nopgauetammga nnm N-
cykunHummannbpomauetarbpomanerara). BoaMOXHO UmaHaTHbIM CROXHbLIA  3pup
(BO3MOXHO MoryYeHHbIn nocpeactsom xmummnm CDAP) cBa3bIBaKOT C rekcanHinammHoOM
unu gurugpasngom agunuHoon kmcnotel (ADH), n amuHopepmBatmsampoBaHHbIN
caxapui KOHBLIOTUPYOT C  Benkom-HocuTenem C  WUCMNOMb30BaHWEM  XMMUMU
kapbogummnaa (Hanpumep, EDAC (N-3-gumeTunnammHonponun-N -
atunkapbogmmmmnga mmgpoxnopug) unu EDC). Takme KoHbroratbl OnucaHbl B
onybnukosaHHou 3asske PCT WO 93/15760 ot Uniformed Services University n WO
95/08348 n WO 96/29094.

B apyrmx nogxogawmx mMeTogukax MCnonb3yroTca KapOumMHuabl, rmapasvabl,
aKTUBHbIE CNOXHble 3dupbl, HopbopaH, mn-HUTpobeH3onHaa kucnota, N-
rmapokencykumHummg, S-NHS (S-N-rmgpokcucykumHmmmng), EDC, TSTU (NN, N'N'-
TetpameTun-O-(N-cykumHuMmann)yponmna Ttetpadpropbopar). MHorme onucaHbl B
WO 98/42721. KoHblormpoBaHMe MOXeT BKNHYaTbh KapOOHUMbHBIA NIMHKEP, KOTOPbLIN
MOXET ObITb 0BpasoBaH peakumen cBoOOLHON MAPOKCUINBHOW rpynnbl caxapuga ¢
CDI (Bethell et al J. Biol. Chem. 1979, 254; 2572-4, Hearn et al J. Chromatogr. 1981.
218; 509-18), ¢ nocnegyroulen peakuymen ¢ 6enkom ¢ obpasoBaHMeM KapbamaTHOW
CBA3N. OTO MOXET BKMOYaTb BOCCTAHOBMEHME aHOMEPHOro KOHUa A0 MNepBUYHOMU

TMOPOKCUMBHOM  TPynMbl, BO3MOXHYHO  3alUUTY/CHATME  3aluTbl  NEPBUYHOMN
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MMAPOKCUINBHOW rpynMbl NyTeM peakumn NepBMYHON rmapokcunbsHoOM rpynnel ¢ CDI ¢
obpasoBaHveM kapbamaTHOro npomexyToyHoro coeguHenna CDI, n cBasbiBaHue
kapbamaTHOro npomexxyToyHoro coegmHeHus CDI ¢ amuHorpynnon Ha 6enke.

[laHHble KOHbIOraTbl TawKe MOXHO nonyyatb crnocobamn  NPsSIMOro
BOCCTaHOBMUTENBHOIMO aMMHUPOBaHuSA, kak onucaHo B US 4365170 (Jennings) n US
4673574 (Anderson). pyrmne cnocobel onucaHbl B EP-0-161-188, EP-208375 n EP-
0-477508.

Adpyron cnoco® BknO4YaeT CBA3blBaHWE caxapuia, akTUBUPOBaHHOMO
BpomumaHom (unn  CDAP), pepwBatuaMpOBaHHOrO rmapasnaoMm  agunmHoOBOM
kmcnotel  (ADH), ¢  ©Genkom-HOCMTENEM  MNOCPEACTBOM  KOHAEHCAUMM  C
kapbogummmnagom (Chu C. et al Infect. Immunity, 1983 245 256), Hanpumep, c
ncnons3osaHem EDAC.

B ogHOM BOMMOLWEHMM TMAPOKCUNbHAsS rpynna (BO3MOXHO akTUBMPOBaHHas
rMAPOKCUNbHAsA rpynna, Hanpumep, rMAPOKCUbHAA rpynna, akTMBUPOBaHHas
UMaHaTHbIM CrOXHbIM  3(PMPOM) Ha caxapuie CBA3bIBAeTCAd C aMMHO- Unu
kapbokcuneHoM rpynnon Ha 6Genke nubo npsamo, nmMbo onocpenoBaHHO (4epes
nvHkep). Mpyn HanMuum nuHKepa, rMapoKCUNbHas rpynna Ha caxapuge BO3MOXHO
CBA3aHa C aMUHOrpynrnouv Ha JuHKepe, Hanpumep, C  UCMNONb30BaHWEM
KOHBbtormposaHus nocpeactsom CDAP. [ononHutenbHasa amuHorpynna B JIMHKEpPE,
Hanpumep, ADH, moxeT BbITb KOHBIHOrMpOBaHa C rpynnon kapOOHOBOW KMUCMNOTbI Ha
Benke, Hanpumep, C WCNOMb3OBaHMEM XUMUM Kapboaummmuga, Hanpumep, C
NCMNONb30BaHNEM EDAC. B OfHOM BOMJIOLLEHNUN KancynbHbIA(HbIE)
nonucaxapua(ael) Hib  wnn  N.  meningitidis KOHBIOTMPOBaH C  NIMHKEPOM
HENOCPECTBEHHO NMepes KOHbIMMpPOBaHNEM NMHKepa ¢ 6enKoM-HOCUTENEM.

B ogHom BonnoweHun caxapug Hib, npu ero Hanuyum, KOHBLIOrMpoBaH C
Benkom-HocuTenem ¢ ncnons3osaHmem CNBr unn CDAP, unu kombuHaumm CDAP un
xmmun kapbogmmmmnga (kak, Hanpumep, EDAC), vnn komBuHaumm CNBr n xumun
kapbogummmnaa (kak, Hanpumep, EDAC). BoamoxHo Hib KOHBbIOrMpoBaH C
ncnono3osaHvem CNBr v xumumn kapbogummunpa, soamoxkHo EDAC. Hanpumep,
CNBr mncnonb3yetca Ans CBA3bIBaHUS caxapuia M fNUHKEPa, U 3aTeM UCMOMb3yHT
XMMUIO Kapboannmmaa anga CBA3biBaHUA NMHKeEpPa ¢ BenkOM-HOCUTENEM.

B ogHOM BOMNOWEHMM MO MEHbLEW Mepe OAWH W3  KancCyrbHbIX
nonucaxapugos N. meningitidis HenocpeACTBEHHO KOHBbIOrMpoBaH ¢ ©Oenkom-

HocuTenem; BO3MOXHO caxapug(el) Men W w/wunm  MenY, wwunn MenC
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HEeNOCPEACTBEHHO KOHBIOIMpOBaH(bl) ¢ ©Genkom-Hocutenem. Hanpumep, MenW;
MenY:; MenC; MenW n MenY; MenW n MenC; MenY un MenC; nnn MenW, MenY u
MenC HenocpeaCTBEHHO CBsidaHbl C Oenkom-HocuTenem. BO3MOXHO MO MeHbLUEN
Mepe oAuH U3 KancynbHbIXx nonucaxapuaos N. meningitidis HenocpeaCcTBEHHO
KOHblorMpoBaH nocpeactsom CDAP. Hanpumep, MenW; MenY; MenC; MenW u
MenY; MenW n MenC; MenY n MenC; unn MenW, MenY n MenC HenocpeaCcTBEHHO
cBAsaHbl ¢ Henkom-HocuTenem nocpeactsom CDAP (cm. WO 95/08348 n WO
96/29094). B ogHOM BOMMOLWEHNN BCe KancynbHble nonucaxapuibl N. meningitidis
KOHBHOMMPOBaHb! CO CTONBHAYHBIM aHaTOKCUHOM.

BoamoxHO oTHoweHne caxapyga Men W wunn Y k ©Benky-HOCUTENMHO
coctasnset ot 1:0,5 po 1:2 (macc./macc.), nvwnn otHoweHne caxapuga MenC K
Benky-HocuTento coctaensaeT ot 1:0,5 go 1:4 vnn 1:1,25-1:1,5, unn ot 1:0,5 go 1:1,5
(macc./macc.), ocobeHHO Korga AaHHble caxapuabl HENOCPEACTBEHHO CBSA3aHbI C
©enkom, BO3MOXHO C ucnonb3osaHmnem CDAP.

B ogHOM BOMNOWEHMM MO MEHbLEW Mepe OAWH W3  KancCylbHbIX
nonucaxapuaoB N. meningitidis KOHBIOrMPOBaH C HENKOM-HOCUTENEM Yepes NINHKEP,
Hanpumep,  BudyHKUMOHanNbHbIM  NUHKEP.  JIMHKep  BO3MOXHO  ABMSETCH
reTepobUyHKLUMOHANbHBIM UMW TOMOBUAYHKLIMOHAMNbHBIM, UMEHOLWUM, Hanpumep,
peakLMOHHOCMOCODHYO aMUHOrPYnmny U peakuMOHHOCNOCODOHYH0 rpynny KapOoHOBOM
KUCNOTbI, 2 peakumoOHHOCNOCOBHbIE aMWHOrpynnbl UK 2 pPeakuMOHHOCNOCOOHbIe
rpynnbl kapBoHOBOW KMUCNOThI. JIMHKEP nmeeT, Hanpumep, oT 4 o 20, ot 4 o 12, ot
5 po 10 atomoB yrnepoga. BoamoxHbIM nnHkepom asnsetca ADH.

B ogHom BonnoweHun MenA; MenC mnn MenA n MenC koHbrOrMpoBaH C
Benkom-HocuTenem (Hanpmmep, CTONBHAYHBIM aHaTOKCUHOM) Yepes NNHKEP.

B ogHOM BONnowleHnn nNo MeHbLUeW Mepe oanH nonucaxapug N. meningitidis
KOHBIOrMPOBaH C Benkom-HocuTenem Yepes nNuHkep ¢ ncnone3osaHnem CDAP wnu
EDAC. Hanpumep, MenA; MenC; nnnm MenA n MenC KoHbOrMpoBaHbl ¢ 6enkom
yepes NUHKep (Hanpumep, NMHKepamu ¢ ABYMSA rMapasvHO rpynnaMm Ha UX KOHLaXx,
kak, Hanpumep ADH) c mncnone3osaHvem CDAP wnu EDAC, kak onucaHo Bbile.
Hanpumep, CDAP uvcnonb3yoT AN KOHBIOIMpPOBaHWA caxapua C JIMHKEPOM, U
EDAC wucnone3yloT ANA  KOHbIOTMpoOBaHUS nuHKepa ¢ ©OenkoMm. Bo3amoxHo,
KOHBHOMMPOBaHWE Yepes NMHKEP NPUBOAUT K COOTHOLLEHWIO nonucaxapuaa n benka-
Hocutensa ot 1:0,5 po 1:6, ot 1:1 go 1:5 unn ot 1:2 po 1:4 ana MenA; MenC; nnm
MenA n MenC.
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B ogHOM BOMNoLweHun KancynbHbiM nonucaxapug MenA, npu ero Hanuumu,
ABNAETCA MO MeHbLUen Mepe YacTuyHo O-aueTunMpoBaHHBIM, Tak YTO MO MEHbLUEN
mepe 50%, 60%, 70%, 80%, 90%, 95% mnu 98% NOBTOPSOWMNXCA €ANHUL, ABMSIOTCA
O-aueTnupoBaHHbLIMM MO MeHbLeW Mepe B OogHOM  nonoxeHun. O-
aueTUnNMpoBaHMe, HanpUMep, NPUCYTCTBYET MO MeHbLUEN Mepe B nonoxeHun O-3 no
mMeHbwen mepe 50%, 60%, 70%, 80%, 90%, 95% wnmn 98% nOBTOPSOLLMXCS
eanHnL.

B ogHOm BonnoweHun kancyneHbin nonucaxapmng MenC, npu ero Hanuumw,
ABNSAETCA MO MEHbLUEN Mepe YacTUYHO O-aueTUnMPOBaHHBIM, TaK YTO MO MEHbLUEN
mepe 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% wnn 98% (a2—9)-cBA3aHHbIX
nosTopsrowmxca eanHny, NeuNAc aesnatotca O-aueTUnMpOBaHHBIMA MO MEHbLUEN
Mepe B OAHOM WM ABYX nonoxeHuax. O-aueTunmpoBaHue, Hanpumep,
NPUCYTCTBYET NO MeHblUen Mepe B nonoxeHun O-7 n/mnn O-8 nNo MeHbLuen mepe
30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% wnnm 98% nNOBTOPAIOLLMXCH €4NHWL,

B ogHom BonmnowleHUMM KancynbHeli nonmcaxapmg MenW, npu ero Hanuumw,
ABNAETCA MO MeHbLUEN Mepe YacTuyHo O-aueTUnMpoBaHHBIM, Tak YTO MO MEHbLUEN
mepe 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% wnn 98% noBTOpSHOLLMXCA
eavHuy aesnarotea O-aueTUnMPOBaHHBIMU MO MEHbLUEW Mepe B OAHOM UMW ABYX
nonoxeHunax. O-aueTunMpoBaHWe, Hanpumep, NPUCYTCTBYET MO MEHbLUEW Mepe B
nonoxeHun O-7 w/vnn O-9 no meHbwen mepe 30%, 40%, 50%, 60%, 70%, 80%,
90%, 95% wnnu 98% NOBTOPAIOLLMXCA egUNHWL,

B ogHOM BOMNOLWEHMN KancynbHbIM nonucaxapug MenY, npu ero Hanuumu,
ABNSETCA MO MEHbLUEN Mepe YacTUYHO O-aueTUnMpPOBaHHbBIM, TaK YTO MO MEHbLUEN
mepe 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% vnn 98% noBTOPSHOLLMXCA
eavHuy asnstotes O-aueTUnMPOBaHHBIMM MO MEHbLUEW Mepe B OAHOM UMM ABYX
nonoxeHunax. O-aueTunMpoBaHWe MNPUCYTCTBYET B MONOXEHUM 7 wwmnm 9 no
mMeHbwen mepe 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% wnun 98%
MOBTOPSAIOLLMXCH eQUHNL,

TepMmuH «npoueHTHaa gona O-aueTunmpoBaHUs» OTHOCUTCA K MPOLEHTHOM
AONne MnOBTOPSOWMXCA eanHuy, cogepxawmx O-agetvnupoBaHve. Ee MOXHO
N3MepATb B Nonucaxapuae 40 KOHbIOMMPOBaHUS W/WNK NOCNe KOHbIOrMPOBaHUS.

TepMnH «Caxapua» BKNOYaeT nonucaxapugbl  wnu — onurocaxapuibl.
Monucaxapuabl ABNSAOTCHA BblAENEHHbIMU K3 BakTepum WM BblAENEHHbIMU U3

GakTepum U NOABEPrHYTbIMM U3MEHEHWIO pasMepa B HEKOTOPOM CTEeneHu



16

N3BECTHbIMM cnocobamu (cMm., Hanpumep, EP497524 w EP497525) 1, BO3MOXHO,
nocpeacTBoM Mukpodnomansaumm. Pasmep nonucaxapugoB MOXHO U3MEHATb A4
TOro, 4Ytobbl yMeHbLIaTb BA3KOCTb B obpasuyax nonvcaxapugoB Wunu ynydwarb
puneTpyemMocTb KOHBHOMMPOBaHHbIX NPOAYKTOB. OxapakTepunsoBaHHble
onurocaxapmabl TUMMYHO ABNAOTCA M4 PONM30BaHHBIMW NonMcaxapuaamm ¢ HU3KUM
YUCIIOM NOBTOPSOWMXCH eANHUL, (TUNNYHO 5-30 NOBTOPSHOLLMXCA €4UHALL).

CpepgHss pos3a onpegenseTca  cknagblBaHMEM  [03 BCeX  APYyrux
nonucaxapygoB U AENEeHMEM Ha uYucno  Apyrux  nonuvcaxapwaos.  [pyrue
nonucaxapuabl npeacrtaBnsaioT cobon BCe nonucaxapuibl, Haxogawmecs B
WMMYHOr€HHOM KOMMno3uvumm, nommmo  Hib, 1 moryT Bknovatb KancynbHbIe
nonucaxapuabl N. meningitidis. «Joza» npeacrasnser cobon KONMYECTBO
WMMYHOTr€HHOW KOMMO3ULMN NN BaKLMHBI, KOTOPOE BBOAAT YENOBEKY.

Caxapwug Hib npegcraengaet coboun nonupubosmnndgocdart (PRP) kancynsHoro
nonucaxapuga Haemophilus influenzae Tvna b nnn onurocaxapma, NPONCXOAALLMN
13 Hero.

B ogHOM BONNOLWEHWM MonuBaneHTHaa KoHbkoratHas BakuuHa npoTtws N.
meningitidis cCopepXuT Kaxabl kancynbHbi caxapmug N. meningitidis B pose 0,1-20
MKr, 1-10 mkr, 2-10 MKr, 2,5-5 MK, NPUMEPHO UM TOYHO 5 MKT, UMK NPUMEPHO UNU
TOYHO 2,5 MKT.

«lMpuMepHO» M  «NpUBNM3UTENBHO» OnNpeaeneHsl ANnsS Uenen LaHHOro
n3obpeTteHus kak B npegenax 10% 6onblue nnm MeHbLle NpMBEAEHHOMO YMcna.

B ogHom BOnnoweHnn n3obpeTeHns f03a caxapuaa Kaxaoro U3 no MeHbLUen
Mepe ABYyX, TPEX, YETbIPEX UMU KaXAOoro U3 KoHbtoratoB caxapugos N. meningitidis
BO3MOXHO ABMSIETCH OQMHAKOBOW U NPUOBNN3UTENBHO O4MHAKOBOMW.

[MonuBaneHTHas KoHbOratHaa BakuuvHa npotuB N. meningitidis BO3MOXHO
cogepxumt MenA, MenC, MenW135 n MenY B COOTHOLLEHMAX 103 caxapuaos 1:1:1:1
mwm 2:1:1:1, unn 1:2:1:1, unn 2:2:1:1, unn 1:3:1:1, unn 1:4:1:1 (macc./macc.).

BakumHbl, uncnonb3yemble B AaHHOM crnocobe unnm  npuMEHeHWe no
N306pETEHMIO BO3MOXKHO BKNIOYAKOT hapMaLeBTUYECKM NPUEMIEMbIA SKCLMMNEHT.

B ogHOM BONNOLWEHWM MonuBaneHTHaa KOoHbroratHas BakuuHa npoTtws N.
meningitidis Bydpepmsosana npu 3HaveHun pH ot 7,0 go 8,0, pH ot 7,2 pno 7,6, nnn

NPUMEPHO, 1N TouHO pH 7,4, nnn goBeaeHa 40 Takoro 3Ha4vYeHus .
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[MonuBaneHTHas KoHbOratHaa BakumMHa npotuB N. meningitidis BO3MOXHO
nmoounmampoBaHa B NPUCYTCTBUM CTabUNU3VPYIOLLEro areHTa, Hanpumep, Nonmona,
TaKkoro Kak caxaposa unv Tperanosa.

Bo3amoxHO nonuBaneHTHas KoHbtoratHaa BakumHa npotms N. meningitidis
COAEPXKUT AOCTAaTOMHOE KONMMYECTBO agbloBaHTa ANS YCUNEHWUS MMMYHHOro OTBeTa
Ha uMMyHoreH. lopgxogswme aabrBaHTbl BKNKOYAKT CONM antoMuHua (docdart
antoOMUHUS U TMAPOKCUL antoMUHKS), cmecn ckBaneHa (SAF-1), mypamunnentumg,
NPpOM3BOAHbIE  CanoOHWHA, npenapatbl  KNETOYHbIX  CTEHOK  MUKODBakTepuw,
MoOHOdochopunmnng A, NPOU3BOAHBLIE MUKONOBOW KUCIOTbI, MNOBEPXHOCTHO-
aKTUBHbIE BELLECTBA HA OCHOBE HEMOHHLIX Bnokcononumepos, Quil A, cybveanHnyy
B xonepHoro TokcuHa, nonudgocdaseH n NnpomsBogHble, 1 UMMYHOCTUMYNUPYHOLLME
komnnekcol (ISCOM), Takme kak MMMYHOCTUMYINUPYIOLLME KOMMMEKChI, ONMCaHHbIE
Takahashi et al. (1990) Nature 344:873-875, HO He orpaHM4MBaroLLMECH UMM,

[Ansa ykasaHHbIX Bbiwe kombuHaumm N. meningitidis vnn HibMen moxeT ObITb
NnonesHbIM OTCYTCTBME WCMONb30oBaHUS moboro agbloBaHTa Ha OCHOBE COMU
antoMnHKS unm soobue nboro agbroBaHTa.

Kak n co BCEMU WMMYHOrE€HHbIMU KOMMO3UUMAMW UMW BaKLMHaMW,
UMMYHOMNOrMYeckn OPPEKTMBHbIE KONUYECTBA WMMMYHOreHOB AOMMKHbl  ObITb
onpefeneHsl aMnMpuyeckn. PakTopbl, NOANEXallme pPacCMOTPEHUIO, BKIHOYaroT
MMMYHOr€HHOCTb, HE3aBMCUMO OT TOro, ByAeT nMM MMMYHOreH KOMMIEKCUPOBAHHBLIM
NN KOBaNeHTHO NPUCOEeAMHEHHBIM K agboBaHTY Ui 6enky-HOCUTENI, UK 4PYromy
HOCUTENIO, NMyTWU BBEAEHUS U YMCNO UMMYHU3UPYIOLMX A03MPOBOK, MOAnexallmx
BBEeAEHWIO. Takme (hakTopbl M3BECTHbI B 06MacT BakUMH U LENMKOM HaxOAsaTCs B
npegenax kesanudukaumm MMMYHONOrOB ANA OCYLLECTBMNEHUA Takmx onpeaeneHum
Be3 Ype3aMepHOro 3KCNEPUMEHTUPOBAHUA.

AKTVBHbBIA areHT MOXeT NPUCYTCTBOBaTb B hapMaLeBTUYECKOM KOMMO3ULUN
WNn  BakuMHEe MO W30OPEeTEeHUI0 B BapbUPYHOLWMX KOHUEHTpaumax.  TUnn4HO
MWHWUMarbHOW KOHLIEHTpaUMeEN BeELLeCTBa ABNAETCA KONMMYECTBO, Heobxoanmoe Ans
AOCTWXKEHNA ero HaMEYEeHHOro MNPUMEHEeHWs, Torga Kak  MakCUumarbHOW
KOHLIEHTpauMen SBnaeTcs MakCumarnbHOE KONMYeCcTBO, KOTopoe DyaeT octaBaTbCa B
pacTBope nnun ByaeT roMOreHHO CyCrneraMpoBaHHbIM B UCXOAHOW cMmecu. Hanpumep,
MWHUMarbeHbIM  KONMMYECTBOM TEpaneBTUYECKOro areHta BO3MOXHO HABMSETCS
KONM4ecTBo, KkoTtopoe OyaeT paeBaTb OAHY TepaneBTUYECKM 3PPEKTUBHYIO

A031poBKY. [ns OMOaKTUBHBLIX BELLECTB MWHMMANbHOW KOHLIEHTpauVen sBnseTcs
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KONM4ecTBo, Heobxogumoe ana BMOaKTUBHOCTU NPW pa3BedeHUn, N MakcuMarbHas
KOHLUEHTpaums npeacraBnaet cobon TOUKy, B KOTOPOW FOMOreHHasi CyCrneHsmnsa He
MOXET nogaepxuBartbcs. B cnydyae ogHOA4030BbIX €AMHUL, AaHHBIM KOMMYECTBOM
ABMNAETCA KONMMYECTBO OAHOro TepaneBTUYecKoro npuMmeHeHns. OBbIMHO OxuaaeTcs,
4yTO Kaxkaasn fosa dyaet cogepxatb 1-100 Mkr 6€nKOBOro aHTureHa, Bo3MoXHoO 5-50
MKI Unn 5-25 mkr. Mpumepammn 103 6akTepuanbHbix caxapngos senatoTca 10-20 mkr,
5-10 mkr, 2,5-5 mkr unmn 1-2,5 mkr. lNpegnoytutensHOe KONMMYECTBO BeLlecTBa
BapbupyeT OT BewecTBa K BELWECTBY, HO SBMAETCA Jerko Oonpesennmbim
cneymanucTom B gaHHom obnacTu.

MpenapaTtbl BakyMHbI MO HACTOALWEMY W30DPETEHUIO MOXHO WCMOMb30BaTb
ANA 3aWWTbl UMW NEYEeHUa NaumeHTa-dYenoBeka, YyBCTBUTEMbHOMO K WMHGEKLMU,
NOCPEeACTBOM BBEAEHUSA YKa3aHHOW BaKUWMHbI Yepe3 CUCTEMHbIA MyTb UM 4Yepes
cnmsncTyro.  [aumeHT-4enoBek BO3MOXHO MpefcTaBnaetr cobom mnageHua (B
Bo3pacTte 0 12 mecaueB) unu pebeHka npennoLlKkonsHOro Bo3pacra (B BO3pacTte
12-24, 12-16 vnu 12-14 mecsaueB). Takve BBeAEHWA MOryT BKMHOYaTb MHBEKLMIO
4Yepes BHYTPUMbILLEYHbIN, BHYTPUOPIOLIMHHBIA, BHYTPUKOXHBIW U NOAKOXHBLIV MYTU;
NN NOCPEACTBOM BBEAEHUS Yepe3 CrM3UCTYHO B MONOCTb pTa/NulieBapuUTenbHbIN
TpakT, AblXaTenbHble, MoYenonoBble nNyTW. Kpome ogHOro nyTW BBEAEHWUHA, MOXHO
Mcnonb3oBaTb 2 pasHbiX NyTWM BBeAeHUs. Hanpumep, BUPYCHblE aHTUreHbl MOXHO
BBOAWUTL B.K. (BHYTPUKOXHO), Toraa kak bakrepnansHble 6enkn MOXHO BBOAUTL B.M.
(BHYTPUMBILLEYHO) UM WU.H. (MHTpaHasanbHo). ECnv npucyTCTBYHOT caxapwuibl, WX
MOXHO BBOAUTb B.M. (UnKn B.K.), N BakTepmanbHble 6enkm MOXHO BBOAUTb W.H. (MK
B.K.). Kpome TOro, BakuumHbl NO M30OPETEHMO MOXHO BBOAUTL B.M. ANS
NPUMUPYIOLLMX A03bl N U.H. Ansg BycTtep-403.

ABTOpPbI M300pEeTEHNA AOMNOMHUTENBHO ONpeaenunu To, Yto Bonee nosgHASa
BycTep-403a KOHBbIOraTHOM BakuUmHbI NpoTUB Neisseria meningitidis, copepxalien no
MEHbLUEN Mepe ABa KarncCynbHbIX caxapuia, BblIOpaHHbIX M3 rpynnbl, COCTOALEN U3
KancyneHoro caxapuga ceporpynnsl A N. meningitidis (MenA), kancynbHOro
caxapuga ceporpynnel C N. meningitidis (MenC), kancynbHOro caxapuga
ceporpynnel W135 N. meningitidis (MenW135) 1 kancynbHOro caxapmga ceporpynnsl
Y N. meningitidis (MenY), moxeT gaBatb gaxe Oonee CUnbHbIM UMMYHHbIA OTBET
NPOTMB a@HTUIEeHOB KamncyrbHbIX caxapuaoB. [aHHble, NpuBeAeHHble B npumepe 3,
noKasbIBaKT TO, 4YTO OycTep-UMMyHM3aUMsA, NPoBeAEeHHas 4Yepe3 HEeCKONbKO neT

nocrne nepBUYHON UMMyHU3aUMK, AaeT 3HaduTenbHO ©Gonee Bbicokoe GMT,
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oueHmBaemoe aHanu3oMm SBA. [ononHuteneHble OycTep-A403bl MEHUHIOKOKKOBbIX
KOHBbIOraTHbIX BakuMH Mornv ©bl npoaneeBaTb NPOAOIPKUTENBHOCTL — 3aLUThl,
NHOYLUMPOBAHHOW BakUMHOW. [JononHuUTenbHble ByCTep-403bl MOXHO paccMmarpusaTth
N KaK He3aBMCUMBbIA acrnekT n3obpeTeHns, 1 Kak JONOMHUTENbHYHO CTaguio acnekTa
COBMECTHOrO BBEAEHUS MO N30OPETEHNIO.

COOTBETCTBEHHO, NpPeanoXeH crnocod WMMyHM3auMM MNpoOTMB  UHMEKLMM
Neisseria meningitidis, BKMOYaOWNA CTagum UMMYHU3aLMN nauveHTa-4yenoBeka B
BO3pacTe OT 12 o 24 MecsAueB NONMMBanNeHTHON KOHbBbIOraTHOW BakUMHOW nNpoTue M.
meningitidis, copepxawen no MeHblen Mepe pABa KancynbHbIX caxapuaa,
BbiOpaHHbIX M3 Tpynnbl, COCTOAWEN M3 KancynbHOro caxapuga N. meningitidis
ceporpynnel A (MenA), kancynbHoro caxapwga N. meningitidis ceporpynnel C
(MenC), kancynbHoro caxapuga N. meningitidis ceporpynnbl W135 (MenW135) un
kancyneHoro caxapwuga N. meningitidis ceporpynnbel Y (MenY), KOHbHOrMpoBaHHbIX MO
OTAENbHOCTU C BENKOM-HOCUTENEM, W MOBTOPHOM MMMYHU3aLMM NauMeHTa-4yenoBeka
B Bospacte oT 4 go 20, ot 5 o 15, ot 5 po 11, oT 5 o 9 wnm ot 5 oo 6 net
KOHBbIOraTHOM BakumMHoW Ana  Oycrtep-uMmyHusauum npotme  N.  meningitidis,
coaepxallen no meHolen mepe asa n3 MenA, MenC, MenW135 n MenY, npuyem
KaXAbIM U3 HUX NO-OTAENbHOCTU KOHBLIOrMPOBaH ¢ 6enNKOM-HOCUTENEM.

B ogHOM BONNoOLWeEHUM nonuBaneHTHaa KoHbkoratHas BakuuHa npotws N.
meningitidis copepxut koHbtoratel MenC n MenY, n/vnu KOHbIOratHble BaKLMHbI
npotme N. meningitidis pnsa Byctep-MMMyHU3aumm cogepxat koHbtoratel MenC w
MenY.

B ogHOM BONMoOLWEHUM nonuBaneHTHas KoHbkoratHas BakuuHa npotvs N.
meningitidis copepxut koHbtoratel MenA, MenC, MenW135 un MenY, w/unu
KOHBbIOraTHasa BakuuHa npotms N. meningitidis pns BycTep-MMMyHU3aLMN COAEPXKUT
koHbtoratel MenA, MenC, MenW135 n MenY.

B 0OOHOM BOMMOWEHMM KaXAbIA KancCymnbHbIM Caxapui W3 KOHBLHraTtHOW
BakumHbl npotuB N. meningitidis pna ©OycTep-MMMyHM3aLUMM KOHBIOTMPOBaH C
Benkom-HocuTenem, BbIOpaHHbIM K3  TPynnbl, COCTOAWEN U3  CTONBOHAYHOro
aHaToKCUHa, andTepunHoro aHatokcuHa mnn CRM197, npepnodtutensHo 6enok-
HOCUTENb npeacTtaBnaeT cobon CTonOHAYHbIM aHaTtokcuH mnn CRM197, 6Gonee
npeanoYTUTENBLHO BENOK-HOCUTENL NPeacTaBnNAeT cOBON CTONOHAYHBLIM aHaTOKCUH.

B ogHOM BOMMOLWEHUN KaXAbiM KancCylbHbIA Caxapui W3 nonvBaneHTHOW

KOHBbIOraTHOM BakuUuHbI NpoTuB N. meningitidis KOHbIOrMPOBaH ¢ 6enKoM-HOCUTENEM,
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BbIOpaHHbIM K3 rPynnbl, COCTOAWEN M3 CTONOHAYHOrO aHaToOKCMHA, ANGPTEPUMHOrO
aHaTokcmHa unm CRM197, npegnoytuTensHO 6enok-HOCUTENb NPeACTaBnsaeT cobon
CTONBHAYHBIM aHaToKCKH unn CRM197, 6onee npeanoytutenbHO 6enoK-HOCUTENb
npeacrtaBnaeT cobon CTONOHAYHBLIM aHaTOKCUH.

Byoer nOHATHO, 4YTO XapakTEPUCTMKM MEHMHIOKOKKOBbBIX CaxapuaoB W
KOHBLIOraToB, M3MOXEHHbIE BbIWE ANS WUCXOAHbIX acCneKkToB W30DOpeTeHus, Takke
NPMMEHUMbI ANs BTOPOro acnekta wsobpeteHna. COOTBETCTBEHHO, OMMCaHUSA
MEHWHIOKOKKOBbLIX CaxapuaoB W KOHBHOraTbl, W3MOXEHHbIE BbIWE, BO3MOXHO
MNPUCYTCTBYHOT B MOMMBANEHTHOW KOHBbIOraTHOW BakumHe npotuB N. meningitidis n B
KOHBbIOraTHOM BakuuHe npotme N. meningitidis 05 BycTep-MMmyHU3aLmm.

[Monyyenne BakunH B 0bwem onucaHo B Vaccine Design (“The subunit and
adjuvant approach” (eds Powell M.F. & Newman M.J.) (1995) Plenum Press New
York). UHkancynuposaHue B nunocomax onmcaro Fullerton, natent CLLUA 4235877

ABTOpbI M300peTEHMs 30eCb NOoAPa3yMeBatoT, YTO TEPMUHbI «COAEPKaLLMNY,
«copepxaTb» U KCOAEPXKUT» B KaKAOM Cryvae BO3MOXHO MOryT OblTb 3aMeHEHb!
TEPMUHAMN «COCTOSALLMN U3», KCOCTOATb U3» N KCOCTOUT U3» COOTBETCTBEHHO.

Bce ccbinkn vnu naTeHTHbIe 3asBKW, NMPOLUTUPOBAHHbLIE B AAHHOM OMMCaHUN
nareHTa, BKIMHYEHbI Ctoa NOCPEACTBOM CCbISKA.

Cnegytowme npumepbl MU3NOXEHbl ANA TOro, YToObl MOXHO ObIno nyywe
NOHATb AaHHOe n3obpeTeHne. [laHHble npumepbl NpefHasHavYeHbl NyWb ANS Lenen
UNNCTPauUMM, U X He CcrneayeT WCTOMKOBbIBATb Kak oOrpaHndmsaroime obbem
n3obpeTteHns kakmm-nnmbo obpasom.

NMPUMEPDI

Mpumep 1

Cxema uccrnedosaHusi

[aHHOe paHaoMU3MPOBaHHOE KOHTponupyemoe wuccnegosaHve ®asel |l
nposogunm B 59 ueHtpax B CLUA cornacHo Hagnexawen KNMHUYECKOU MpakTUKe
(Good Clinical Practice) n XenbcuHkckon [Heknapagum (1996 Somerset West). [lo
BKMOYEHNA B uMccnegoBaHuWe Obino Momy4YeHo MUCbMEHHOE WH(OPMUPOBAHHOE
cornacme oT poOAUTENS/3aKOHHOrO NPeACTaBUTENS KaxKaoro cybbekTa.

340pOBbIX MMafeHUeB B Bo3pacte O OAHOrO roja BKhwyanu B
nccnegoBaHne M paHgommsmposanu 5.1 ong sakyyHauuu B 2-, 4- N 6-MeCA4YHOM
Bospacte HibMenCY-TT u DTaP-HBV-IPV wunn Hib-TT nnmoc DTaP-HBV-IPV

(Tabnmya 1, dur. 1). B Bospacte 12-15 mecaueB (asa 4eTBepTOM A03bl) AETEN,
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BaKLMHNPOBaHHbIX HibMenCY-TT nntoc DTaP-HBV-IPV, NOBTOPHO
pangomuanposanu (2:2:1) ana seegeHns MenACWY-TT B BospacTte 12-15 mecaues,
¢ nocrnegyowmm eeegeHem DTaP B Bospacte 15-18 mecaues (rpynna MenACWY-
TT); MenACWY-TT, coBmecTHO BBeaeHHon ¢ DTaP B Bospacte 15-18 mecsues
(rpynna cosmecTtHoro eeeaenus); unu HibMenCY-TT B Bo3spacte 12-15 mecsaues, €
nocneayrowmm eeegeHnem DTaP B Bospacte 15-18 mecsaues (rpynna HibMenCY-
TT). Oetn, npummpoBaHHble Hib-TT nntoc DTaP-HBV-IPV, He Obinn noBTOpHO
paHgomMmanpoBaHel 1 nonydanu DTaP B BospacTte 15-18 mecsaueB (KOHTponbHas
roynna). CybbekTbl B rpynnax coBMecTHOro BBegeHus, MenACWY-TT wu
KOHTPONMbHOW rpynne He nonydanu Oycrep-BakumHaumio Hib mn3-3a noctosHHOM
HexBaTku KOHbroraTHoM BakumHbel Hib B CLLUA BO BpeMs npoBeaeHus nccnenoBaHus.
bycrep-BakumHaumm Hib Obinv OTNOXEHLI 4O TOr0 BPEMEHM, KOrga KOHbHOratHas
BakumHa Hib cHoBa ctana goctynHown [25]. [JaHHOe nccnegoBaHue NpOBOAMNN 40
AOCTYNMHOCTU MEHMHIOKOKKOBOW KOHBLHOraTHOM BaKkUWHbI, NuueH3nposaHHou B CLUA
ANA NpUMEHeHVs y AeTen B BO3pacte 4O 2 NeT;, cnefoBaTternbHO, KOHTPOsbHas
rpynna He nony4vana MEeHWHIOKOKKOBYHO BakLMHaLMIO BO BpemMs uccnegosaHmna. Becem
cybbekTam Obino paspeLueHo nonyyarb TpaaLUMOHHbIE BaKUMHbI,
pekomeHgoBaHHble ACIP.

[aHHoe nccneposaHve ObINo OAWMHOYHBLIM CrienbiM B NepBuYHOM dhase m3-3a
pasHoOro BHEWHero Buaa BakuwH. [lo 4eTBepTOM [03bl POAUTENW/3AKOHHbIE
npeacTaButTeny b MHPOPMUPOBAHbBI O TOM, KakMe BaKLMHbI Nony4un nx pebeHok
B nepBuyHOM pase, n Obinn oceegomneHol 06 ux rpynne obpabotkm B ¢hase
4YETBEPTOWN A03bl N3-3a OTINYAKOLLErOCH YMCna BakLMH U1 MOMEHTOB BpeEMeHM oTbopa
0BpasLoB CbIBOPOTKM AN pasHbIX rpynn obpaboTku.

Ana Hymepaumm BakumH MCNOnb3oBanM CnmMCcoK pangomusauyun. Nposogmnm
CrnyyarvHOe HasHa4YeHwe Ana Kaxaon ¢asbl UCCnefoBaHMs C UCMONb30BaHUEM
LeHTpanbHOM cuctemMbl Ha Beb-OCHOBe, KOTOpasa BK4Yana npoueaypy
MUHUMM3aUMM Ana  obecnedeHna cbanaHCMPOBAHHOIO pacrnpeaeneHus Mexay
rpynnamm B MHAMBUAYarnbHbIX LEHTPax.

Hcecnedyembie cybbekmsbl U 8aKUUHbI

YyactHukamn Obinn  300poBbIE  MMadeHubl B Bo3pacte 6-12 Hepens,
POXAEHHbIE MO MeHbLIEN Mepe nocne 36 Hepenb OepemeHHOCTU. Kputepumn
WCKIOYEHUS BKIOYany npejwecTsByrollee nonyvyeHve noboro npenapara KpoBu C

poxaeHna unm nonyvYyeHne BaKuuH, OTINYHBIX OT NMHEBMOKOKKOBOW KOHBIOraTHOMN
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BakUMHbl UMM BakuWHbl NPOTMB poTaBupyca udenoseka B npegenax 30 cyTok OT
nepesoun fo3bl. [lo3a BakuMHbI NPOTUB renatuta B, BBogumaa npu poxaeHuu, Obina
paspeweHa. Wctopua 3abonesaHus, obycnoesneHHoro N. meningitidis, Hib,
AndpTepumn, ctonbHaka, kKoknwwa, renatuta b nnu nonvommnenuta, nnn BakumMHaLmm
npotme noboro K13 AaHHbiX 3aboneBaHun, MNPOBEAEHHble BHE  AAHHOrO
ncecnenoBaHnst, NPUBOAUIN K UCKITHOYEHUIO M3 dha3 NEPBUYHOM N YETBEPTOMN L03bl.
Ana BknoYeHnsa B dasdy YeTBEPTOM A03bl CyObEKTbI AOMKHbLI Obiny nony4nTs BCe 3
£,03bl NEPBUYHOWN BaKLMHALMN.

OnHa 0,5 M [o3sa HibMenCY-TT cogepxana 2,5 MKr
nonupubosunpudutongocdara Hib (PRP), koHbtormposaHHoro ¢ TT, u 5 wmkr
kaxkgoro nonmcaxapuga MenC un nonucaxapmga MenY, KOHBIHOMMPOBaHHOMO ¢ TT
(oBbwee copepxanne TT npumepHo 18 wmkr). OgHa 0,5 mn pgosa MenACWY-TT
coaepxana 5 MKr Kaxaoro nonmcaxapnga MeHUHrokokkosom ceporpynnel A, C, W-
135 n Y, koHbtormposaHHoro ¢ TT (obwee copepxaHne TT npMuepHo 44 MKr).
JIvopunumanpoBaHHble  MEHWMHIOKOKKOBbIE  BaKUWHbI  PacTBOPANN  CTEPUNbHBIM
dr3nonormyeckm pactBopoM AnS UHBEKLUM N BBOAUMM BHYTPUMBILLEYHO B NeBOe
©enpo unu pyky.

Komnosvuma  nuueHsmpoBaHHbix  BakumH DTaP-HBV-IPV  (Pediarix™,
GlaxoSmithKline Vaccines) n Hib-TT (ActHIB™, Sanofi Pasteur) onucaHa B gpyrom
pokymeHte [10]. Komnosuuma DTaP (Infanrix™, GlaxoSmithKline Vaccines)
ABMNSETCA Takow Xe, 4To 1 y komnoHeHTa DTaP n3 DTaP-HBV-IPV.

Lenu uccnedosaHus

MepBuyHbIMM  Uenamm  Obino (1)  NpOAEMOHCTpUpOBaTb  OTCYTCTBUE
npesocxoactea MenACWY-TT npu cosmectHoM BBegeHun ¢ DTaP wnum 6e3 Hero,
OTHOCUTENbHO YeTBepToM Jo03bl HibMenCY-TT B nokasatenax npoueHTHOM A0Nn
cybbekToB C TUTpaMm DakTepuLMaHON aKTUBHOCTWU CbIBOPOTKU (C MCMONMb30BaHUEM
NUCTOYHMKa 4enoBedeckoro komnnemeHta: hSBA), pasHbiMu 1:8 vnn Gonblie, u
cpegHuM  reomeTpudeckum  TutpoB  (GMT) agna ceporpynn C wm Y, (2)
NPOAEMOHCTPUPOBATE  MMMYHOr€HHOCTb  ogHou  ao3el  MenACWY-TT  npu
coBMecTHOM BBefeHun ¢ DTaP wnm 6e3 Hero B nokasartensix NpOUEHTHOM A0NU
cybbekToB ¢ TUTpamm hSBA, Bonbwmmn nnu paeHeiMn 1:8, anga ceporpynn A n W-
135; n (3) npoaemMoHcTpupoBaTtb OTCyTCTBME npeBocxoactea DTaP, coBmecTHO
BBegeHHon ¢ MenACWY-TT, otHocuTenbHO BBeAeHUs oaHon DTaP B nokasarensx

MPOLEHTHOM 40NN CYOBEKTOB C KOHLEHTPaUUsSMKU aHTUTEN NpPOTUB AUTEPUAHOIO
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aHaTOKCUHAa W NPOTUB CTONBHAYHOrO aHaTokcuHa, BonbwnmMm unu pasHsiMu 1,0 1U
(MexgyHapogHble eauHUUpbl)/MN U CPeaHUMU FeOMETPUYECKUMWN  KOHLIEHTpaLuum
aHTUTEN NPOTUB KokMowa. B faHHOM fOKYMEHTe OnucaHbl OXXUaaeMble pesynbTaThbl
C MEHMHIOKOKKOBbIMW BakLMHaMK COrflacHO 3a4aHHbIM CTaTUCTUYECKUM KPUTEPUSM.
Oxupaemble pesynbTatbl WU UMMMyHHble OTBETbl 0606wWeHbl B Tabnuye 2.
Oxumpaemble pesynbTarbl, OTHOocAWMecs Kk BakuynHe DTaP ana 6ycrep-ummyHmnsaumm
npvBeLEHbI B 4PYroM LOKYyMeHTe [24].

OueHka UMMyHO2eHHOCMU

Obpasybl kpoBu oTbupann y CcyObekToB 4Yepe3 OaMH Mecsdly nocne
BakumHauum (Tabnvua 1) n oo BakumMHauMmM B rpynne COBMECTHOrO BBELEHUS B
Bo3pacTte 15-18 mecaues (ansa oueHkn ctomkoctn hSBA B Bo3pacTte 15-18 mecsaues
nocne 3-403HOWN BakunHaumu geten B Bospacte 4o roga HibMenCY-TT).

OueHka beszonacHocmu U peakmogeHHoCmu

KoHKpeTHble MeCTHble M obLMe CUMMNTOMbI 3anucbiBanuCb POAUTENAMU B
AHEBHMKE naumeHTa B TedeHme 8 cyTtok (cytkm 0-7) nocne 4eTBepToM A[03bl
BakumMHauun. B TeyeHme 31 cyToK nocne BakuyuMHauuM oTMedanu Bce apyrue
HexenatenbHble cobbiTna (AE). O cepbesHbiX HexenaTenbHbIx cobbiTusax (SAE) u
nossneHun cneumdpuyecknx AE, ykasbiBaroLLMx HA HOBOE MPOSIBIIEHNE XPOHUYECKOrO
3aboneBaHns, U COCTOSAHUAX, NOBYXAAOLMX K NOCELLUEHMIO MyHKTA CKOPOM MOMOLLM
(ER), poknagbiBann ¢ fo3bl 1 g0 6 MecsaAueB nocrne nocnegHen BakuMHauuu
NOCPEeACTBOM CTaH4apTM3MPOBaHHOrO TenedoHHoro Habopa cumBonos. Bo Bpems
daskbl YeTBEPTOM 403bl OTMEeYanu nosieneHne ceinn. SAE onpegensnm kak cobbiTue,
npMBoOAsLEE K CMEPTU, WMNN KOTOPOE Yrpoxano Xu3Hu, cobbiTve, Tpebyrouee
rocnuTanMsagum  wunu  NPOASNEHUS CyLeCcTBYIOWEN rocnutanu3aymm, cobbitmne
NpuBOASLLEE K WMHBaNMAHOCTM WM HETPYAOCNocobHOCTM cybbekTa, unm nrobdoe
Apyroe cobbITne, paccMmatpmBaeMoe UCCrefoBaTeNeM Kak Cepbe3Hoe.

Cmamucmuyeckue aHanusbl

AHanna MMMYHOreHHOCTM NpoBOoAWM cornacHo npotokony (ATP) Ha koropTe
ANA onpefeneHna MMMYHOreHHOCTM, KOTOpas BKNrovana BCeX BaKUMHUPOBaHHbBIX
CcyObeKTOB, KOTOpPbIE YAOBNETBOPANN METOAMKAM COrnacHO NpoTokony. [epBuyHble
LUenn oueHuBann B MEpPapXMYeckoM Mopsake, TO eCTb, Uenb Morna cynmtaTbed
dopmanbHO AOCTUrHYTOW NWLLL NOCHE TOro, Kak BbInn 4OCTUrHYThI BCE NpeablayLime

Lenu.
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OTbop obpasuya KpoBM A0 BakUMHaUMM B rpynne COBMECTHOrO BBEeLEHUA
(Tabnuua 1) obecneuvmBan pacyeT 4YacToTbl OTBETa Ha BakUWHy U oTHoweHun GMT
A0 1 nocne BakuyuHauum B gaHHou rpynne. OTBET Ha BakUMHY Onpeaensny Kak TUTp
aHTuTena, 6GonbwuKM WM paeBHbIM - 1:8, nocne BakyMHauMmM Yy UCXOAHO
cepoHeraTMBHbIX CyOLEKTOB M BonbLuee Unn paBHOE 4-kpaTHOMY yBENUYEHNE TUTPA
aHTUTENa A0 BaKUMHAaLMM Y UCXOAHO CEPONO3NTUBHBLIX CyOBHEKTOB.

MoTeHunanbHble pasnuuna  Mexgy rpynnamu  Obinv  NOAYEPKHYTbl B
MOUCKOBbLIX aHanmsax, ecnm acuUMNTOTUYECKUA CTaHAapTMU3NPOBaHHbIN 95%-HbIn
aoseputensHbin nHTepean (W) ansa pasnuumsa mexay 2 rpynnamm B NpPOLEHTHbIX
A0NAxX CyObeKTOB, AOCTUraroWmMX onpeaeneHHbIX Noporos oTcedenHms, He Bknrovan o,
mnn ecnn 95%-Hbin W ana otHowenna GMT mexay rpynnamu He Bkiodan 1.
[aHHble NOWUCKOBbIE aHanuabl CrneayeT WHTEPNPeTUpoOBatb C OCTOPOXHOCTLIO,
NPYHMMasa BO BHUMaHWE TO, YTO He BbIN0 KOPPEKTUPOBKN HA MHOXECTBEHHOCTb.

AHanua ©6e30nacHoOCTM MNpoBOAMNM Ha OOLWEen BaKUMHMPOBAHHOM KOropTe,
KOTOpas BKMYana BCex BaKUMHUMPOBAaHHBIX CyObekToB. YacToTy M MHTEHCUBHOCTb
CUMNTOMOB paccynTbIBanu ¢ ToUHbIM 95%-HbiM IV ana kaxaon rpynnbi.

AHanmsbl NpoBOAUNK C Ucnonb3oBaHnem Bepcun 9.1 nporpammbl SAS® (SAS
Institute Inc., Cary, NC, CoeguHeHHble LLTaTtel) n ProcStatXact 7.0.

PE3YINbTATbDI

Viccnedyembie cybbekmbi

Bcero 1554 cybbekTa Oblnn BKAKOYEHDI B UCCNEAOBAHME U BaKLUMHUPOBaHbI B
dase nepBMYHOW BaKUMHaUMKM, W3 KOTOpbIX 1447 3aBepwumnn paHHyro dasy
nccnepgosanma. [Ana dasbl yetBeptonm A03bl 1303 pebeHka npenaoLKOnNbHOro
BO3pacTa Obinn BKINHOYEHbI B UCCNEA0BaAHNE U BaKUMHMPOBaHbI (Pur. 1), n3 KOTopbIX
1238 cybbekToB 3aBepumnm asy BakLMHaLMM YETBEPTON AO30M UCCNEeaoBaHUs, U
1209 3aBepwmnn nNPoOANEeHHy da3y MnoCneperncTpaumMoHHOro onpeaeneHns
BesonacHocTn. 0O600LWEeHMe nMpUYMH, N0  KOTOpbIM CyObekTbl BbIObiNMM K3
nccnegosaHma mnu Oeinn yganedsl 13 koropt ATP, npueegeHsl B Tabnuue 3
(pononHuTenbHag). [ea cybvekra, oguH 13 rpynnsl MenACWY-TT n oanH 13 rpynnbl
HibMenCY-TT, BbiObinn BO BpemMsa asbl BakUMHaLUMM YeTBEPTON L030M M3-3a AE.
Oba cybvekTa mncnbitanu gpebpunbHbie Cya0por1 4o 3annaHUMpoOBaHHOM NATOWN A,03bl
DTaP: oanH ¢ Hayanom yepes 38 CyTOK NoCne YeTBEPTOW 403bl, U APYrON C HA4Yanom
yepes 43 CyToK nocne 4yeTBepTon A03bl. HM 0gHO 13 cobbIT He paccmaTpuBanoch

nccnepoBaTeneM Kak CBf3aHHOe C BakuuHauveWn. B koropte ans onpeneneHus



25

nMmyHoreHHocTn ATP mnmenock 955 cybbekToB. B rpynne COBMECTHOrO BBEAEHUSA
ObIno Bonblle cybBLEKTOB MYXKCKOro, YeM XeHckoro nona (165 no cpasHeHuo co 138
COOTBETCTBEHHO) W Oonblue CyDObEeKTOB J>KEHCKOro, YeM MYXCKOro nona B
KOHTpOMbHOW rpynne (97 no cpaBHeHMKO C 78 cooTBeTcTBeHHO). Uccnepyemble
rpynnbl ObIfM B MHbIX OTHOLLEHUSAX CPaBHUMbIMK B NMoKasaTensax gemorpaduyeckmx
xapaktepuctuk (Tabnuua 4: pononHUTENbHas).

VIMMYyHO2EeHHOCMb

Mocne BakyuHaumm HibMenCY-TT unn MenACWY-TT B Bospacte 12-15
mecaueB unm MenACWY-TT nmoc DTaP B Bospacte 12-15 mecsaues 100%
cybbekToB umenn tutpbl hSBA, Gonblune nnn paeHele 1:8, ana ceporpynn C n 'Y
(Pur. 2), NpoTMB KOTOPbIX UX paHee npummnpoBann. [lo meHbwen mepe 96,1%
cybbekToB, BakumHMpoBaHHbIXx MenACWY-TT, Tarke nmenu Tutpel hSBA, Gonblime
unn pasHele 1:8, ana ceporpynn A n W-135 (dwur. 2). O4yeHb mMano cybbekToB
(MeHblWwe mnn paesHO 7,8%) B KOHTpOnbHOM rpynne umeno Tutpel hSBA, Gonbwme
nnn paeHble 1:8, B OTHOLLEHMM NHOBON Ceporpynnbl BaKLMHbI.

MownckoBble aHanmabl HE BbISBUIM KakMX-NMMBO pasnuumii Mexay rpynnamm
MenACWY-TT 1 coBMeCcTHOro BBegeHus no cpasHeHuto ¢ rpynnon HibMenCY-TT
ana ceporpynn C n'Y B nokasarensax NpoueHTHOM fonn cybbekTos ¢ TuTpamm hSBA,
paBHbiMM 1:8 mnmn 6Gonblie, 4Yepes oaMH Mecdal nocne BakumHauun. OpHako
pesynbTathl cBUAeTeNnsCcTBOBaNnM 0 6onee Bbicokx GMT nocne BakuymHauumn: 1) B
oTHoLwweHun ceporpynn C n'Y B rpynnax MenACWY-TT 1 COBMECTHOrO BBEAEHMS MO
cpaBHeHuto ¢ rpynnon HibMenCY-TT m 2) B otHoweHun ceporpynn C, W-135un Y B
rpynne COBMECTHOro BBeAeHus no cpaBHeHuto ¢ rpynnor MenACWY-TT (dur. 3).

MpoueHTHasn gons cybbekToB B rpynne COBMECTHOrO BBEAEHMSI C OTBETOM Ha
BakUMHy cocTtasnsana 95,9% (95%-+Hbi1 AN 92,3%; 98,1%) B OTHOLLEHMM CEPOrpynmbl
A, 99,2% (97,3%; 99,9%) B oTHoweHun ceporpynnbl C, 97,7% (94,8%; 99,3%) B
oTHoLweHun ceporpynnel W-135 1 98,9% (96,8%; 99,8%) B OTHOLLIEHMN Ceporpynmbl
Y. lNo meHbLen mepe 96,1% MUCXOQHO CEepOHEraTuBHbIX CyOBLEKTOB MMENN OTBET Ha
BaKLMHY NMPOTUB O4HOM nnu Bonee 4em O4HOW CEPOrpynnbl.

1o BakymHauumm B rpynne coBMecTHoro BeeaeHus y 90,7% n 96,3% cybbekToB
noagepXuBanncb CeponpoTekTuBHble TUTPbl hSBA (Bonbwme unm pasHble 1:4)
npotue ceporpynn C 1 Y nocne 3-go3Horo npummposanua HibMenCY-TT. B rpynne
coBmecTHoro eeegeHns GMT BospacTanu OT MOMeHTa nepeg A0 MOMEHTa nocne

BakumHaumm B 107 pa3 B oTHoweHun ceporpynnel C 1 B 53 pasa B OTHOLIEHWUMU
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ceporpynnbl Y, ykasbiBas Ha OycTepHbln oTBET nocne npumuposaHms HibMenCY-TT;
n B 44 pasa B OTHOLLEHMMN ceporpynnbl A U 244 pasa B OTHOWeHUM ceporpynnbl W-
135, AEeMOHCTPUPYS XOPOLLYHO MMMYHOreHHOCTb Ha MepBOE BO3AEWCTBME [aHHbIX
aHTUreHOB BaKLUMHbI,

Mokasatenn ceponpoTtekumn nocne fosel 4 n GMT Ha ceporpynny W-135
Ebinn Boicokumm B rpynnax MenACWY-TT n COBMECTHOro BBEAEHMS, a Takke Yy
peunnmeHToB HibMenCY-TT, koTopble He nony4anun aHTureH sakumHel W-135 B fose
4. Y koHTponen He Habnoganu oteeTa Ha ceporpynny W-135.

PeakmozeHHOCMb

[MpoueHTHbIE AoNM CyOBEKTOB, ANS KOTOPbIX coobliann 0 MECTHbIX U 0BLmMX
CYMMTOMAXx, HaXOAUNNCb B TOM K€ CaMOM MHTepBane B TPEX UccnegyemMblx rpynnax
(dur. 4). lNpoueHTHble AONM CyDOBLEKTOB, ANSA KOTOpbIX onucaHbl SAE, HoBble
NposBNEHNA XpOoHU4YecKoro 3abonesanna u AE, npmesogsawme k noceweHno ER, ot
Hadyana nepBUYHOW BakuMHaUMM O 6 MecsaueB MNocne 4YeTBEPTOM A03bl, Obinu
aHanornyHbiMM BO Bcex 3 rpynnax (Tabnuuya 5). Tpu SAE, onucaHHble y AByX
CyObEeKTOB, CuUMTanM CBA3aHHLIMWU C BakKUMHOW. WUMEN MeCTO OAWH Ccrnydyam
MNOTOHNYECKOro pebeHka, KOTopbIn npousowen vepes 47 CyTok nocne [osbl 4
(rpynna COBMECTHOro BBeAEHMS), KOTOPbIM npowlen yepe3 2 cytok. Kpome TOro,
NMEenN MeCTO OAWH OMNUCaHHBLIM CrlyYan KOHBYBbCUW, NPOU3OLLEALLNIA Yeped 65 CyToK
nocne nepBoM [03bl NepBuMyHOM BakumHauum (rpynna HibMenCY-TT), kotopbin
npowen y MnageHua, KoTopblin nosgHee ymep B pesynetarte BToporo SAE (cuHapom
BHE3anHoM cmepTn pebeHka) yeped 89 cytok nocne po3bl 1. Ha npoTskeHum
NCCnenoBaHNsa NPOU3OLLNN TPU ApYyre cMepTu (BCe B NEPBUYHON ¢hase), HM 0aHa 13
KOTOPbIX HE CuYMTanacb CBA3AHHOW C BaKUWMHOW. OgMH CyOBLEKT ymep OT cuHapoma
BHe3anHon cmepTn pebeHka yepes 33 cyTok nocne Ao3bl 1; oauH cybbekT ymep oT
06e3BOXMBaAHUS, FEMONTMTUYECKOTO YPEMMUYECKOTO CUHAPOMA N CEMTUYECKOrO LUOKa
yepes 43 cyTok nocne Ao3bl 1, U ogMH cyDLEKT yMep OT newnkosa (Hadyano yepes 57
CYTOK nocne f03bl 3) U NoCneayLwen ablXxatenbHoW HeAOCTaTOYHOCTH.

MNpumep 2 — onpeageneHme MoeKkynapHoW Maccehl ¢ ncnons3osanHvem MALLS

HeTekTopbl ObINM NOACOEAMHEHDBI K renb-PUnbTPaLMoOHHOM KONMOHke BIXKX
(BbICOKOI(P(PEKTUBHAA XKUAKOCTHAA Xpomarorpadus), Ha KOTOPOM 3SNHOMPOBanmCh
obpasubl. C Apyron CTOPOHbI, AETEKTOP PacCesaHUsa NasepHOro U3nyyYyeHUs N3amepsrn
WHTEHCUBHOCTU N3IyYEeHUH, pacCeaHHOro MakpOMONEKYNApHbIM pacTBOpoM nog 16

yrnamn, W, C [pYyron CTOPOHbl, WHTepdepoMeTpudecku pedpakTomeTp,



27

BCTPOEHHbIM B NMHUIO, obecneuymBan onpegeneHne Konmyectsa SroMpPOBaHHOMO
obpasya. M3 paHHbIX WMHTEHCUMBHOCTEW MOXHO OnpeaensaTb pasmep u gopmy
MakpOMOIIEKy 1 B pacTBope.

CpegHas monekynsapHasa macca B macce (My,) onpegenseTcs kak cymma macce
BCEX COEAVHEHWUN, YMHOXEHHAas Ha UX COOTBETCTBYHOLLYIO MOMEKYNSPHYO Maccy U
pasfgeneHHas Ha CyMMy Macc BCEX COEANHEHNI.

a) CpegHeBecoBasa mornekynsapHasa macca: -Mw-
_ ZWI M, _m

6) CpepHeuncnoBas monekynsapHaa macca: -Mn-

D N.M, _m

M =
! ZNi m

B) CpenHekBagpaTuyeckuii paaunyc: -Rw- u R®w npepcraenser cobolt

M.

KBagpaT paanyca, onpeseneHHbIn NoCPeLCTBOM:

2
_ Zmi":'
2.m

(-mi- npeactaBnsgeTr cobon Maccy pacceuBarolero ueHtpa i, U -

R*w mnm (r?)w

npeacraBnaeT cobon paccTosHMe MexXAy paccemBaroyM LIEHTPOM | U LIEHTPOM
TSHKECTU MAKPOMOIEKYIbI).

r) NonmancnepCcHOCTL onpegenseTca kak oTHoweHne —Mw/Mn-,

MeHMHrokokkoBble nonucaxapuabl aHanuanposann MALLS nocpeactsom
3arpy3km Ha aBe konoHkn BIXKX (TSKGB000 m 5000PWxI), wncnonb3yembie B
kKomMOuHauun. Ha KonoHKy 3arpyxanu 25 mkn nonucaxapuga v anonposanu 0,75 mn
duneTpoBaHHOW BOAbI. [Monucaxapvibl BbISBNANM C MCMNOMNb30BaHWEM AETeKTopa
ceeTtopaccesHua (Wyatt Dawn DSP, ocHaweHHbin 10 MBT aproHOBbIM nasepowm,
paboTarowmm npu 488 HM) 1 nHpepomeTpuyeckoro pedpaktomeTpa (Wyatt Otilab
DSP, ocHaleHHbIn s4erkon P100 n kpacHeiM omnneTpom 498 Hm).

[MonMamncnepcHOCTM  MOMEKYNAPHOM MacCbl WM BbIXOAbl BCex 0Opasuos
paccuutbiBann  cnocobom [JeBas € MCNONb30OBaHMEM  MOSIMHOMMUANbLHOM
annpokcumaumm nopsgka 1 nporpammel Astra 4.72.

MNpumep 3 — adbdekT BycTep-uMMyHU3aLMK

B panbHenwem wuccrnegoBaHMM OLUEHMBanuM CTOMKOCTb aHTuTen 4epes 12

mMecaueB nocne BOycTep-BakUMHAUMKM  KOHBIOrAaTHOW  BakUMHOW Ha  OCHOBE
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MEHWHIOKOKKOBbIX ceporpynn A, C, W-135, Y (MenACWY-TT, GlaxoSmithKline
Vaccines) No CpaBHEHUIO C  KOHBLIOraTHOM BaKUMHOW Ha OCHOBE MEHWHIOKOKKOBOM
ceporpynnbl C (MenC-CRM1g7, Wyeth LLC) y 3aopoBbIx geten.

Metogobli: B JaHHOM  MHOMOLEHTPOBOM  OTKPBLITOM  KOHTPONMPYEMOM
nccnegosaHmm  dasel Il B PuHnaHgum  (NCT00955682) petn, paHee
pangomuanpoBaHHbie (3:1) 1 npummnpoBaHHble ogHon posor MenACWY-TT wnm
MenC-CRM; g7 B Bo3pacTe 12-23 mecsaueB (NCT00474266), nonyyanm Bycrep-4o3y
TakMX Xe BakuMH 4epe3 48 mecsueB nocne npummposaHna. MMMyHOreHHoOCTb
oueHmBann B mecay (M) 60 (uepes 12 mecsaueB nocne Bycrep-BakumHauuu) ¢
MCMNOMb30BaHNMEM aHanmM3oB OakTepuuMAHbIX aHTUTEN CbIBOPOTKW, WCMONb3ys
kponmumn (rSBA; nopor otcedenms 1:8) n yenosedeckmn (hSBA; nopor otcedeHus
1:4) komnnemeHT. CBA3aHHble C BaKkUMHOW CEpPbE3Hble HeXenaTesbHble ABMEHUS
(SAE) 3anuceiBanu go M6eO0.

Pesynbtatbl: 13 293 peten, noaBeprHyTbix OycTep-BakynHaumm, 286
BepHynMchb B MB0, npuyem 277 Obinm BKNHOYEHBI B KOrOPTY COrnacHO NpoTOKONy AN
onpegenenuna crovkoctn B M60 (MenACWY-TT: N pasHo 231, MenC-CRMig7: N
paBHO 46). B M60 Bce peunnuertel MenACWY-TT coxpaHanu Tutpbl rSBA, pasHble
1:8 unn Gonblwe (3a ucknrodeHmem MenC, 97,4%), n Tutpel hSBA, pasHble 1:4 nnu
Bonbwe (3a ucknoveHnem MenA, 95,5%) (Tabnvua). CpegHee reomeTpuyeckoe
TuTpoB aHtuten (GMT) hSBA B M6B0 cHwkanocb no cpasHeHuo ¢ M49 (4epes 1
mMecsay nocne Oycrep-BakumMHaumMm), HO ©OblNo BbiWe, 4YEM MNOCne MNepBUYHON
BakymHaumun. lNokasatenu ceponosmtneHocTM MenC n GMT (rSBA, hSBA) 6Gbinu
cpaBHUMbIMU Mexay rpynnamun. He 6b1n0 onncaHo SAE, cBs3aHHbIX C BaKLMHOW.

3aknroueHue: aHTUTENa, OLEHEHHbIE NOCPeAcTBOM aHann3os rSBA n hSBA,
COXpaHanucb ANSA Kaxaon ceporpynnbl bonee yem y 97% peten yepes 12 mecsaues
nocne 6Oycrep-BakuymHaumm MenACWY-TT. OTM paHHble yKasblBawOT Ha TO, YTO
AOMOMHUTENbHbIE OycTep-403bl MenACWY-TT MoryT yBenuymBaTb

NPOAOITKUTENBHOCTL 3aLUUTbI, MHAYLMPOBAHHOM BaKLMHOMN.
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Tabnuua 6: NMpoueHTHaa aona geten ¢ TuTpamm rSBA, 6onbMMK unu paBHbiMu 1:8,
u Tutpamu hSBA, 6onbwmmMmu unu pasHbimu 1:4, n coorsetctBytowme GMT (koropTa
ATP onsa onpeaeneHnsa ctonkoctu B M60)

rSBA hSBA
N | %=21:8 GMT (95% N | %21:4 | GMT(95%
AHTUTENO Mpynna (95% o) (95% o)
av) av)
MenA MenACWY- | 231 100 978,9 (860,2- | 221 95,5 88,0 (73,6-
1T (98,4- 1114,0) (91,8- 105,1)
100) 97,8)
MenC MenACWY- | 231 97,4 226,4 (183,7- | 228 100 1342,3
TT (94,4- 279,0) (98,4- (1134,6-
99,0) 100) 1588,1)
MenC- 46 97,8 320,9 (201,1- | 33 100 931,1 (572,8-
CRMg; (88,5- 512,2) (89,4- 1513,4)
99,9) 100)
MenW- | MenACWY- | 231 100 1390,7 218 100 2196,6
135 T (98,4- (1203,2- (98,3- (1955,7-
100) 1607,3) 100) 2467,2)
MenY MenACWY- | 231 100 10711 206 100 1110,8
TT (98,4- (924,9- (98,2- (987,5-
100) 1240,5) 100) 1249,6)

GMT - cpegHee reomeTpunyeckoe Tutpa antuten; ATP — cornacHo npotokony; M60 —

mecsy 60, 12 mecsyes nocne 6ycrep-sakynHayum; N — yncno cybbekToB ¢ 40CTYMHbIMU
pesynbtatamu; 95% AU - 95%-Hbin joBEpUTENBHBIA MHTEpPBan
Ananus rSBA nposogunu B Public Health England; ananus hSBA - B GlaxoSmithKline
Vaccines

Tabnuua 7: npoueHTHasa aonsa cy6bekToB ¢ TuTpamu hSBA, paBHbIMU UNK NPEBbLILLAIOLLUMA
3Ha4eHus noporos otceveHuns 1:4 n 1:8, u GMT (koropta ATP ansa onpeaeneHns CTOMKOCTU B MeCALY

60)
21:4 21:8 GMT
95% O 95% On 95% On
AHTU- |Fpyn- [Bpems N n % HIr BIr n % HIr Bl |3Have-| HI BIr
Teno (nma Hue
hSBA-|MenA |JO 226 4 1,8 0,5 4,5 1 0,4 0,0 2,4 2,0 2,0 2,1
MenA |CWY- |MO- 220 185 | 84,1 | 786 | 88,7 | 178 | 80,9 | 751 | 85,9 | 23,7 | 19,5 28,7
TT CNnE
M24 191 52 27,2 | 21,0 | 34,1 47 246 | 187 | 31,3 | 4,1 3,4 4.9
M36 210 77 36,7 | 30,1 | 43,6 72 34,3 | 279 | 411 56 4.5 6,8
M48 203 56 27,6 | 216 | 34,3 55 2711211 | 33,8 | 4,6 3,7 55
M49 214 | 213 | 99,5 | 974 | 100 | 213 | 99,5 | 974 | 100 |1371,|1149,| 16354
2 7
M60 221 211 955|918 | 97,8 | 211 955|918 | 97,8 | 88,0 | 736 105,1
MenC |JO 35 0 0,0 0,0 10,0 0 0,0 0,0 10,0 | 2,0 2,0 2,0
CRM |NO- 34 0 0,0 0,0 10,3 0 0,0 0,0 10,3 | 2,0 2,0 2,0
CINnE
M24 30 2 6,7 0,8 | 221 0 0,0 0,0 116 | 21 1,9 2,3
M36 29 5 17,2 | 5,8 35,8 4 13,8 | 3,9 31,7 | 27 2.1 3.4
M43 29 4 138 | 3,9 31,7 4 13,8 | 3,9 31,7 28 2,0 3,9
M49 30 4 13,3 | 3,8 30,7 4 13,3 | 3,8 30,7 | 2,7 2,0 3,6
M60 28 3 10,7 | 2,3 | 28,2 3 10,7 23 | 282 | 2,5 1,9 3,2
hSBA-|MenA |JO 230 2 0,9 0,1 3.1 2 0,9 0,1 3.1 2,0 2,0 2,1
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MenC |[CWY- |[O- 219 | 215 | 98,2 | 954 | 995 | 214 | 97,7 | 948 | 99,3 [181,5|154,5| 213,2
TT CJIE
M24 181 | 157 | 86,7 | 80,9 | 913 | 155 | 856 | 79,7 | 904 | 48,7 | 37,5 63,1
M36 211 | 168 | 796 | 735 | 84,8 | 162 | 76,8 | 70,5 | 82,3 | 33,3 | 25,5 43,5
M43 211 | 153 | 72,5 | 66,0 | 784 | 152 | 72,0 | 655 | 78,0 | 30,1 | 22,4 40,5
M49 221 | 221 | 100 | 98,3 | 100 | 221 | 100 | 98,3 | 100 (15490|13389| 17921,9
7 3
M60 228 | 228 | 100 | 98,4 | 100 | 228 | 100 | 98,4 | 100 |1342,|1134,| 15881
3 6
MenC [0O 35 1 29 01 | 149 1 29 01 | 149 | 21 1,9 2,3
-CRM |MO- 34 28 | 824 655|932 | 28 | 824|655 932|435 236 80,2
CIE
M24 26 13 | 50,0 | 29,9 | 70,1 11 42,3 | 234 | 63,1 | 81 4,1 15,7
M36 29 11 37,9 |1 207 | 57,7 | 11 37,9 | 207 | 57,7 | 56 | 3,3 9,6
M48 33 15 | 455 | 281 | 636 | 15 | 455 | 281 | 636 | 10,7 | 4,8 23,8
M49 35 35 100 | 90,0 | 100 35 100 | 90,0 | 100 |8474,|5787,|12410,2
8 3
M60 33 33 100 | 89,4 | 100 33 100 | 89,4 | 100 (931,1|572,8| 1513,4
hSBA-|MenA |0O 227 1 04 00 | 24 1 04 00| 24 | 20 | 20 21
MenW|CWY- |MO- 212 | 177 | 835|778 | 882 | 176 | 83,0 | 77,3 | 87,8 | 47,7 | 374 60,9
-135 |TT CnE
M24 190 | 176 | 926 | 87,9 | 959 | 173 | 91,1 | 86,1 | 94,7 | 81,5 | 649 | 1025
M36 212 | 173 | 816 | 757 | 866 | 173 | 816 | 75,7 | 86,6 | 53,6 | 41,7 69,0
M43 171 | 139 | 81,3 | 746 | 868 | 138 | 80,7 | 74,0 | 86,3 | 48,3 | 36,9 63,4
M49 203 | 203 | 100 | 982 | 100 | 203 | 100 | 98,2 | 100 [13996|12637| 15501,3
3 4
M60 218 | 218 | 100 | 983 | 100 | 218 | 100 | 98,3 | 100 |2196,|1955, | 24672
6 7
MenC [0O 35 0 00 00 | 100 0 0,0 00 | 100 | 20 | 20 2,0
CRM |NO- 34 1 29 01 | 153 1 29 01 | 153 | 22 1.8 2,6
CJIE
M24 30 0 00 00 | 116 0 0,0 00 | 116 | 20 | 20 2,0
M36 31 2 6,5 08 | 214 2 6,5 08 | 214 | 24 1,8 3,2
M48 28 2 71 09 | 235 2 7.1 09 | 235 | 26 1,8 3,6
M49 27 2 7,4 09 | 243 2 7.4 09 | 243 | 27 1,8 4,2
M60 31 5 16,1 | 55 | 33,7 5 161 | 55 | 337 | 34 | 22 54
hSBA-|MenA |0O 221 1 0,5 00 | 25 1 05 00| 25| 20 | 20 2,1
MenY [CWY- |MO- 212 | 168 | 79,2 | 732 | 84,5 | 168 | 79,2 | 73,2 | 84,5 | 30,8 | 244 38,8
TT CIlE
M24 167 | 141 | 84,4 | 780 | 896 | 141 | 844 | 78,0 | 896 | 554 | 421 72,9
M36 209 | 151 | 72,2 | 657 | 782 | 148 | 70,8 | 64,1 | 76,9 | 32,5 | 247 42,8
M48 131 85 | 649 561|730 | 85 (649|561 | 730|299 | 203 441
M49 184 | 184 | 100 | 98,0 | 100 | 184 | 100 | 98,0 | 100 |6698,|5934,| 7561,3
9 8
M60 206 | 206 | 100 | 982 | 100 | 206 | 100 | 98,2 | 100 |1110,|987,5| 1249,6
8
MenC |0O 35 1 29 01 | 149 1 29 01 | 149 | 23 1.7 3,0
-CRM |MO- 34 1 29 01 | 153 1 29 01 | 153 | 23 1.7 3,2
CIE
M24 27 5 185 | 6,3 | 381 5 185 | 63 | 381 | 42 | 22 8,1
M36 31 6 194 | 75 | 375 6 194 | 75 | 375 | 43 | 24 7,7
M43 28 6 214 83 | 41,0 6 214 83 | 410 | 43 | 24 7,8
M49 27 7 259 | 11,1 | 46,3 7 259|111 | 463 | 54 | 27 11,0
M60 31 10 (323|167 | 514 | 10 | 323|167 | 514 | 75 | 3,6 15,7

GMT — cpegHee reomeTpuyeckoe TUTPA aHTUTEN, PACCUMTAHHOE Ha BCeX cybbekTax

N — 4ucno CyOBbEKTOB C JOCTYMHLIMU pe3ynbTaTaMu

n/% - yucno/nNpoueHTHas Aonsa cyGbLeKkToB C TUTPOM B Npeaenax onpeaeneHHoro nHrepsana
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95% O - 95%-Hblit foBepuTENbHbLIA UHTEepBan; HI — HWKHASA rpaHuua, BN — BepxHAa rpaHuya

JO — cyTkn 0, 4O NEPBUYHON BaKLUHALUN

MOCIJIE — 42 cyToKk nocne nepBUYHON BakUMHaALUMN MEHUHIOKOKKOBOW BaKLMHON

M24 - 24 mecdaua nocne NepBUYHOR BakuMHaUmmn

M36 - 36 mecAueB nocne NepBUYHON BakLMHALUN

M48 - 48 mecaues nocne nepBUYHON BakLMHaUMKM u Ao Bycrep-sakuuHauun

M49 — oaunH mecsy nocne bycrep-BakuyuHauuu (Mecsu, 49)

M60 - 12 mecsyeB nocne 6ycrep-sakymHauun (Mecsy 60)

MpumMeyaHue: B MOMeHT BpemeHu TIOCTIE’ cy6bekTbl U3 rpynnsl MMRY B nepBUYHOM UCCREAOBAHUN, KOTOPLIE
6binun HabpaHbl B rpynny MenC-CRM B faHHOM UccrneaoBaHUM CTOMKOCTU, €Le He NOnyYanu MEHUHTOKOKKOBYHO
BaKLMHY.
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POPMYIA N3OBPETEHUA

1. Cnoco® wumMmmyHM3aumm npotuB wHpekumn Neisseria meningitidis,
BKMHOYaKOLLMIA CTagmMm a) MUMMyHU3aumn naymMeHTa-4yenoseka B nepsomM sospacte ot 0
A0 11 MecsueB KOHbHraTtHoOM BakLMHOWM Ha ocHoBe OakTepuanbHOro caxapuga,
COAEPXKaLLEn NO MEHbLUEN Mepe OAMH, ABa UM Tpu BakTepuanbHbIX caxapuga, no
OTAENbHOCTN KOHBLIOTMPOBaHHbIX C Benkom-HocuTenem ¢ obpasoBaHMeM Mo
MEHbLUEN Mepe OAHOro, ABYX WUIM TPEX KOHbLHOraTtoB BakrepuanbHbiX caxapuaos; U
0) UMMyHM3aUMN NauMeHTa-4yenoBeka BO BTOPOM Bo3pacte OT 12 a0 24 mecsueB
KOHBbIOraTHOM BakumHoW npoTtus Neisseria meningitidis, copepxawen no MeHbLUeN
Mepe [ABa KancynbHbIX caxapwuia, BblOpaHHbIX W3 Trpynnbl, COCTOAWEN U3
kancyneHoro caxapuga N. meningitidis ceporpynnsl A (MenA), kancynbHOro
caxapuga N. meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N.
meningitidis ceporpynnel W135 (MenW135) n kancynsHoro caxapvga N. meningitidis
ceporpynnel Y (MenY), no OTAENbHOCTU KOHBIOIMPOBAHHBIX C BENKOM-HOCUTENEM,
roe KOHbroraTHyro BakuumHy npotus Neisseria meningitidis BBOAAT COBMECTHO C
BaKLUMHOW, coaepxallen AnpTepnnHbI aHaTOKCUH M CTONBHAYHBIM aHaTOKCUH.

2. Cnocob no n. 1, rae no MeHbLUEN MEpPe OAMH, ABa UNn Tpu BakTepuanbHbIX
caxapwpa co craguum a) cogepxar caxapwa Heamophilus influenza (Hib).

3. Cnoco® no n. 1 vnm 2, rae nNo MeHbWeW Mepe OAWH, ABa UM Tpu
BakTepuaneHbIX caxapuga Cco CTaguM a) coepxar KancynbHbin caxapug N.
meningitidis ceporpynnel C (MenC).

4. Cnoco6 no nobomy 13 nn. 1-3, rae No MeHbLUEN Mepe OAMH, ABa UNN TPpU
BakTepmaneHbIX caxapuga CcO CTagum a) copepxar KancynbHbin caxapug N.
meningitidis ceporpynnel Y (MenY).

5. Cnoco®6 no nwobomy m3 nn. 1-4, rge ©Genok-HocuTenb CO CcTagum a)
npeacraBnaeTr cobon CTONOHAYHBIA aHaTOKCUH, AUMTEPUNHBIA aHATOKCUH WUIK
CRM197.

6. Cnocob no n. 5, rae 6enok-HocuTenb CO CTagum a) nNpeacraBnsaeT cobon
CTONBHSAYHBIA aHaTOKCUH, BO3MOXHO C 0Bwmm copgepxaHmem TT (CTONBHAYHBLIN
aHaTokcuH) 5-40, 10-30, 15-20 Mkr nnu npumepHo 18 MKr Ha Jo3y.

7. Cnoco6 no nobomy 13 nn. 1-6, rae UMMyHU3aUmMa Ha CTagun a) BKIOYaeT
BBeAeHWe 2 unu 3 [03 KoHblorata bakrepnanbHOro caxapuia, BO3MOXHO B BO3pacTe

2, 4 nnn 6 mecsueB.



8. Cnocob no nobomy 13 nn. 1-7, rae COBMECTHOE BBEAEHME KOHBLIOraTHOM
BakuuHbl npoTtuB Neisseria meningitidis ¢ BakuMHOW, copepxallen ANPTEepUNHbLI
TOKCUH N CTONOHSAYHBIN TOKCUH, Ha ctaguu ©) NnpmBOAUT K NO MeHbluen mepe 10%-
HOMY YBENMYEHUIO MMMYHOrEHHOCTM MPOTMB MO MeHbLUEN mepe ogHoro ns MenA,
MenC, MenW135 nnu MenY, BO3MOXHO M3MEPEHHOMY NMOCPEACTBOM aHanmsa SBA
(cbiBOpoTOYHas OakTepyumaHaa akTMBHOCTb), MO CPaBHEHWMIO C BBEAEHWEM
KOHBHOraTHOW BakuuHbl NpoTuB Neisseria meningitidis oTaenbHO.

9. Cnocob no nobomy 13 nn. 1-8, rae Ha cTaguuy a) KOHbIOraTHY BaKUMHY Ha
ocHoBe DakTepuanbHOro caxapuga BBOAAT B TO Xe CamMOe BPEMS, YTO U BakLMHY,
cogepxawyto DTP (aHTureHbl maToreHoB, BbI3bIBAOLWMX AUDTEPUIO, CTONBHSK,
KOKITHOLL ).

10. Cnoco® no n. 9, rae BakumHa, cogepxawaa DTP, cogepxuTt aHTureH
renatuta b.

11. Cnocob no n. 9 unn 10, rae BakuuHa, cogepxawas DTP, cogepxut IPV
(MHaKTMBMPOBAHHbLIW MOSIMOBUPYC).

12. Cnocob no nwbomy 13 nn. 1-11, roe koHbrOoratHasg BakymHa npotus N.
meningitidis co ctagum ©) cogepxmut MenA.

13. Cnocob no nwbomy 13 nn. 1-12, roe kKoHbroratHasa BakyuHa npotvs N.
meningitidis co ctagum 6) cogepxumt MenC.

14. Cnoco6 no ntobomy n3 nn. 1-13, rae KoHbloratHaa BakuvHa npotus N.
meningitidis co ctagum 6) cogepxxmt MenW135.

15. Cnocob no nwbomy 13 nn. 1-14, roe koHbloratHas BakymHa npotus N.
meningitidis co ctagum 6) cogepxumt MenY.

16. Cnoco6 no nwbomy m3 nn. 1-15, roe Genok-HocuTenb co crtagum 6)
BbiOpaH W3 rpynnbl, COCTOALWEN W3 CTONOHAYHOrO aHaToKCMHA, ANGPTEPUMHOro
aHatokcuHa nnnm CRM197.

17. Cnocob6 no n. 16, rae 6enok-HocuTenb co ctagum 6) npeacraenseT cobon
CTONBHAYHBIM aHaTOKCUH.

18. Cnoco6 no nwobomy ma nn. 1-17, roe Genok-HocUTENb CO CTagum a) u
Benok-HocuTenb Co cTagun 6) aBNAKOTCS O4MHAaKOBLIMMN.

19. Cnoco6 no nwbomy w3 nn. 1-18, roe BakywHa, cogepxallas
ANPTEPUNHBINM aHATOKCUH N CTONBHSAYHBIN aHaTOKCKH, NpeacTaBnsaeT cobomn BakUUHY
DTP.



20. Cnoco6 no nwobomy m3 nn. 1-19, roe Ha ctagum 6) UMMYHWU3UPYHOT
naumMeHTa-vYenoBeka B Bo3pacTte oT 12 oo 18 mecsaues.

21. Cnocob no n. 20, rae Ha cTagum 6) UMMYHU3UPYIOT NaumMeHTa-vYenoBseka B
Bo3pacTe 15-18 mecsaues.

22. Cnocob no nrodomy 13 nn. 1-21, BKNHOYAOWMMA AONONHUTENBHYIO CTaAuto
B) MMMYHM3aUMM NauMeHTa-4enoBeka B TpeTbeM Bospacte oT 4 go 20, ot 5 go 15
unn ot 5 o 11 neT koHbrOraTHOW BakumHown npotne N. meningitidis, cogepxallen no
MEHbLLEN Mepe ABa KarncCynbHbIX caxapuia, BblIOpaHHbIX 13 rpynmbl, COCTOSALEN U3
kancyneHoro caxapuga N. meningitidis ceporpynnsl A (MenA), kancynsHoOro
caxapuga N. meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N.
meningitidis ceporpynnel W135 (MenW135) n kancynsHoro caxapvga N. meningitidis
ceporpynnbl Y (MenY), Nno oTAENBHOCTN KOHBIOTMPOBAaHHbBIX C 6ENKOM-HOCUTENEM.

23. Cnocob no n. 22, roe KoHbloraTHaa BakuvHa npotuB N. meningitidis
ABNAETCA TaKOW Xe, YTO U KOHbtoraTHaa BakumHa npotus N. Meningitidis, kak oHa
onpeaeneHa B nobdom 13 nn. 1-18.

24. Cnocob no n. 22, roe KoHbloraTHaa BakuuHa npotue N. meningitidis
COAEPXUT KancynbHble caxapuabl MenA, MenC, MenW135 n MenY, npyyem kaxabiv
N3 HUX MO OTAENbHOCTU KOHBIOrMpPOBaH C Benkom-HocuTenem, npeacTaBnstoLmUm
cobom CTONBHAYHBIN aHaTOKCUH.

25. KoHbloratHaa BakumHa npotmB N. meningitidis AnNs ncnonb3oBaHWUs B
npeaynpexaeHnn unu nedveHnsa saboneBaHus, BbidaBaHHOro N. meningitidis, rpe
naumeHTa-4enoBeka MMMYHU3MPYIOT NO CXemMe, BKIoYaroLwen crtagum a) n 6), rae Ha
crtagum a) nauueHTa-denoseka B nepBom Bo3pacte oT 0 go 11 wmecsues
NMMYHU3MPYIOT KOHBIOFaTHOW BaKUMHOW Ha OCHOBe OakrtepuanbHOro caxapuaa,
coaepxallen no MeHbLUEN Mepe OaMH, ABa unu Tpu BakTepuanbHbIX caxapuaa,
KOHBIOTMPOBaHHbIX C ©Oenkom-HocuTenem ¢ obpasoBaHMEM MO MEHbLUEN MEpEe
OQHOro, ABYX UMM Tpex KOHbIoratoB BakTepuanbHbIX caxapuaoB, U Ha ctagun O)
nauMeHTa-YenoBeka BO BTOPOM Bo3pacTte oT 12 o 24 mecaueB UMMYHU3UPYHOT
KOHBIOraTom BakumHon npotus N. meningitidis, cogepxallen no MeHblUeW Mepe aBa
KancynbHbIX caxapuia, BblOpaHHbIX W3 TpPynnbl, COCTOALLEN W3 KarncyrbHOro
caxapuga N. meningitidis ceporpynnel A (MenA), kancynbHoro caxapuga N.
meningitidis ceporpynnel C (MenC), kancyneHoro caxapuwga N. meningitidis
ceporpynnsl W135 (MenW135) n kancyneHoro caxapwuga N. meningitidis ceporpynnbl

Y (MenY), no OTAENBHOCTM KOHBIOIMPOBaHHLIX C GenkomMm-HocuTenem, rae



KOHbIOraTHyto BakuuvHy npotue Neisseria meningitidis BBOAAT COBMECTHO C
BaKLUMHOW, coaepxallen AnpTepnnHbI aHaTOKCUH M CTONBHAYHBIM aHaTOKCUH.

26. KoHnbroratHasa BakuymHa npotus N. meningitidis ansa ncnonb3oBaHUA no .
25, rage No MeHbLUen Mepe OAuH, ABa unn Tpu BakTepuanbHbIX caxapmpa co ctagum
a) cogepxat caxapvg Haemophilus influenza (Hib).

27. KoHnbtoratHasa BakuymHa npotms N. meningitidis Ans ncnonb3oBaHWa no .
25 vnn 26, rage no MeHbLUEN Mepe OAuH, ABa Unn Tpu BakTepuanbHbIX caxapuaa co
cTagum a) cogepar kancynbHbein caxapug N. meningitidis ceporpynnel C (MenC).

28. KoHbtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
mobomy mn3 nn. 25-27, B KOTOPOW NO MEHBLUEN Mepe OAWH, ABa WU TpwU
BakTepmaneHbIX caxapuga Cco CTagum a) copepxaT KancynbHbid caxapug N.
meningitidis ceporpynnel Y (MenY).

29. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
mobomy 13 nn. 25-28, roe 6enok-HocUTENb CO CTagum a) npeacraenser cobow
CTONBOHAYHBIV aHaTOKCUH, ANPTEPUNHBIN aHaToKCUH nnn CRM197.

30. KoHnbroratHasa BakymHa npotus N. meningitidis ansa ncnonbL3oBaHUA no .
29, rpe ©Oenok-HoCUTENb CO CTagum a) npeacraBnseTr cobon CTONOHAYHLIN
aHaTOKCWH, BO3MOXHO C obwmm cogepxanmem TT 5-40, 10-30, 15-20 mkr wmnu
npumMmepHO 18 MKr Ha 403y.

31. KonbloratHaa BakuwHa npotus N. meningitidis Ana MCnonb3oBaHWA Mo
ntobomy mn3 nn. 25-30, rae UMMyHU3aumsa Ha CTagum a) BKoYaeT BBegeHne 2 unn 3
03 KOHbtorata 6akTepuanbHOro caxapuga, BO3MOXHO B Bo3pacte 2, 4 unu 6
MEeCSLEB.

32. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nmobomy 13 nn. 25-31, rge COBMECTHOE BBEAEHNE KOHLHOraTHOM BaKUWMHbI NMPOTUB
Neisseria meningitidis W BakuMHbl, cogepxawen AUNPTEPUMHBIA TOKCUH W
CTONBHAYHBIA TOKCMH, Ha ctagum ©) nNpmBOAMT K NO MeHblen mepe 10%-Homy
YBEMUYEHNIO UMMYHOI€HHOCTW NPOTUB NO MeHbLUen mepe ogHoro ns MenA, MenC,
MenW135 unn MenY, BO3MOXHO M3MEPEHHOMY MNOCPEACTBOM aHanusa SBA, no
CPaBHEHUIO C BBELAEHMEM KOHBLIOraTHOW BakuuHbl NpoTuB Neisseria meningitidis
OTAENbHO.

33. KoHbtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo

mobomy mn3 nn. 25-32, roe Ha crtagum a) KOHBIraTtHyro BaKuuHy Ha OCHOBE



BakTepmaneHOro caxapuga BBOAAT B TO e CaMOe BpPEeMSfA, 4YTO U BaKUMHY,
cogepxawyyro DTP.

34. KoHbroratHasa BakymHa npotms N. meningitidis ansa ncnonb3oBaHUA no .
33, rae BakumHa, cogepxawan DTP, cogepxut aHTureH renatura b.

35. KonbtoratHasa BakymHa npotme N. meningitidis Ans ncnonb3oBaHWa no .
33 nnun 34, rae BakyuHa, cogepxawas DTP, cogepxut IPV.

36. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nobomy 13 nn. 25-35, roe koHbroratHaa BakymHa npotme N. meningitidis co ctagun
©) cogepxumt MenA.

37. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nobomy 13 nn. 25-36, rae KoHboratHas BakymHa npotme N. meningitidis co ctagun
©) cogepxmt MenC.

38. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
nobomy 13 nn. 25-37, rae KoHbroratHas BakuymHa npotme N. meningitidis co ctagum
©) cogepxumt MenW135.

39. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
nobomy 13 nn. 25-38, rae KoHbroratHas BakumHa npotme N. meningitidis co ctagun
©) cogepxut MenY.

40. KoHbroratHaa BakuuHa npotme N. meningitidis ana ncnons3oBaHWUS Mo
nobomy mn3 nn. 25-39, roe Benok-Hocutens co crtagum ©) BbiOpaH W3 rpynnbl,
COCTOSAILLEN N3 CTONDHAYHOrO aHaToKCHHa, AN TEePUNHOro aHaTokcnHa nnn CRM197.

41. KoHbtoraTHasa BakumHa npotme N. meningitidis ans vucnonb3oBaHWa no .
40, B koTopon Benok-HocuTenb Co ctagum 6) npeacraenser cobor CTONBHAYHBIN
aHaTOKCUH.

42. KoHbroratHaa BakumHa npotme N. meningitidis Ansa ncnonb3oBaHWUS Mo
nmobomy mn3 nn. 25-41, roe Genok-HocuTenb Co ctaguu a) n Benok-HocuTenb COo
cTagmm 6) ABNATCA OANHAKOBLIMM.

43. KoHbroratHaa BakuuHa npotms N. meningitidis Ansa ncnonb3oBaHWS Mo
mobomy m3 nn. 25-42, roe BakuunHa, cogepxawas AUOTEPUNHBIA aHATOKCUH W
CTONBHSAYHBIN aHaTOKCUH, nNpeacTaBnsaeT cobon BakumHy DTP.

44. KoHbroratHaa BakumHa npotme N. meningitidis ansa ncnons3oBaHWUS Mo
nmobomy 13 nn. 25-43, roe Ha crtagum ©) MMMYHU3MPYIOT MauMeHTa-4yenoBeKa B

Bo3pacTte oT 12 no 18 mecaues.



45. KoHbtoratHasa BakuuHa npotme N. meningitidis onsa ncnonb3oBaHWA no .
44 rpe Ha cragum 6) UMMYHU3MPYHOT nauMeHTa-yenoeseka B Bospacte 15-18
MecsLeEB.

46. KoHbroratHaa BakuwHa npotms N. meningitidis Ana Mcnonb3oBaHWA Mo
nobomy mn3 nn. 25-45, BknrovaroWero AOMNONHUTENBHYIO CTagulo B) UMMYyHU3aLMN
naumMeHTa-vYenoBeka B TpeTbem Bo3pacTte oT 4 o 20, ot 5 go 15 unm ot 5 o 11 ner
KOHBbHOraTHOM BakumHOM npotmB N. meningitidis, copepxallern no MeHbLIeENn mMepe
ABa KancyrnbHbIX caxapwuia, BblOpaHHbIX M3 rpynnbl, COCTOALEN W3 KanCyrbHOro
caxapuga N. meningitidis ceporpynnel A (MenA), kancyneHoro caxapuga N.
meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N. meningitidis
ceporpynnsl W135 (MenW135) n kancynesHoro caxapwuga N. meningitidis ceporpynnbl
Y (MenY), no OTAENBbHOCTU KOHBIOMMPOBaHHLIX C BENKOM-HOCUTENEM.

47. KoHbtoratHasa BakuuHa npotme N. meningitidis onsa ncnonb3oBaHWa no .
46, KoTOpasa ABMAETCH TAKOM Xe, YTO W KOHbloraTtHasa BakumHa npotus N. meningitidis
no nobomy 13 nn. 25-42.

48. KoHbtoratHasa BakuuHa npotms N. meningitidis onsa ncnonb3oBaHWA no .
46, cogepxallaa kancynbHbole caxapmabl MenA, MenC, MenW135 n MenY, kaxabin
M3  KOTOPbIX MO  OTAENbHOCTWM  KOHBbIOrMpoBaH C  Benkom-HocuTenem,
npeacraBnAroLWmMM Cobor CTONOHAYHBINM aHaTOKCUH.

49. Cnocob6 wunm KoHbtoratHaa BakuvHa npotmB N. meningitidis ans
ncnonb3oBaHus No nodomy s nn. 1-48, roe koHbroratHas BakumHa npoTtue Neisseria
meningitidis co ctagum ) n/unu Co CTagmm B) COAEPXKUT KancynbHble caxapuibl N.
meningitidis, nmetowme cpegHum pasmep 50 ka, 75 ka, 100 k[a, 110 kda, 120 ka
mnn 130 ka.

50. Cnoco® wnu koHbtoraTHaa BakuymHa npotvB N. meningitidis pns
ncnonb3oBaHusa no nodomy 3 nn. 1-49, rae koHbIoratHas BakumHa npoTtus Neisseria
meningitidis co ctagum ) nWunu Co CTagum B) COAEPKMUT KancynbHble caxapuibl N.
meningitidis, Kkaxablh K3 KOTOpPbIX npeacrtaBnger cobon nubo HaTUBHbIN
nonucaxapug, nvbo nonucaxapui CO  CPpeaHUM  pasMepoM, YMEHbLUEHHbIM
OTHOCUTESNBHO HAaTUBHOrO nonucaxapuga He 6onee yem B 10 pas.

51. Cnoco® wnu koHbtoraTHaa BakuwHa npotwB N. meningitidis ans
ncnonb3oBaHmsa no nwbdomy m3 nn. 1-50, roe koHbROratHasa BakuymHa npotme M.

meningitidis co ctagum ©) n/vunn co cTagum B) COAEPXKUT MO MEHbLUEW Mepe OAWH



kancyneHeln caxapug N. meningitidis, KOTOpbIA NpeacTaBnaeT cobon HaTWBHbIV
nonucaxapua.

52. Cnoco® wnn koHbtoraTHaa BakuynHa npotuB N. meningitidis ans
ncnonb3osaHua no nodomy m3 nn. 1-51, roe KoHbroratHas BakymHa npotme N.
meningitidis co ctagum ©) n/unn co ctagmm B) COAEPKUT MO MEHbLUEN Mepe OAWH
kancynbHeln caxapug N. meningitidis, pasmep KOTOPOro yYMEHbLUEH MyTeMm
MUKpOdrongmnsaLmn.

563. Cnocob® wnn koHbtoraTHas BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nwbdomy M3 nn. 1-52, roe koHbrOoratHasa BakuymHa npotms .
meningitidis co ctagum ©) n/unn co ctagmm B) COAEPKUT MO MEHBLUEW MEpPEe OAWH
kancyneHeln caxapua N. meningitidis, BbibpaHHbIM 13 rpynnbl, cocToqawen 3 MenY v
MenW135, koTopbIY MOABEPTHYT MUKPOGIONAM3aAUMN, BOSMOXHO ANS YMEHbLUEHUS
cpepHero pasmepa He 6onee yem B 10 pa3 OTHOCUTENBHO HATUBHOMO KancysbHOro
nonucaxapuaa.

54. Cnoco® wnn koHbtoraTHaa BakuymHa npotwB N. meningitidis ans
ncnonb3oBaHMsa no nwbdomy M3 nn. 1-53, roe koHbrOratHasa BakuymHa npotme M.
meningitidis co ctagum ©) n/vnn co cTagum B) COAEPXKUT MO MEHbLUEW Mepe OAWH
kancynbHbln caxapug N. meningitidis, BbiBpaHHbIV 13 rpynnbl, cocTtodaen 3 MenA v
MenC, koTopbI NpeacTaBnaeT cobon HaTUBHBIM NONUCaxapua,.

565. Cnoco® wnu koHbloratHaa BakumHa npotmB N. meningitidis ans
ncnonb3oBaHua no nodomy m3 nn. 1-54, roe KoHbroratHas BakymHa npotme .
meningitidis co ctagum 6) n/unn co cTagun B) COAEPXKUT KancynbHbIn caxapmg MenA,
NMEOLLNIA cpeaHun pasmep, npesbiwarowmn 50 ka, 75 ka, 100 kda, nnu cpegHun
pasmep B gnanasoHe 50-100 k[a, nnu 55-90 k[a, nnm 60-80 k[a.

56. Cnoco® wnu koHbtoraTHaa BakuymHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nwbdomy M3 nn. 1-55, roe koHbroratHasa BakuymHa npotme M.
meningitidis co ctagum ©) w/wunu co CTaaum B) COAEPKUT KancylbHbIM caxapui
MenC, nmetowmm cpegHun pasmep, npesbliwarowmi 50 kfla, 75 ka, 100 kda, nnm B
AnanasoHe 100-200 kda, 100-150 k[a, 80-120 k[a, 90-110 k[a, 150-200 k[a, 120-
240 k[1a, 140-220 k[a, 160-200 kda nnu 190-200 ka.

57. Cnoco® wnn koHbtoraTHaa BakynHa npotwB N. meningitidis ans
ncnonb3oBaHMsa no nbdomy M3 nn. 1-56, roe koHbrOratHasa BakuymHa npotme M.
meningitidis co ctagum B) n/unn co cTaagun B) COAEPXKUT KancynbHbIW caxapmg MenY,

UMELWMA cpegHun pasmep, npesblwarowmn 50 ka, 75 ka, 100 kda, wnv B



ananasoHe 60-190 k[a, nnn 70-180 kda, unn 80-170 kda, nnmn 90-160 k[a, nnmn 100-
150 kOa, 110-145 x[a nnu 120-140 ka.

68. Cnoco® wnn koHbtoraTHaa BakuywHa npotwe N. meningitidis ans
ncnonb3osaHua no ndomy m3 nn. 1-57, roe KoHbroratHas BakuymHa npotms M.
meningitidis co ctagum ©) w/unu Co CTaaum B) COAEPKUT KancylbHbIM caxapui
MenW135, umerowmm cpegHuin pasmep, npeebiwatrowmi 50 k[a, 75 kda, 100 ka,
unn B amanasoHe 60-190 k[a, nnn 70-180 k[a, nnn 80-170 k[a, nnmn 90-160 k/a,
nnn 100-150 k[a, 140-180 k[a, 150-170 kda nnm 110-140 k[a.

59. Cnoco6 wnu koHbtoraTtHaa BakuymHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nbdomy M3 nn. 1-58, roe koHbrOratHasa BakyuHa npotmes M.
meningitidis co ctagum 6) n/unu co CTaanun B) COAEPKUT KOHBIOraTbl KancyrbHOro
caxapuga N. meningitidis, Kaxablh W3  KOTOPbIX WMEET  OTHOLUEHWEe
nonucaxapug:.Hocutene 1:5-5:1 unun 1:1-1:4 (macc./macc.).

60. Cnoco® wnn koHbtoraTHaa BakuymHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nwobomy M3 nn. 1-59, roe koHbrOratHasa BakuymHa npotme M.
meningitidis co ctagum ©) n/vunn co ctagum B) COAEPXKUT MO MEHbLUEW Mepe OAWH
KOHblOraT KancyneHoro nonucaxapvga N. meningitidis, raoe KancynbHbIV
nonucaxapug HeNnocpeaCTBEHHO KOHBIOMMPOBaH CO BTOPbIM BENKOM-HOCUTENEM.

61. Cnoco® wnn koHbtoraTHaa BakuymHa npotuB N. meningitidis ans
ncnonb3osaHua no n. 60, roe kKoHbloraTtHaa BakuwHa npotus N. meningitidis co
ctagum 6) n/nnn co crtagum B) cogepxunt MenW mn/unn MenY, MenW wn/mnn MenC,
MenY w/wvnm MenC, nnn MenW un MenC, n MenY, KOTOpble HENOCPeaCTBEHHO
KOHBHOMMPOBaHbI CO BTOPbIM BENKOM-HOCUTENEM.

62. Cnoco® wnu koHbtoraTHas BakuynHa npotwB N. meningitidis pns
ncrnonb3osaHua no n. 60 unu 61, raoe koHbroratHag BakuyHa npotues N. meningitidis
co cragun 6) u/mnn co ctagum B) COAEPXKUT MO MEHBLLUEN MEPE OAWH KOHbIoraTt
kancyneHoro caxapwga N. meningitidis, HenocpeaCTBEHHO KOHBLIOrMPOBAHHbLIN
nocpencTsoM XUMUU CDAP (1-umaHo-4-guMeTUNaMUHONMMPUANHNA
TeTpadTopbopar).

63. Cnoco® wnu koHbtoraTHaa BakuynHa npotuB N. meningitidis pns
ncnonb3oBaHMsa no nbomy m3 nn. 60-62, roe KoHblOratHas BakymHa npoTtms M.
meningitidis co ctagun 6) n/mnn co ctagum B) COAEPNKUT KOHBIOraTbl, B KOTOPbIX
OTHOWEHWe KancynbHoro caxapuga MenW wn/unn Y kO BTOpOMY Oenky-HOCUTENMHO

coctaenget ot 1:0,5 no 1:2.



64. Cnoco® wnu koHbtoraTHaa BakuymHa npotwB N. meningitidis ans
ncnonb3oBaHMsa no ndomy m3 nn. 60-63, raoe KoHbloratHas BakuymHa npoTtws M.
meningitidis co ctagum ©) n/unn co cTagum B) COAEPXKUT KOHbrorat MenC, rge
oTHoLeHne nonucaxapmga MenC k 6enky-HocuTento coctaesnseT ot 1:0,5 go 1:2.

65. Cnoco® wnu koHbtoraTHas BakuynHa npotve N. meningitidis pns
ncnonb3oBaHMsa no nbomy M3 nn. 1-64, roe koHboratHas BakuymHa npotme M.
meningitidis co ctagum 6) n/unu co cTtagum B) COAEPXKUT OANH nnu bonee yem oguH
kancynbHeln caxapug N. meningitidis, KOHBIOrMPOBaHHLIM C Benkom-HocuTenem
4Yepes NMHKep.

66. Cnoco® wnu koHbtoraTtHaa BakymHa npotwB N. meningitidis pns
NCnonbL30BaHMs Nno n. 65, rae nuHkep aenseTca GuyHKUMOHANBHbLIM.

67. Cnoco® wnu koHbtoraTHaa BakuymHa npotwB N. meningitidis pns
ncnonb3oBaHMa No n. 65 unu 66, roe NUHKEP MMEET ABE PEaKLUMOHHOCMNOCOOHbIE
aMUHOrpynnbl.

68. Cnoco® wnn koHbtoraTHaa BakuynHa npotwB N. meningitidis ans
ncnonb3oBaHua no nobomy 13 nn. 65-67, roe nuHKep MMmeeT ot 4 4o 12 aTtomoB
yrnepoga.

69. Cnoco® wnu koHbtoraTHaa BakuynHa npotwB N. meningitidis ans
ncnonb3oBaHua no ndomy ma nn. 65-68, roe nuHkep npeacraesnset cobom ADH
(rmapasvg agunMHOBOW KUCTOTbI).

70. Cnoco® wnu koHbtoraTHas BakuynHa npotve N. meningitidis pns
ncnonb3oBaHusa No nrbomy 13 nn. 65-69, rae kancynbHble caxapuabl N. meningitidis
KOHBHOMMPOBaHbI C FIMHKEPOM C MCNonb3oBaHnem xmmmnn CDAP.

71. Cnoco® wnn koHbtoraTHas BakuymHa npotuB N. meningitidis pns
ncnonb3oBaHMsa no nbomy m3 nn. 65-70, roe 6enok-HOCUTENDb KOHBLIOIMPOBaH C
NIMHKEPOM  C  UCMNONb3OBaHMEM  kapboauMMWOHON  XUMUKM,  BO3MOXHO  C
MCMNOMNb30BaHNEM EDAC (N-3-gumeTnnammuHonponun-N’-atunkapbognnmmga
rMapoxXnopus).

72. Cnoco® wnn koHbtoraTHaa BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nbomy m3 nn. 65-71, rae MenA KoHbrormpoBaH ¢ Benkom-
HOCUTENeM Yepes NNHKEP.

73. Cnoco® wnn koHbtoraTHaa BakuynHa npotwB N. meningitidis ans
NCNonb30BaHMA NO M. 72, rae oTHoweHne nonucaxapuga MenA k Benky-HOCUTENHO

cocrtaenget ot 1:2 go 1:5.
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74. Cnoco® wnn koHbtoraTHaa BakuymHa npotwB N. meningitidis ans
ncnonb3oBaHua no nbomy m3 nn. 65-73, rae MenC koHblormpoBaH ¢ Henkom-
HOCUTENeM Yepes NNHKEP.

75. Cnoco® wnu koHblOratHaa BakuvmHa npotmB N. meningitidis ans
NCNonb3oBaHWsA Mo n. 74, raoe oTHoweHwe nonucaxapuga MenC k 6enky-HocuTento
cocTtaenget ot 1:2 go 1:5.

76. Cnoco® wnu koHbtoraTHas BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nbomy M3 nn. 1-75, roe koHbOratHasa BakuymHa npotms M.
meningitidis co cragum ©6) w/wvnnm co crtagum B) AOMOSHUTENBHO COAEPXKUT
KancynbHeIN caxapui H. influenzae b, KOHBIOrMPOBaHHbLIN C BENKOM-HOCUTENEM.

77. Cnoco® wnu koHbtoraTHaa BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nwbomy M3 nn. 1-76, roe koHbOratHasa BakuymHa npotme M.
meningitidis co ctagum 6) n/wnn co ctagum B) copepxut antureH N. meningitidis
ceporpynnel B, npenapat Be3vkyn HapyxHou MemBpanbl N. meningitidis ceporpynnbl
B n/vnn 6enok N. meningitidis ceporpynnel B.

78. Cnoco® wnu koHbtoraTHaa BakynHa npotuB N. meningitidis ans
ncnonb3oBaHusa No nbdomy M3 nn. 1-77, roe 6enok-HocuTenb Co ctagum 6) n/mnm co
cTagum B) NpUCYTCTBYET B A03e koHbtorata N. meningitidis B obwen gose 10-100,
20-90, 30-80, 30-70, 35-60 mnnn 40-50 mkr.

79. Cnoco® wmMmmyHu3aumm npotmB wHdekummn Neisseria meningitidis,
BKMIOYAOLWNA CTagun MMMYHM3aLMM NaumMeHTa-4yenoBeka B Bo3pacte oT 12 ao 24
MECSLEB MNOMMBANEHTHOM KOHBbIOraTHOM BakumHon npotmB  N.  meningitidis,
COAEpPXKaLLen Mo MEHbLLEN MEPE ABa KancyrbHbIX caxapuaa, BbldpaHHbIX 13 rpynmbl,
cocroswen m3 kancyneHoro caxapuga N. meningitidis ceporpynnel A (MenA),
kancyneHoro caxapuga N. meningitidis ceporpynnel C (MenC), kancynbHOro
caxapuga N. meningitidis ceporpynnel W135 (MenW135) n kancynsHoro caxapuga
N. meningitidis ceporpynnel Y (MenY), no oTAenbHOCTU KOHBIOMMPOBAHHLIX C
Benkom-HocuTenem, 1 NOBTOPHOW MMMYHM3ALMM NaLMeHTa-4yenoBeka B Bo3pacTte oT
4 n020,0otr 58015, 0150011, 0T 5 00 9 unun 0T 5 40 6 NET KOHBLKOraTHOM BaKLMHON
npotuB N. meningitidis pna BycTtep-uMMyHU3aLumn, Coaepkallen no MeHbLeN Mepe
asa m3 MenA, MenC, MenW135 n MenY, kaxabih M3 KOTOPbLIX MO OTAENbHOCTMU
KOHBIOrMPOBaH ¢ 6enNKOM-HOCUTENEM.

80. Cnocob no n. 79, rae nonuBaneHTHas KOHbloratHaa BakumHa npotvs N.

meningitidis cogepXuT koHbtoratel MenC 1 MenY.
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81. Cnoco® nmo n. 79 wunu 80, roe KoOHbHOratHble BakuuMHbl npoTtme N.
meningitidis ana Gyctep-uMMyHu3aummn cogepxat KoHbroratbl MenC 1 MenY.

82. Cnocob no ntobomy m3 nn. 79-81, roe nonuBaneHTHas KOHbrOraTHas
BakyuHa npotuB N. meningitidis copepxut koHbtoratel MenA, MenC, MenW135 u
MenY.

83. Cnocob no nrobomy 13 nn. 79-82, rae kOHbloratHasa BakumHa npotvs N.
meningitidis ana BycTep-uMMyHM3aUMM  COQEPXKUT KOHbtoratel MenA, MenC,
MenW135 n MenY.

84. Cnocob no nobomy 13 nn. 79-83, rae KaxabiM KanCynbHbIM caxapug
KOHBbIOraTHOM BakuvHbl npotwe N.  meningitidis pna ©OycTep-ummyHM3aLmm
KOHBIOrMpoBaH C 6enkoM-HoCUTENEM, BbIOPaHHbIM K3 TPynnbl, COCTOALWEN W3
CTONBHAYHOro aHaToKCuHa, AUdPTEPUNHOro aHatokcuHa nnu CRM197.

85. Cnocob no n. 84, roe 6enok-HoCUTENb NPeacTaBnsaeT cobor CTONOHAYHbLIN
aHaTOKCUH.

86. Cnocob no nobomy 13 nn. 79-85, roe kKaxabiv KanCynbHbIM caxapug
NONMBaneHTHOW KOHBbIOratTHOM BakuuHbl NpoTuB N. meningitidis KOHBIOrMpoBaH C
Benkom-HocuTeneMm, BbIOpaHHbIM K3  TPynnbl, COCTOAWEN U3  CTONBOHAYHOro
aHaToKcuHa, AndTepurHOro aHarokcnHa nnm CRM197.

87. Cnocob no n. 86, rae 6enok-HocuTeNb NpeacTaBnseT cobon CTONOHAYHbIN
aHaTOKCUH.

88. KoHntoratHas BakumHa npotvB N. meningitidis Ans ncnonb3oBaHWA B
UMMyHU3aLmMn NpoTme uHdekummn Neisseria meningitidis, roe nayneHta-yenoBeka B
Bo3pacte OT 12 00 24 MecsueB WMMYHU3MPYHOT MONMBANEHTHOM KOHBLHraTtHoOM
BakymHon npotue N. meningitidis, cogepxalien no MeHbLIEN Mepe ABa KancybHbIX
caxapvga, BbIOpaHHbIX M3 TPynnbl, COCTOALWEN W3 KancynbHoro caxapuga N.
meningitidis ceporpynnel A (MenA), «kancynbHoro caxapuga N. meningitidis
ceporpynnel C (MenC), kancynbHoro caxapuga N. meningitidis ceporpynnel W135
(MenW135) n kancyneHoro caxapuga N. meningitidis ceporpynnel Y (MenY), no
OTAENbHOCTUN KOHBIOTMPOBaHHBLIX C BEenKoM-HOCUTENEM, W yKasaHHOro nauueHTa-
YyerioBeka NoOBTOPHO MMMYHU3UPYHOT B Bo3pacTe oT 4 o 20, ot 5 go 15, ot 5 go 11,
oT 5 1o 9 nnmn ot 5 go 6 neT KoHbIraTHOM BakumHon npoTtue N. meningitidis pns
BycTep-MMMyHU3aLmKn, cogepxawen no meHbwen mepe gsa u3 MenA, MenC,
MenW135 n MenY, kaxabiv U3 KOTOPbIX N0 OTAENBbHOCTU KOHBIOrMPOBaH ¢ Benkom-

HOCUTENEM.
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89. KonbroratHasa sakuymHa npotus N. meningitidis ansa ncnonb3oBaHWA no .
88, roe nonuBaneHTHas KoHbroratHas BakumHa npoTtuB N. meningitidis copepXuT
kKoHbtoraTel MenC n MenY.

90. KoHbroratHas BakymHa npotme N. meningitidis onsa Mcnone3oBaHWs Mo n.
88 wnn 89, raoe KoHbloraTHble BakuumHbl NpoTue N. meningitidis ana ©GycTtep-
NMMYyHM3aUmMm cogepxat KoHbroratel MenC n MenY.

91. KoHbtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
mobomy m3 nn. 88-90, rae nonuBaneHTHas KoHbltoratHasi BakumHa npotme N,
meningitidis cogepxuT koHbroratel MenA, MenC, MenW135 n MenY.

92. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nobomy n3 nn. 88-91, roe KoHbroratHaa BakuyumHa npotue N. meningitidis ans
BycTep-MMMyHU3aLmmn cogepxmt koHbroratel MenA, MenC, MenW135 n MenY.

93. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna MCnonb3oBaHUS Mo
nmobomMy m3 nn. 88-92, roe Kaxabi KancynbHbIA caxapui KOHBLHraTtHOM BaKUMHbI
npotuB N. meningitidis pna OycTep-UMMyHM3aUMN KOHBIOrMpoBaH C  Benkom-
HOCUTENEM, BbIOpPaHHLIM W3 TPyMnbl, COCTOAWEN M3 CTONOHAYHOrO aHaTOKCUHA,
AndTepurHoro aHatokemHa unm CRM197.

94. Cnocob no n. 84, roe 6enok-HocuTENb NpeacTaBnseT cobon CTONOHAYHbBIN
aHaTOKCUH.

95. KonbloratHaa BakuwHa npotueB N. meningitidis Ana MCnonb3oBaHWA Mo
mobomy un3 nn. 88-94, rpe kKaxAablA KanCynbHbIM caxapui NONMBaneHTHOW
KOHBHOraTHOM BakuMHbl NpoTuB N. meningitidis KOHLHOrMPOBaH ¢ 6enKOM-HOCUTENEM,
BbIOpaHHbIM M3 rPynnbl, COCTOAWEN M3 CTONOHAYHOrO aHaTOKCMHA, ANPTEPUMHOrO
aHaTtokcuHa nnnm CRM197.

96. KoHbroratHasa BakymHa npotus N. meningitidis Ans ncnonb3oBaHWA no .

95, B kKOTOPOW BENOK-HOCUTENL NPEeACTaBnaeT cobon CTONBHAYHBIN aHATOKCUH.



POPMYIA N3OBPETEHUA
M3MEHEeHHast Ha MeXAyHapoaHoOM cTaaumn

1. Cnoco® wmMmmyHM3aumm npotuB wWHpekumn Neisseria meningitidis,
BKIFOYAIOLMA CTaaum a) UMMYHU3aLmMn naumeHTa-4yenoseka B nepsomM sospacrte ot 0
A0 11 MecsueB KOHBbHratHOM BakUMHOM Ha OcCHOBe OakTepuanbHOro caxapmaa,
coaepxallen No MeHbLUEN Mepe oauH, ABa unn Tpu BakTepuanbHbiX caxapuaa, no
OTAENbHOCTN KOHBLIOTMPOBaHHbIX C Benkom-HocuTenem C obpasoBaHMeM Mo
MEHbLUEN Mepe OAHOro, ABYX WNM TPeX KOHbIratoB GakrepuarnbHbIX caxapuios,
copepxawmx kancyneHeli caxapug N. meningitidis ceporpynnsl C (MenC); n 6)
UMMYHM3aLMM nauneHTa-4yenoBeka BO BTOPOM Bo3pacte oOT 12 go 24 mecsaues
KOHBIOraTHOW BakuuHoW npoTtus Neisseria meningitidis, copepxawen no MeHbLUEn
Mepe [ABa KancynbHbIX caxapwuia, BblOpaHHbIX W3 Trpynnbl, COCTOALWEN U3
kancyneHoro caxapuga N. meningitidis ceporpynnsl A (MenA), kancynbHOro
caxapuga N. meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N.
meningitidis ceporpynnbel W135 (MenW135) n kancyneHoro caxapvga N. meningitidis
ceporpynnel Y (MenY), no OTAENbHOCTU KOHBIOIMPOBAHHBIX C BENKOM-HOCUTENEM,
roe KOoHbroraTHyr BakuumHy npotus Neisseria meningitidis BBOAAT COBMECTHO C
BaKLUMHOW, coaepxallen AnpTepnnHbI aHaTOKCUH M CTONBHAYHBIM aHaTOKCUH.

2. Cnocob no n. 1, rae no MeHbLIEN Mepe OAMH, ABa Unn Tpu BakTepuanbHbIX
caxapwvja co ctaguum a) cogepxar caxapwug Heamophilus influenza (Hib).

3. Cnocob no nobomy 13 nn. 1-2, rae no MeHbLLEN Mepe OAWH, ABa UM TPU
BakTepmanbHbIX caxapuga CO CTagum a) copepxaTt KancynbHbin caxapug N.
meningitidis ceporpynnel Y (MenY).

4. Cnocob no nwobomy m3 nn. 1-3, rge OGenok-HocuTenb CO CTagum a)
npeacraBnaeTr cobon CTONOHAYHBIA aHaTOKCUH, AUMTEPUNHBIA aHATOKCUH WUIK
CRM197.

5. Cnocob no n. 4, rae 6enok-HocuTenb CO CTagum a) nNpeacraBnseT cobon
CTONBHAYHBIA aHATOKCUH, BO3MOXHO C 0Bwmm copgepxaHmem TT (CTONBHAYHbIN
aHaTokcuH) 5-40, 10-30, 15-20 Mkr nnu npumepHo 18 MKr Ha Jo3y.

6. Cnoco6 no nobomy 13 nn. 1-5, rae UMMyHU3aUmMa Ha CTagun a) BKIOYaeT
BBeAeHWe 2 unu 3 [03 KoHbrorata bakrepuanbHOro caxapuia, BO3MOXHO B BO3pacTe
2, 4 nnn 6 mecsueB.

7. Cnocob no nobomy 13 nn. 1-6, rae COBMECTHOE BBEAEHME KOHBLIOraTHOM

BakuuHbl npoTtuB Neisseria meningitidis ¢ BakuMHOW, copepxallen ANPTEepUnHbLIN

3AMEH STIOIAM JTUCT



DOOPMYVYIJIA U30EPETEHHMA
H3MCHCHHAA Ha MEKAY HAPOIHOM CTaguu

TOKCUH N CTONOHSAYHBIN TOKCUH, Ha ctaguu ©) NnpuBoaAUT K NO MeHbluen mepe 10%-
HOMY YBENUYEHNIO UMMYHOrEHHOCTM MPOTMB MO MEHbLUEW Mepe ogHoro m3 MenA,
MenC, MenW135 unn MenY, BO3MOXHO M3MEPEHHOMY NMOCpPeaCcTBOM aHanuda SBA
(cbiBOpOTOYHaa OGakTepyumgHas akTMBHOCTb), MO CPaBHEHWO C BBELEHVEM
KOHBHOraTHOW BakUuHbI NpoTuB Neisseria meningitidis oTaenbHO.

8. Cnocob no nobomy 13 nn. 1-7, rae Ha cTaguuy a) KOHbIOraTHY BakUMHY Ha
ocHoBe DakTepuanbHOro caxapuga BBOAAT B TO Xe CamMOe BPEMS, UTO U BakLMHY,
cogepxawytro DTP (aHTureHbl maToreHoB, BbI3bIBAOLWMX AUDTEPUIO, CTONBHSK,
KOKITHOLL ).

9. Cnoco® no n. 8, roe BakywHa, cogepxawas DTP, cogepxuT aHTureH
renatuta b.

10. Cnocob no n. 8 unn 9, rae BakumHa, cogepxawaa DTP, cogepxut IPV
(MHaKTMBMPOBAHHbLIW MOSIMOBUPYC).

11. Cnocob no nwbomy m3 nn. 1-10, roe koHbIOratHasa BakymHa npotvs N.
meningitidis co ctagum B) cogepxmt MenA.

12. Cnocob no nwbomy 13 nn. 1-11, roe koHbrOoratHasg BakymHa npotus N.
meningitidis co ctagum 6) cogepxmt MenC.

13. Cnocob no nwbomy 13 nn. 1-12, roe kKoHbroratHasa BakyuHa npotvs N.
meningitidis co ctagum 6) cogepxxut MenW135.

14. Cnoco6 no ntobomy n3 nn. 1-13, rae KoHbloratHaa BakuvHa npotus N.
meningitidis co ctagum 6) cogepxmt MenY.

15. Cnoco6 no nwbomy m3 nn. 1-14, roe Genok-HocuTenb co ctaaum 6)
BbiOpaH W3 rpynnbl, COCTOALWEN K3 CTONOHSAYHOrO aHaToKCMHA, ANPTEPUMHOro
aHaTtokcunHa nnn CRM197.

16. Cnocob no n. 15, rae 6enok-HocuTenb co ctagum 6) npeacraenseT cobon
CTONBHAYHBIM aHaTOKCUH.

17. Cnoco6 no ntobomy mn3 nn. 1-16, roe Genok-HoCcUTENb CO CTagum a) u
Benok-HocuTenb Co ctagumn 6) aBNAKOTCS O4MHAKOBBIMMU.

18. Cnoco6 no nwbomy w3 nn. 1-17, roe BakywHa, coaepxailas
ANPTEPUNHBINM aHATOKCUH N CTONBHAYHBIN aHaTOKCKH, NpeacTtaBnsaeT cobon BakUUHY
DTP.

19. Cnoco® no nwobomy m3 nn. 1-18, rae Ha cragum ©) UMMYHU3MPYIOT

nayMeHTa-4YenoBeka B Bo3pacte oT 12 ao 18 mecsaues.

3AMEH STIOIAM JTUCT
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20. Cnocob no n. 19, rae Ha cTagum 6) UMMYHU3UPYIOT NauMeHTa-4YenoBeka B
Bo3pacTte 15-18 mecaues.

21. Cnocob6 no nobomy 13 nn. 1-20, BKAOYAKOWNMA AONONHUTENBHYHO CTaauo
B) MMMYyHM3aLMM naumeHTa-4yenoBeka B TpeTbem Bo3pacTte oT 4 fo 20, ot 5 go 15
nnu ot 5 o 11 neT KoHbroraTHOW BakuMHOM NpoTne N. meningitidis, coaepxxallen no
MEHbLLEN Mepe ABa KarncCynbHbIX caxapuia, BblIOpaHHbIX 13 rpynmnbl, COCTOSALEN U3
kancyneHoro caxapuga N. meningitidis ceporpynnsl A (MenA), kancynsHoOro
caxapuga N. meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N.
meningitidis ceporpynnel W135 (MenW135) n kancynsHoro caxapvaa N. meningitidis
ceporpynnel Y (MenY), no oTAENbHOCTN KOHBIOTMPOBAaHHBIX C 6ENKOM-HOCUTENEM.

22. Cnocob no n. 21, roe KoHbloraTHaa BakuvHa npotuB N. meningitidis
ABNSAETCA TaKOW Xe, YTO U KOHbtoraTHaa BakumHa npotus N. Meningitidis, kak oHa
onpeaenexHa B nobdom ma nn. 1-17.

23. Cnocob no n. 21, roe KoHbloraTHaa BakumHa npotue N. meningitidis
COAEPXKUT KancynbHble caxapuabl MenA, MenC, MenW135 n MenY, npuyyem kaxabiv
M3 HUX MO OTAENbHOCTU KOHBIOrMpOBaH C Benkom-HocuTenem, npeacTaBnstoLmUm
cobom CTONBHAYHBIN aHaTOKCUH.

24. KoHbtoratHasa BakumHa npotve N. meningitidis ons wvcnonb3oBaHWA B
npegynpexageHum unu nevennsa saboneBaHus, BbidBaHHoro N. meningitidis, rpe
nauMeHTa-4enoBeka MMMYHU3MPYIOT MO CXeMe, BKoYarowen ctagum a) u 6), rae Ha
ctagum a) nauyueHTta-vYenoseka B nepBom Bospacte or 0 go 11 wmecsAues
NMMYHU3MPYIOT KOHBIOFaTHOW BaKUMHOW Ha OcCHOBe OakTepuanbHOro caxapuaa,
cogepxallen no MeHbLUEN Mepe OAMH, ABa unu Tpu BakTepuanbHbIX caxapuaa,
KOHBIOTMPOBaHHbIX C BOenkom-HocuTenem ¢ obpasoBaHMEM MO MEHbLUEN MEpEe
OQHOro, ABYX WM TPex KOHbioratoB OaktepuanbHbiX CaxapuaoB, COAepKaLmX
kancyneHein caxapwg N. meningitidis ceporpynnel C (MenC);, n Ha ctagum 6)
nauMeHTa-YenoBeka BO BTOPOM Bo3pacTe oT 12 o 24 mecaueB UMMYHU3UPYHOT
KOHBbIOraTom BakumHou npotne N. meningitidis, coaepxalen no MeHblLen mepe aBa
KancynbHbIX caxapuia, BblOpaHHbIX W3 Tpynnbl, COCTOALWLEN W3 KarncynbHOro
caxapuga N. meningitidis ceporpynnel A (MenA), kancyneHoro caxapuga N.
meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N. meningitidis
ceporpynnsl W135 (MenW135) n kancyneHoro caxapwuga N. meningitidis ceporpynnbl

Y (MenY), no OTAENBHOCTM KOHBIOIMPOBaHHLIX C GenkomMm-HocuTenem, rae
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KOHbIOraTHyto BakuuvHy npotue Neisseria meningitidis BBOAAT COBMECTHO C
BaKLUMHOW, coaepxallen AnpTepnnHbI aHaTOKCUH M CTONBHAYHBIM aHaTOKCUH.

25. KoHbroratHasa BakuymHa npotus N. meningitidis ansa ncnonb3oBaHUA no .
24, rge NoO MeHbLUEW Mepe OAuH, ABa unn Tpu BakTepuanbHbIX caxapmpa co ctagum
a) cogepxat caxapvg Haemophilus influenza (Hib).

26. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nmobomy mn3 nn. 24-25, B KOTOPOM MO MEHbLLUEN Mepe OAWH, ABa WU TPpW
BakTepmaneHbIX caxapuga CcO CTagum a) copepxart KancynbHbln caxapug N.
meningitidis ceporpynnel Y (MenY).

27. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
mobomy 13 nn. 24-26, roe 6enok-HoCUTENb CO CTagum a) npeacraBnseTr cobow
CTONBHSAYHBIM aHaTOKCUH, ANPTEPUNHBIM aHaToKCUH nnn CRM197.

28. KonbroratHasa BakymHa npotus N. meningitidis Ans ncnonb3oBaHWa no .
27, rpe ©Oenok-HoCuTENb CO CcTagunm a) npeacraBnseTr cobon CTONBHAYHLIN
aHaTOKCWH, BO3MOXHO C obwmm cogepxanmem TT 5-40, 10-30, 15-20 mkr wnu
npumMmepHO 18 MKr Ha 403y.

29. KoHbtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
nobomy 13 nn. 24-28, roe UMMYHU3aUms Ha CTagmn a) BKIOYaeT BBegeHWE 2 unn 3
[03 KOHblorata OaktepuanbHOro caxapuga, BO3MOXHO B Bospacte 2, 4 vnun 6
MecsLeB.

30. KoHbtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
nobomMy 13 nn. 24-29, roe COBMECTHOE BBEAEHME KOHBLHraTHOW BaKUWMHbI NMPOTUB
Neisseria meningitidis W BakuMHbl, coaepxawen ANPTEPUMHBIA TOKCUH W
CTONBHAYHBIA TOKCMH, Ha ctagum ©) nNpmBOoAMT K NO MeHblen mepe 10%-Homy
YBEMUYEHNIO UMMYHOI€HHOCTW NPOTUB NO MeHbLUen mepe ogHoro ns MenA, MenC,
MenW135 unn MenY, BO3MOXHO M3MEPEHHOMY MNOCPEACTBOM aHanmsa SBA, no
CPaBHEHUIO C BBEAEHMEM KOHBLIOraTHOW BakuuHbl NpoTuB Neisseria meningitidis
OTAENbHO.

31. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
mobomy mn3 nn. 24-30, roe Ha CTagum a) KOHBIraTtHyr BaKuMHy Ha OCHOBE
BakTepmaneHOro caxapuga BBOAAT B TO Xe CaMOe BpPeMSHA, YTO W BakuWHY,
cogepxauyyro DTP.

32. KoHbroratHasa BakymHa npotus N. meningitidis ansa ncnonb3oBaHWA no .

31, rae BakymHa, cogepxawaa DTP, cogepxut aHTureH renatuta b.

3AMEH STIOIAM JTUCT



DOOPMYVYIJIA U30EPETEHHMA
H3MCHCHHAA Ha MEKAY HAPOIHOM CTaguu

33. KonbroratHasa BakymHa npotus N. meningitidis ansa ncnonb3oBaHWA no .
31 nnun 32, rae BakuuHa, cogepxawas DTP, cogepxut IPV.

34. KoHbtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
nobomy 13 nn. 24-33, rae KoHbloratHasa BakumHa npotue N. meningitidis co ctagum
6) cogepxumt MenA.

35. KoHbtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nobomy 13 nn. 24-34, roe KoHbroratHas BakuymHa npotme N. meningitidis co ctagun
©) copepxmt MenC.

36. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
nobomy 13 nn. 24-35, roe KoHboratHaa BakymHa npotme N. meningitidis co ctagum
©) cogepxumt MenW135.

37. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nobomy 13 nn. 24-36, rae KoHboratHas BakymHa npotme N. meningitidis co ctagun
©) cogepxut MenY.

38. KoHbtoratHaga BakuwHa npotueB N. meningitidis pna Mcnonb3oBaHUs Mo
mobomy m3 nn. 24-37, rpe Genok-HocuTens co ctagum 6) BbibpaH M3 rpynnbi,
COCTOSALLEN N3 CTONDHAYHOro aHaTokCuHa, AndTepumnHoro aHatokcnHa mnn CRM197.

39. KoHbroratHasa BakuywmHa npotms N. meningitidis ansa ncnonb3oBaHWA no .
38, B KOTOpPOM Denok-HocuTenb co ctaaun 6) npeacraBnaeT cobon CTONOHAYHbLIN
aHaTOKCUH.

40. KoHbroratHaa BakumHa npotme N. meningitidis Ansa ncnonb3oBaHWSa Mo
nobomy mn3 nn. 24-39, roe Genok-HocuTenb CO CcTagun a) u Benok-HocuTenb COo
cTagmm 6) ABNATCA OANHAKOBLIMM.

41. KoHbroratHaa BakumHa npotme N. meningitidis Ansa ncnonb3oBaHWSa Mo
mobomy mn3 nn. 24-30, roe BakyumHa, cogepxawas AUPTEPUNHBIA aHATOKCUH W
CTONBHSAYHBIN aHaTOKCUH, NpeacTaBnsaeT cobon BakumHy DTP.

42. KoHbroratHaa BakumHa npotms N. meningitidis Ansa ncnonb3oBaHWUS Mo
mobomy 13 nn. 24-41, roe Ha crtagum 0) MMMYHU3WPYIOT MauUMEHTa-4YenoBEKa B
Bo3pacTe oT 12 no 18 mecaues.

43. KoHbtoraTHasa BakuwHa npotme N. meningitidis ons ncnonb3oBaHWa no .
42, roe Ha cragum 6) UMMYHU3MPYHOT nauMeHTa-yenoeseka B Bospacte 15-18
MecsLEB.

44. KoHbroratHaa BakuuHa npotms N. meningitidis ansa ncnons3oBaHWUS Mo

nobomMy m3 nn. 24-43, BKMKOYAKOLWEro AOMNONHUTENBHYIO CTaau B) UMMYHM3aLMK
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naumMeHTa-vYenoBeka B TpeTbem Bo3pacTte oT 4 o 20, ot 5 go 15 unm ot 5 go 11 ner
KOHBbIOraTHOM BakumHOM npotvs N. meningitidis, cogepxallen no MeHbllen mepe
ABa KancyrnbHbIX caxapwuaa, BblOpaHHbIX M3 rpynnbl, COCTOALEN W3 KanCyrbHOro
caxapuga N. meningitidis ceporpynnel A (MenA), kancynbHoro caxapuga N.
meningitidis ceporpynnel C (MenC), kancyneHoro caxapuga N. meningitidis
ceporpynnel W135 (MenW135) n kancyneHoro caxapuga N. meningitidis ceporpynnbl
Y (MenY), no OTAENbHOCTU KOHBIOMMPOBaHHBLIX C BENKOM-HOCUTENEM.

45. KoHbtoratHasa BakuuHa npotme N. meningitidis ans ncnonb3oBaHWa no .
44, xoTOpas ABMAETCH TAKOM Xe, YTO W KOHbIoraTtHasa BakumHa npotus N. meningitidis
no nobomy 13 nn. 24-44.

46. KoHbtoratHasa BakuuHa npotme N. meningitidis ansa ncnonb3oBaHWA no .
44, copepxawjas kancyneHble caxapuabl MenA, MenC, MenW135 n MenY, kaxabiv
M3  KOTOPbIX MO  OTAENbHOCTWU  KOHBbIOrMpoBaH C  Benkom-HocuTenem,
npeacraBnAroLWmMM cobor CTONOHAYHBINM aHATOKCHH.

47. Cnocob wunu KoHbloraTHaa BakyuHa npotuB N. meningitidis ans
ncnonb3oBaHus no nodomy 3 nn. 1-46, roe KoHbroratHas BakumHa npoTtus Neisseria
meningitidis co ctagum ©) n/unu co cTagum B) COAEPXKUT KancynbHble caxapuibl N.
meningitidis, nmetowme cpenHun pasmep 50 kla, 75 ka, 100 k[a, 110 kda, 120 k[la
mnun 130 kla.

48. Cnocob6 wunm KoHbtoratHaa BakumHa npotmB N. meningitidis ans
ncnonb3oBaHus No nobdomy s nn. 1-47, roe koHbroratHas BakumHa npoTtue Neisseria
meningitidis co ctagum ) n/unu Co CTagmm B) COAEPXKUT KancynbHble caxapuibl N.
meningitidis, Kaxablh M3 KOTOpPbIX npeacrtaBnser cobon nubo HaTUBHbIN
nonucaxapug, nvbo nonucaxapuh CO  CPeaHUM  pasMepoM, YMEHbLUEHHbIM
OTHOCUTENBHO HAaTUBHOrO nonucaxapuga He 6onee yem B 10 pas.

49. Cnocob wunu KoHbloraTHaa BakyuHa npotuB N. meningitidis pns
ncnonb3oBaHMsa no nbomy M3 nn. 1-48, roe koOHbROratHasa BakuymHa npotms M.
meningitidis co ctagum ©) n/unn co ctagmm B) COAEPKUT MO MEHbLUEN Mepe OAWH
kancyneHeln caxapug N. meningitidis, KOTOpbIN NpeacTaBnaeT cobon HaTUBHbIV
nonucaxapua.

50. Cnoco® wnu koHbtoraTHaa BakuynHa npotwB N. meningitidis ans
ncnonb3oBaHMsa no nwobdomy M3 nn. 1-49, roe koOHbOratHasa BakuymHa npotms M.

meningitidis co ctagum ©) n/vunn co cTagum B) COAEPXKUT MO MEHbLUEW Mepe OAWH
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kancyneHeln caxapua N. meningitidis, pasMep KOTOPOro YMEHbLUEH MyTeMm
MUKpodrongmsagmn.

51. Cnoco® wnn koHbtoraTHaa BakymHa npotwB N. meningitidis ans
ncnonb3osaHua no nodomy m3 nn. 1-50, roe koHbroratHas BakuymHa npotms .
meningitidis co ctagum ©) n/unn co ctagmm B) COAEPKUT MO MEHbLUEN Mepe OAWH
kancynbHbIn caxapua N. meningitidis, BbibpaHHbIN 13 rpynnbl, cocTtosawen 13 MenY v
MenW135, koTopbI NOABEPTHYT MUKPOGMONAM3ALMN, BO3MOXHO ANS YMEHbLUEHUS
cpenHero pasmepa He 6onee yem B 10 pas OTHOCUTENBHO HATMBHOIO KarcynbHOro
nonucaxapvaa.

52. Cnoco® wnu koHbtoraTtHaa BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nobdomy M3 nn. 1-51, roe koHbrOratHasa BakymHa npotms M.
meningitidis co ctagum ©) n/unn co ctagum B) COAEPXKUT MO MEHbLUEN Mepe OAWH
kancynbHein caxapua N. meningitidis, BbibpaHHbIM 13 rpynnbl, cocTodawen 3 MenA v
MenC, koTopbI NpeacTaBnseT cobom HaTUBHLIW Nonvcaxapua.

563. Cnoco® wnn koHbtoraTHaa BakuwHa npotmB N. meningitidis pns
ncnonb3osaHMsa no nwbdomy M3 nn. 1-52, roe koHbOratHasa BakuymHa npotms M.
meningitidis co ctagum B) n/unn co cTtagun B) COAEPXKUT KancynbHbIW caxapmi MenA,
NMEOLLMA cpeaHun pasmep, npesbiwarowmn 50 ka, 75 ka, 100 kda, nnu cpegHuin
pa3mep B gunanasoHe 50-100 k[a, nnu 55-90 ka, nnm 60-80 k[a.

54. Cnoco® wnu koHblOratHaa BakuvMHa npotmB N. meningitidis ans
ncnonb3oBaHua no nodomy m3 nn. 1-53, roe KoHbroratHas BakymHa npotms .
meningitidis co ctagum ©) wwunu Co CTaaum B) COAEPXKUT KarncynbHbIM Caxapuj,
MenC, nmetowmmn cpegHuin pasmep, npesbliwarowmi 50 ka, 75 ka, 100 kda, nnm B
avanasoHe 100-200 kda, 100-150 k[a, 80-120 k[a, 90-110 kda, 150-200 k[a, 120-
240 k[la, 140-220 k[a, 160-200 ka wnnun 190-200 k[a.

55. Cnoco® wnn koHbtoraTtHaa BakuwHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nobomy M3 nn. 1-54, roe koHbrOratHas BakumHa npotms M.
meningitidis co ctagum B) n/unn co cTtagun B) COAEPXKUT KancynbHbIW caxapmg MenY,
UMELWMA cpegHu pasmep, npeeblwarowmin 50 ka, 75 ka, 100 kda, wnv B
ananasoHe 60-190 k[a, nnn 70-180 ka, nnn 80-170 kda, nnmn 90-160 k[a, nnmn 100-
150 k[a, 110-145 ka vnn 120-140 k[a.

56. Cnoco® wnn koHbtoraTHaa BakuynHa npotwB N. meningitidis ans
ncnonb3oBaHMsa no nobdomy M3 nn. 1-55, roe koHblOratHasa BakuymHa npotmes M.

meningitidis co ctagum ©) w/unu co CTagum B) COAEPXKMUT KarncylbHbIM caxapuj
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MenW135, umerownn cpegHuin pasmep, npesbliwarowmi 50 k[a, 75 kda, 100 ka,
unu B gmnanasoHe 60-190 k[a, nnn 70-180 kla, nnn 80-170 kda, nnmn 90-160 kla,
nnn 100-150 k[a, 140-180 k[a, 150-170 kda nnn 110-140 k[a.

57. Cnoco® wnu koHblOratHaa BakumHa npotmB N. meningitidis ans
ncnonb3osaHua no nodomy m3 nn. 1-56, rae KoHbroratHas BakuymHa npotms .
meningitidis co ctagum 6) n/unu co CTaanun B) COAEPNKUT KOHBIOraTbl KancyrbHOro
caxapuga N. meningitidis, Kkaxablh W3  KOTOPbIX WMEET  OTHOLUEHWE
nonucaxapug:Hocutens 1:5-5:1 unun 1:1-1:4 (macc./macc.).

568. Cnoco6 wnu koHbtoraTHaa BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nwbomy 13 nn. 1-57, roe koHbrOratHasa BakuymHa npotmes .
meningitidis co ctagum ©) n/vnn co ctagmm B) COAEPXKUT MO MEHBLUEW MEpPEe OAWH
KOHbIOraT KancyneHoro nonucaxapvga N.  meningitidis, rae KancynbHbIV
nonucaxapug HENOCPEeLCTBEHHO KOHBIOMMPOBaH CO BTOPbIM 6EnKOM-HOCUTENEM.

59. Cnoco® wnn koHbtoraTtHaa BakuynHa npotuB N. meningitidis pns
ncrnonb3oBaHUa no n. 58, roe koHwbroratHaa BakuywHa npotve N. meningitidis co
ctagumn 6) n/wnn co crtagum B) cogepxmt MenW w/vnn MenY, MenW w/unn MenC,
MenY w/wvnm MenC, vmnn MenW un MenC, n MenY, KOTOpble HENoOCpenCTBEHHO
KOHBHOMMPOBaHbI CO BTOPbIM BEnKoM-HOCUTENEM.

60. Cnoco® wnn koHbtoraTHaa BakuywHa npotwB N. meningitidis ans
ncnonb3oBaHusa no n. 58 unun 59, rae koHbroratHaa BakumHa npotus N. meningitidis
co ctagum 6) uvnn co ctaaum B) COAEPXKUT MO MEHbLUEN Mepe OAWH KOHbtorat
kancyneHoro caxapuga N. meningitidis, HenocpeaCTBEHHO KOHBLIOrMPOBAHHBLIN
nocpencTsom XUMUU CDAP (1-umaHo-4-guMeTUNaMUHONMMPUANHNA
TeTpadTopbopar).

61. Cnoco® wnu koHbtoraTtHaa BakuymHa npotwB N. meningitidis pns
ncnonb3osaHmsa no nbomy m3 nn. 58-60, roe koHblOratHas BakymHa npoTtms .
meningitidis co ctagun 6) n/mnn co ctagum B) COAEPKUT KOHBIOraTbl, B KOTOPbIX
OTHOWEHWE KancynbHoro caxapuga MenW wn/unn Y kO BTOpPOMY OenKy-HOCUTENMHO
coctaenset ot 1:0,5 no 1:2.

62. Cnoco® wnu koHbtoraTHaa BakuymHa npotwB N. meningitidis ans
ncnonb3oBaHMsa no nbomy m3 nn. 58-61, roe koHbloratHas BakymHa npoTtms M.
meningitidis co ctagum ©) nunn co ctagum B) COAEPXUT KOHbtorat MenC, rge

oTHoweHwne nonucaxapuga MenC k 6enky-HocuTento coctaensaet ot 1:0,5 go 1:2.
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63. Cnoco® wnn koHbtoraTHaa BakuynHa npotuB N. meningitidis ans
ncnonb3oBaHMsa no nwbdomy M3 nn. 1-62, roe koHbloratHasa BakuymHa npotme M.
meningitidis co ctagum 6) n/unu co cTtagum B) COAEPXKUT OANH nnn Bonee Yyem ofguH
kancynbHbI caxapug N. meningitidiS, KOHBIOrMPOBaHHbIM C BenKkomM-HoCUTENEM
4Yepes NMHKep.

64. Cnoco® wnn koHbtoraTHaa BakumHa npotve N. meningitidis pns
Ncnonb3oBaHus no n. 63, rae nuHkep ansaeTca U yHKUMOHANBHbLIM.

65. Cnoco6 wnu koHbtoraTHas BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHMs No n. 63 unu 64, roe nNUHKEP UMEET ABE PEeaKLUMOHHOCMNOCOOHbIE
aMUHOrpynnbl.

66. Cnoco® wnn koHbtoraTHaa BakuynHa npotwB N. meningitidis pns
ncnonb3oBaHms no nodomy m3 nn. 63-65, roe nuHkep Mmeet ot 4 o 12 aToMoB
yrnepoga.

67. Cnoco® wnn koHbtoraTHaa BakynHa npotwB N. meningitidis pns
ncnonb3oBaHus no nobomy m3 nn. 63-66, roe nuHkep npeacrtasnset cobon ADH
(rmapasung agunmHOBOW KUCNOTLI).

68. Cnoco® wnu koHbtoraTHaa BakuymHa npotwB N. meningitidis ans
ncnonb3oBaHusa no nrdomy 13 nn. 63-67, rae KancynbHble caxapuibl N. meningitidis
KOHBHOMMPOBaHbI C NIMHKEPOM C 1cnornb3oBaHnem xmmmnmn CDAP.

69. Cnoco® wnu koHblOratHaa BakumHa npotmB N. meningitidis ans
ncnonb3oBaHMsa no nbomy m3 nn. 63-68, rae 6enok-HoCUTENb KOHBLIOIMPOBaH C
IMHKEPOM  C  UCMNONb3OBaHMEM  kapboguMMWOHON  XMMUKM,  BO3MOXHO  C
MCMNOoNb30BaHNEM EDAC (N-3-gumeTtnnammuHonponun-N’-atunkapboagnnmmaa
rMMApPOXNopua).

70. Cnoco® wnu koHbtoraTHaa BakuymHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nbomy m3 nn. 63-69, rae MenA KoHbrormpoeaH ¢ Benkom-
HOCUTENEeM Yepes NNHKEP.

71. Cnoco® wnn koHbtoraTtHaa BakuymHa npotwB N. meningitidis pns
ncnonb3oBaHua no n. 70, rae oTHoweHne nonucaxapuga MenA k Benky-HOCUTENHO
coctaenget ot 1:2 go 1:5.

72. Cnoco® wnu KoHbtoraTHaa BakynHa npotwB N. meningitidis ans
ncnonb3oBaHua no ndomy m3 nn. 63-71, rae MenC koHblorMpoBaH ¢ Genkom-

HOCUTENEM YepPe3 NIMHKEP.
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73. Cnoco® wnu KoHbloraTHaa BakunHa npotuB N. meningitidis ans
NCNonb3oBaHMA NoO N. 72, rae oTHoweHune nonmcaxapmaa MenC k Benky-HoCUTENHo
cocrtasnget ot 1:2 go 1:5.

74. Cnoco® wnu koHblOratHaa BakuyvHa npotmB N. meningitidis ans
ncnonb3oBaHua no nodomy m3 nn. 1-73, roe KoHbroratHas BakuymHa npotms .
meningitidis co cragum 6) wwvnn co crtagum B) AOMOSHUTENBHO COAEPXKUT
KancynbHbIM caxapui H. influenzae b, KOHBIOrMPOBaHHbLIN C BENKOM-HOCUTENEM.

75. Cnoco® wnu koHbtoraTHas BakuymHa npotwB N. meningitidis pns
ncnonb3oBaHMsa no nwbomy M3 nn. 1-74, roe kOHbOratHasa BakuymHa npotms .
meningitidis co ctagum 6) n/unn co ctagum B) copepxut antureH N. meningitidis
ceporpynnel B, npenapat Be3vkyn HapyxHoW memBpanbl N. meningitidis ceporpynnbl
B n/vnn 6enok N. meningitidis ceporpynnel B.

76. Cnoco® wnn koHbtoraTHaa BakuynHa npotwB N. meningitidis pns
ncnonb3osaHusa no nbdomy M3 nn. 1-75, roe 6enok-HocuTenb Co ctagum 6) n/mnm co
cTagum B) NpUCYTCTBYET B A03e koHbtorata N. meningitidis B obwen gose 10-100,
20-90, 30-80, 30-70, 35-60 mnnn 40-50 mkr.

77. Cnoco® wMMyHM3aumm npotmB uWHdekumn Neisseria meningitidis,
BKIOYAOLWNA CTagnun MMMyHM3aLMM naumeHTa-4yenoBeka B Bo3pacte oT 12 go 24
MecsUeB MNOMMBaneHTHOW KOHboraTHoW BakuuvHon npotvs  N.  meningitidis,
copepxallen No MeHbLUen Mepe ABa KancCynbHbIX caxapuaa, BelOpaHHbIX U3 rpynmbl,
cocToswen m3 kancyneHoro caxapuga N. meningitidis ceporpynnel A (MenA),
kancyneHoro caxapuga N. meningitidis ceporpynnel C (MenC), kancynbHOro
caxapuga N. meningitidis ceporpynnel W135 (MenW135) n kancynbHoro caxapuga
N. meningitidis ceporpynnel Y (MenY), no oTAENbHOCTU KOHBIOMMPOBAHHLIX C
Benkom-HocUTENeM, U NOBTOPHOW MMMYHM3ALMM NaLMeHTa-4yenoBeka B Bo3pacTte oT
4 n020,0tr 58015, 0150011, 0T 5 00 9 unun o1 5 40 6 NET KOHBLIOraTHOM BaKLUMHOW
npotue N. meningitidis pna BycTtep-uMMyHM3aLumn, CoaepKaLlen no MeHbLLEN Mepe
asa n3 MenA, MenC, MenW135 n MenY, kaxabii M3 KOTOPbLIX MO OTAENbHOCTMU
KOHBHOrMPOBaH C 6enNKOM-HOCUTENEM.

78. Cnocob no n. 77, rae nonuBaneHTHas KOHbloratHaa BakumHa npotvs N.
meningitidis cogepXuT koHbtoratel MenC 1 MenY.,

79. Cnoco® no n. 77 wnn 78, roe KOHbHOratHble BakuuHbl npotms N.

meningitidis ansa 6yctep-uMMyHu3aumm cogepxat KoHbroratbl MenC 1 MenY.

3AMEH STIOIAM JTUCT
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80. Cnocob no nwobomy m3a nn. 77-79, roe nNonuBaneHTHas KOHbroraTHas
BakumHa npotme N. meningitidis cogepxut koHbtoratel MenA, MenC, MenW135 u
MenY.

81. Cnocob no nobomy n3 nn. 77-80, roe KoHbloratHas BakumHa npotus N.
meningitidis pna BycTep-uMMyHM3aUMM  COQEPXKUT KOHbtoratel MenA, MenC,
MenW135 n MenY.

82. Cnocob no nobomy 13 nn. 77-81, roe Kaxabiv KanCynbHbIM caxapui
KOHbIOraTHOM BakumHbl npotwue N.  meningitidis pna ©OycTep-uMmmMmyHM3aLmm
KOHBIOrMpoBaH C 6enkoM-HoCUTENEM, BbIOPaHHbIM W3 TPyMnbl, COCTOSALLEN U3
CTONBHAYHOrO aHaToKCuHa, ANPTEPUNHOrO aHaTokcmHa nnv CRM197.

83. Cnocob no n. 82, rae 6enok-HoCUTENL NPeacTaBnsaeT cobor CTONOHAYHbBIN
aHaTOKCUH.

84. Cnocob no nobomy 13 nn. 77-83, roe Kaxkabiv KanCynbHbIM caxapug
NONMBanNeHTHOM KOHBIOraTHOM BakuuHbl NpoTue N. meningitidis KOHBIOrMpoBaH C
Benkom-HocuTeneMm, BbIOpaHHbIM K3  TPynnbl, COCTOAWEN U3  CTONBOHAYHOro
aHaToKcuHa, AndTepurHOro aHarokcnHa nnm CRM197.

85. Cnocob no n. 84, roe 6enok-HoCcUTENb NpeacTaBnseT cobor CTONOHSAYHbIN
aHaTOKCUH.

86. KoHbtoratHasa BakumHa npotve N. meningitidis ons wvcnonb3oBaHWA B
UMMyHM3aUmMm nNpoTne uHdekumn Neisseria meningitidis, roe nauneHTa-yenoseka B
Bo3pacte OT 12 00 24 MecsueB WMMYHU3MPYHOT MONMBANEHTHOM KOHBLHraTtHoOM
BakymHon npotuB N. meningitidis, cogepxallen no MeHbLIEN MepPe ABa KancybHbIX
caxapvga, BbIOpaHHbIX M3 Tpynnbl, COCTOALWEN W3 KancynbHoro caxapuga N.
meningitidis ceporpynnel A (MenA), «kancynbHoro caxapuga N. meningitidis
ceporpynnel C (MenC), kancynbHoro caxapuga N. meningitidis ceporpynnel W135
(MenW135) n kancyneHoro caxapuga N. meningitidis ceporpynnel Y (MenY), no
OTAENbHOCTN KOHBIOTMPOBaHHBLIX C BEenKoM-HOCUTENEM, W yKasaHHOro nauueHTa-
YyerioBeka NoOBTOPHO MMMYHU3UPYHOT B Bo3pacTe oT 4 ao 20, ot 5 go 15, ot 5 go 11,
oT 5 1o 9 unmn ot 5 go 6 neT KoHbKraTHoOM BakumHon npoTtue N. meningitidis ans
BycTep-MMMyHU3aLmKn, cogepxawen no meHbwen mepe asa u3 MenA, MenC,
MenW135 n MenY, kaxabiv U3 KOTOPbIX N0 OTAENBHOCTU KOHBIOrMPOBaH ¢ Benkom-

HOCUTENEM.

3AMEH STIOIAM JTUCT
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87. KonbroratHasa sakuymHa npotus N. meningitidis ansa ncnonb3oBaHWA no .
86, rge nonuBaneHTHas KoHbroratHas BakumHa npotuB N. meningitidis copepXuT
kKoHbtoraTel MenC 1 MenY.

88. KoHbroratHas BakuymHa npotme N. meningitidis onsa Mcnone3oBaHWs Mo n.
86 wnn 87, roe KoHbloraTHble BakuuHbl NpoTue N. meningitidis ana ©GycTtep-
NMMYyHM3aUmMm cogepxat KoHbroratel MenC n MenY.

89. KoHvtoratHasa BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
mobomy m3 nn. 86-88, roe nonuBaneHTHas KoHbltoratHasi BakumHa npotme N,
meningitidis cogepxuT koHbroratel MenA, MenC, MenW135 n MenY.

90. KoHbloratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs no
nobomy n3 nn. 86-89, rae KoHbroratHaa BakuyumHa npotuB N. meningitidis ans
BycTep-MMMyHU3aLmmn cogepxmt koHbroratel MenA, MenC, MenW135 n MenY.

91. KoHbtoratHaga BakuwHa npotuB N. meningitidis pna Mcnonb3oBaHUs Mo
nmobomy m3 nn. 86-90, roe Kaxabi KancylbHbIA caxapui KOHbLHraTtHOM BaKUMHbI
npotuB N. meningitidis pna OycTep-UMMyHM3aUMN KOHBIOrMpoBaH C  Benkom-
HOCUTENEM, BbIOpPaHHLIM W3 TPyMnbl, COCTOAWEN M3 CTONOHAYHOrO aHaTOKCUHA,
AndTepurHoro aHatokemHa unnm CRM197.

92. Cnocob no n. 91, rae 6enok-HocUTENb NpeacTaBnseT cobon CTONOHAYHbIN
aHaTOKCUH.

93. KonbloratHaa BakumHa npotvue N. meningitidis Ana MCNonb3oBaHWA Mo
mobomy um3 nn. 86-92, rae KaxAablA KancynbHbIM caxapui NonMBaneHTHOW
KOHBHOraTHOM BakuMHbl NpoTuB N. meningitidis KOHLHOrMPOBaH ¢ 6enKOM-HOCUTENEM,
BbIOpaHHbIM M3 rPynnbl, COCTOAWEN M3 CTONOHAYHOrO aHaTOKCMHA, ANPTEPUMHOrO
aHaTtokcuHa nnnm CRM197.

94. KoHbroratHasa BakymHa npotms N. meningitidis Ans ncnonbL3oBaHWa no .

93, B KOTOPOW BENOK-HOCUTENL NPeacTaBnaeT cobon CTONBHAYHBIN aHATOKCUH.

3AMEH STIOIAM JTUCT



odur. 1

HaGpaHHble 1 BaKUMHUPOBaHHbIe nepBu4HOM hasbl N = 1554

v

4

v

KoHTtponk: DTaP-HBV-IPV + Hib-TT
OBLan KoropTa BakUMHMPOBaHHbIX N = 282

HibMenCY-TT + DTaP-HBV-IPV

O6Las koropta BakLMHMPOBaHHbIX N = 1272

208 He BKMIOYEHbI B hady 4ETBEPTON A03bl* !

A 4

MosTOpHasa pangomusauus 2:1,2

——l Wcecnegyemyto BakUuHy HE BBOAUNK y 43

|

KoHTponeHas rpynna
O6wan koropTa BakKUMHUPOBaHHbIX N = 233

Fpynna MenACWY-TT
O6uan koropTa BakUMHUPOBRaHHbIX N = 432

Fpynna HibMenCY-TT
O6wasn koropTa BakKUMHUPOBAHHBIX N = 229

Fpynna coBMecTHOro BBeAEHUA
O61wWan KoropTa BakUMHUPOBaHHbIX N = 409

k4

A

l

l

6 BbIGLINN 27 BbIObINK 19 BbIGLINN 13 BbIGbINK
3aBeplieHne UCCNE0BaAHUA AKTUBHON 3aBepuieHune uccnes AKTUBHOM 3aBeplIeHUe UCCNEeAO0BAHUA AKTUBHON 3aBeplIeHUe UcCNea0BaHUA aKTUBHOU
dasel N = 227 ¢asel N =405 tasel N =210 ¢asel N =396
58 yaaneHs! 123 yganeHsl 61 yganeH 106 yganeHs!
Koropta ummyHoreHHocTn ATP Koropta ummyHoreHHoctu ATP KoropTta ummyHoreHHocTn ATP Koropta ummyHoreHHoctu ATP
n=175 n =309 n=168 n =303

l

l

l

l

+

l Koroprta ummyHoreHHoctu ATP N = 955 l

10 BbIObINM
3aBepuweHue uccnegoearun asbl
nocneaywwero HabnwaeHua aona

onpegeneHus 6esonacHoctu N = 223

36 BbIObINK
3 iMe uccneg thasbl

p
nocnegywuwero HabnwgeHus ana
onpegenenus 6esonacHocTu N = 396

.

v

24 BbIObINM
3aBepuweHue uccnenosaHun ¢asol
nocneayrwwero HabnwaeHua aona
onpegeneHus 6esonacHoctu N = 205

24 BbIBbINM
3aeepuweHue uccnegoeanun ¢asol
nocnegywuwero HabnwaeHusa ana
onpegeneHus 6esonacHoctu N = 385

'

|

3aeepuwienune uccneaosaHus ¢asel nocneayrwero HabnwaeHUA Ans
onpeneneHus 6esonacHocTu N = 1209
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odur. 2

MpoueHTHasa gona ¢ Tutpamm hSBA = 1:8

|| 'pynna MenACWY-TT
B rpynna HibMenCY-TT

100

80

60

40

20

Bl Mpynna coBmecT. BBeAEHUS
B KonTponbHas rpynna

KHHORII QOJOIL)



odur. 3

GMT hSBA

Mpynna MenACWY-TT
Il rpynna HibMenCY-TT

B pynna coBmecTHOro BBEAEHMS

B KontponbHas rpynna

% * %k * * %
10000 7230.5 7487.6
38450 4800.9
T 2676
1000
100
10
1

W-135
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odur. 4

100
MenACWY-TT

HibMenCY-TT

CoBMecCTHOE BBeaeHue
CumMmnToMbl cTEneHn 3

80

40 |-

20 e B . B |

Bonb MokpacHeHune [Mpunyxnocts CoHnmBocTb Jluxopapka Pasgpaxu- MoTeps
MOCTb annetuta

MpoueHTHaA aona geTen, y KOTOpbIX onNMcaH CUMIMTOM

EUHORAI QOJ0II)



Tabnunua1 Cxema nccnenoBaHus

HasBaHue MepBuyHaa dasa dasza yeTBEepPTON AO3bl BaKUMHALMKN*
rpynnbl BaKUMHauuun*
12-15 mecsiueB 1 mecsy nocne 15-18 mecsiueB 1 Mecsy nocne
(Mocewenuns 1-4) (MoceweHue 4) BaKUuMHaUumn (MoceweHue 6) BaKUuUHaLUUK
(MoceweHue 5) (MoceweHune 7)
2,4, 6 mecsiueB BakuuHauusa OT60p KpoBM  OTOOpP KPOBM BakuuHauus OT6Op KPOBM
MenACWY-TT HibMenCY-TT + DTaP-HBV-IPV| MenACWY-TT La - DTaP Oa
HibMenCY-TT HibMenCY-TT + DTaP-HBV-IPV| HibMenCY-TT La - DTaP Ha
CoBMeCTHOE HibMenCY-TT + DTaP-HBV-IPV | HeT BakumHauum - Ha MenACWY-TT + DTaP Ha
BBEAEHNE _
KonTponb Hib-TT + DTaP-HBV-IPV HeT BakyuHaumm - - DTaP / Ha

3akpalleHHble 06nacTu nokasblBalOT MOMEHTbI BPEMEHM BakuuMHauuuM M oTGopa KpoBu, obCcyxaaBLUMECH B HacToAWEM coobuleHun. * Bcem cybbekTam
paspeLuanu nosnyyatb TPagUMUUOHHbIE BaKUMHbI, PEKOMEHAO0BaHHbIE KOHCYNbTAaTUBHBIM KOMUTETOM NO Npobrnemam MMMyHu3auuu. Ons BakuuH NpoTUB KOpHU,
CBWHKW, KpacHyxu, BETpsiHOM ocnbl, renatuta A u Hib, BakuuHaums aomkHa Obina npoucxoautb 3a 30 unm Gonee cCyToOK A0 WNKM MNOCNE BBEAEHUS
uccrneayemblx BakuuMH. HexsaTka koHbloraTtHon BakuuHbl npotus Hib B CLUA BO Bpemsi uccnepgosanusa 3actasuna ACIP pekomeHgoBaTb OTCPOUKy Oycrep-
nosbl Hib ana Bcex aeten npeaaoLlukonbHOro Bospacrta ans obecneyeHuss Toro, UTodObl KOHbIOraTHasi BakumHa npotus Hib npeanoyrutensHo BBOAUIIACH
OeTsiM A0 roaa, KoTopble NoABEMKEHbl HanbonbLUEMY PUCKY MH(EKUMOHHOro 3aboneBaHus, Bbi3BaHHOro Hib. B cOOTBETCTBUM C AAHHOW PEKOMEHAALMEN,
OycTep-uMMyHu3auum Hib He BBOagMNnmM komy-nnbo, kpome npeacrasutenen rpynnsl HibMenCY-TT. Opyrue rpynnbl AOMKHbI Obiny NonyvaTb YETBEPTYIO 403y
KOHBbIOraTHOM BakUWHbI NnpoTue Hib npu ycTpaHeHnn HexBaTku.

EHHOROI QOJ0I))



Tabnuua 2 Pe3ynbTartbl 4&AYKTUBHOIO aHanM3a MEHUHIOKOKKOBbIX aHTUreHOB, BBEAEHHbIX B Bo3dpacte 12-15 nnu 15-18 mecaues
(nepBuYHbIE Lenu: koropta uMmmMyHoreHHocTn ATP, dhasa yeTsepTomn [03bl).
Lenb OxupgaemMbin Kputepum Cepo- | 3Ha- |[95% OU] | KpuTe-
pesynbTart rpynna |4eHue pun
yano-
BneT-
BOpPEeH?
He meHblias apdHeKTUBHOCTb Tutpbl hNSBA  |HIT 2-cTopoHHero 95% OW ansa pasnuuna (MenACWY-TT - C 0,0 [-1,33; Oa
MenACWY-TT no cpaBHEHUIO C >1:8 HibMenCY-TT) coctaBnseT > -10% 2,42]
HibMenCY-TT Y 0,0 [-1,31; Oa
2,39]
MmmyHoreHHocTb MenACWY-TT HI 2-cTtopoHHero 95% AW coctasnsaeT > 80% A 98,8 [96,6; Ha
99,8]
W-135 | 98,9 [96,8; Ha
99,8]
He meHbwaga adhdHeKTUBHOCTb Tutpbl hSBA  |HIT 2-cTopoHHero 95% OW ans pasnuuns (COBMECTHOE C 0,0 [-1,30; Oa
COBMECTHOTO BBEJEHUS Mo >1:8 BBeaeHue-HibMenCY-TT) coctaBnset > -10% 2,42]
cpaBHeHuto ¢ HibMenCY-TT Y 0,0 [-1,25; Oa
2,39]
MmmyHoreHHocTb MenACWY-TT + HI™ 2-ctopoHHero 95% AW (rpynna COBMECTHOro BBeleHUs) A 96,1 [93,0; Oa
DTaP coctaenseT > 80% 98,1]
W-135 | 98,6 [96,4; Ha
99,6]
He meHbLias a¢pdekTUBHOCTL GMT HI 95% AW ansa otHoweHus (MenACWY / HibMenCY-TT) C 1,44 [1,11; Oa*
MenACWY-TT no cpaBHEHNWIO C OTHOLLUEHUA coctasnseT > 0,5 1,87]
HibMenCY-TT hSBA
Y 2,16 [1,71; Oa*
2,71]
He MeHbwasa sdpdHekTUBHOCTb HI™ 2-cTtopoHHero 95% AW anst oTHOWEHUA (COBMECTHOE C 2,70 [2,08; ha*
COBMECTHOIO BBEAEHMUSA MO sBeeaeHune /HibMenCY-TT) coctaensiet = 0,5 3,50]
cpaBHeHuto ¢ HibMenCY-TT
Y 3.36 [2.72; Oa*
4.15]

95% 0N — 95-npoueHTHbI AoBepuTenbHbIi HTepBan; HI — HwkHAS rpaduua 95% OU; GMT — cpegHee reomeTpuyeckoe Tutpa aHtutena, ATP — cornacHo
NPOTOKONY. *3akmodeHne OTHOCUTENbHO MNEPBUYHBLIX LENen caenaHo uepapxudeckn. OauH U3 KPUTEPUEB HE MeHbLUer 3MMEKTUBHOCTU ANA Uenen
COBMECTHOIO BBEAEHUA, OTHOCALUMICA K BakuMHALMM NPOTUB KOKIIOLIA (OMUCaHHbLIA B APYrMX AOKYMEHTax) He Obin yaoBneTBopeH. CrnegoBartenbHo, Ans
nocneaylowmux Lenen (ykasaHHblx Bbille *), He MOrNO OblTb CAENaHO 3aknioyeHne 06 yAOBNETBOPEHUU KPUTEPUA HE MEHbLUEN 3PAEKTUBHOCTU, Aaxke

HEeCMOTPS Ha TO, YTO NPeIBAPUTENBHO ONPEAENEHHbIR KpUTEPUIi ObIN YAO0BNETBOPEH.
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Ta6nuua 3 (aononHuTenbHas): NogPOOHOCTN OTHOCUTENBHO NMPUYMH, NOYEMY CyOBbEKTbI BbIObINM U3 UCCnenoBaHns nnv 6binun yaaneHbl 13

koropTbl CornacHo npotokony (ATP).

nccnegoBaHnsa akTUBHOM
dasbl

Ans nocneayowero
HabnogeHuns (5),
apyrue (1).

HexenatenbHoe cobbiTue
(1), HapyLeHWe npoTokona
(2), oT3bIB
MHAOPMUPOBAHHOIO
cornacus (4); nepeexanu
13 odbnacTtu nccnegoBaHus
(8), noTepsHbl ANs
nocrneayLlero
HabnopeHus (14), apyrue

(3).

HexXenatenbHoe ABneHne
(1), HapyLweHue
npotokona (3), oT3bIB
MHAOPMUPOBAHHOIO
cornacus (3); NnoTepsiHbl
ANS NOCNeayoLEero
HabnwoaeHus (10), apyrue

Mpynna
KoHTponb MenACWY-TT HibMenCY-TT CoBMeCTHOe BBeAeHue
BbiObITHA U3 3aBepLUeHUs 6 BbIObINO: MOTEPSHBI 27 BbIObINO: 19 BbIObINO: CEpbE3HOE 13 BbIObINO: OT3bIB

MH(OPMUPOBAHHOTO
cornacus (4), noTepsiHb
ANsi nocneayoLero
HabnoaeHusa (8), apyrue

(1).

BbibbITHA U3 3aBepLUEHNS
nccneaoBaHus
pacLuMpeHHon hasbl
nocneayoLwero
HabnoaeHus ansa
onpeaeneHna 6e30NacHoOCTH

10 BbIObINO: OT3bIB
MHAOPMUPOBAHHOIO
cornacus (1), noTepsiHbl
ANS NOCNeaylLLEro
HabnogeHns (9)

36 BbIObLINO: OT3bIB
MHAOPMUPOBAHHOIO
cornacus (7), noTepsiHbl
AN NOCNeAYIoLWEro
HabnoaeHus (29)

24 BbIObLINO: OT3bIB
MHAOPMUPOBAHHOIO
cornacus (2), noTepsiHbl
ANS NOCNEAYIOWEro
HabnwoaeHus (22)

24 BbIObLINO: OT3bIB
MHAOPMUPOBAHHOIO
corrnacus (3), noTepsiHbl
ANS nocneayowero
HabnwgeHua (21)

YaaneHsl u3 KoropThbl
UMMYHOreHHocTn ATP

58 yaaneHbl: nonyyanu
3anpeLLEeHHYIO BakUMHY
(3), HEe cooTBETCTBYIOT
TpeboBaHuaM (4),
yAaneHbl BO Bpems
nepsuyHON assl (16),
He COOTBETCTBYIOT
npasunam oTdopa
KpoBM (12), OTCYTCTBYIOT
ceporornyeckune
AaHHble (23)

123 yaaneHsol: nonyyanu
3anpeLeHHyIo BakUWHY
(17), HapyLueHue
pangomusauuu (6), He
COOTBETCTBYIOT
TpeboBaHuam (13),
yAaneHol BO Bpemsi
nepsu4Hou dasel (27), He
COOTBETCTBYIOT NpasunamM
otbopa kposu (38),
OTCYTCTBYIOT
ceponiornyeckne gaHHole
(22)

61 yoaneH: nony4anu
3anpeLLeHHYI0 BakUUHY
(10), HEe COOTBETCTBYIOT
TpeboBaHuaM (4),
yAaaneHbl BO Bpemsi
nepsuyHoir dasbl (18), He
COOTBETCTBYIOT Npasunam
otbopa kposu (20),
OTCYTCTBYIOT
Cepornornyeckne AaHHbole

(9)

106 yaaneHsbl: nony4anu
3anpeLyeHHYIo BakuuHy (4),
HEe COOTBETCTBYIOT
TpeboBaHuaMm (4), yaaneHsi
BO BpeMS NepBUYHON (hasbl
(34), He cooTBETCTBYIOT
npasunam oTéopa KpoBu
(21), oTcyTcTBYIOT
CEPONOrNYECKNe JaHHbIE
(43)
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Tabnuua 4 (DononHuTenbHas):

CBOAKa AemMorpauieCcKkmx xapakTepucTuk (koropta uMMyHoreHHocTn ATP, dhasa 4eTBepTomn 403bI)

XapakTepucTuka MenACWY-TT HibMenCY-TT | CoBMecTHOe KoHTponb
N =309 N =168 BBeJeHue N=175
N = 303
Bospact B MomMeHT |CpepgHee (SD) 15,2 (0,53) 15,3 (0,54) 15,3 (0,60) 15,3 (0,64)
noceLlueHmns 6
(MecaLpl) WHTepean 15-18 15-17 15-18 15-18
Mon YKeHwuHbl N(%) 150 (48,5) 86 (51,2) 138 (45,5) 97 (55,4)
My>HUHBI N{%6) 159 (51,5) 82 (48,8) 165 (54,5) 78 (44,6)
Paca AdpukaHckas/adpoameprkaHckasa n(%) 33 (10,7) 19 (11,3) 15 (5,0) 8 (4,6)
AMepUKaHCKNe nHAaelLbl/abopureHHoe HaceneHne 1(0,3) 0 (0,0) 0 (0,0) 0 (0,0
Anacku n(%)
LieHTpanbHoasunaTtbl/tOxHoasunaTtbel n(%) 1(0,3) 0 (0,0) 1(0,3) 0 (0,0
BoctouHoasnatbl n(%) 1(0,3) 1(0,6) 1(0,3) 1(0,6)
AnoHubl N(%) 0(0,0) 0 (0,0) 0 (0,0) 1(0,6)
Asunatbl u3 Koro-BoctouHon Asnn n(%) 1(0,3) 1(0,6) 2(0,7) 0 (0,0)
ABOpUreHHbI€ raBalLbl/HaceneHme oCTpoBOB TUXOro 0(0,0) 1(0,6) 0 (0,0) 0 (0,0
okeaHa n(%)
Apabbl/ceBepoadprkaHLbl N(%) 5(1,6) 0 (0,0) 4 (1,3) 3(1,7)
Kaskasupbl/eBponeniubl n(%) 243 (78,6) 130 (77,4) 251 (82,8) 144 (82,3)
Opyrue n(%) 24 (7.,8) 16 (9,5) 29 (9,6) 18 (10,3)

N - obuee unucno cyGbLEKTOB

N/% - YNCNo / NPoLEeHTHadA AoNna CyObeKkTOB B JaHHOW KaTeropum
SD — cTaHgapTHOE OTKMOHEHWE

ATP - cornacHo npotokony
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Tabnuua 5: [poueHTHas gonsa cybbekToB, ANSt KOTOPbIX ONUCaHbI cneymdnyeckmne HexxenarenbHble SBneHnsa ot 403bl 1 BNnoTb 40 6

MecsILieB Mocre YeTBEPTON f,03bl (BCS BaKLMHUPOBaHHAs KoropTta Ans YeTBEPTOM 403bl, hasbl NEPBUYHON N YETBEPTON J,03bl)

MenACWY-TT HibMenCY-TT CoBMecTHOe BBeaeHue KoHTponb
N =432 N =229 N = 409 N =233
h % (95% ON) n % (95% OW) h % (95% ON) n % (95% ON)
Mo meHbLen mepe ogunH cumnTom (245 |56,7 (51,9; 61,4) |140 |[61,1 (54,5;67,5) [226 |55,3 (50,3; 60,1) (105 |45,1 (38,6; 51,7)
SAE 30 6,9 (4,7; 9,8) 11 4,8 (2,4; 8,4) 26 6,4 (4,2; 9,2) 10 4,3 (2,1;7,8)
HoBoe Havano XpoHM4YEeCcKoro 67 15,5(12,2; 19,3) |29 12,7 (8,6;17,7) |66 16,1 (12,7;20,1) |36 15,5 (11,1; 20,7)
3aboneBaHusA
MMNep4uyBCTBUTENBHOCTD K 12 2,8 (1,4; 4,8) 7 3,1(1,2; 6,2) 9 2(1,0;4,1) 5 2,1(0,7;4,9)
NekapcTBEHHOMY CPeaCTBY
Muwesas anneprus 5 1,2(0,4; 2,7) 1 0,4 (0,0; 2,4) 2 0,5(0,1; 1,8) 2 9(0,1; 3,1)
MMNep4vyBCTBUTENBHOCTb 2 0,5(0,1;1,7) 0 0,0 (0,0; 1,6) 0 0 0 (0,0; 0,9) 1 4(0,0; 2,4)
Anneprus Ha MOosoKo 1 0,2 (0,0; 1,3) 0 0,0 (0,0; 1,6) 2 5(0,1; 1,8) 1 4(0,0; 2,4)
MHOXXeCTBEHHbIE anneprum 2 0,5(0,1;1,7) 1 0,4 (0,0; 2,4) 2 5(0,1; 1,8) 0 0 (0,0; 1,6)
CesoHHaga anneprus 3 0,7 (0,1; 2,0) 2 0,9 (0,1; 3,1) 2 0 5(0,1; 1,8) 4 7 (0,5; 4,3)
N3buparenbHas 0 0,0 (0,0; 0,9) 0 0,0 (0,0; 1,6) 1 0,2 (0,0; 1,4) 0 0 (0,0; 1,6)
WMMYHOHEA0CTaToOYHOCTb IgA
MMNoTOHUSA 0 0,0 (0,0; 0,9) 0 0,0 (0,0; 1,6) 0 0,0 (0,0; 0,9) 1 0,4 (0,0; 2,4)
Actma 11 2,5(1,3; 4,5) 2 0,9 (0,1; 3,1) 7 1,7 (0,7; 3,5) 3 1,3 (0,3; 3,7)
BpoHxuanbHas 10 2,3(1,1;4,2) 4 1,7 (0,5; 4,4) 12 2,9 (1,5;5,1) 5 2,1(0,7; 4,9)
rMneppeakTMBHOCTb
ANnepruieckni pUHNUT 4 0,9 (0,3; 2,4) 4 1,7 (0,5; 4,4) 6 5(0,5; 3,2) 7 0(1,2;6,1)
Kpyrosaa anoneyua 0 0,0; (0,0; 0,9) 1 0,4 (0,0; 2,4) 0 0 (0,0; 0,9) 0 0 (0,0; 1,6)
Annepruyeckun gepmatut 3 0,7; (0,1; 2,0) 1 0,4 (0,0; 2,4) 0 0 (0,0; 0,9) 1 4(0,0; 2,4)
ATonuyeckun aepmaTut 5 1,2;(0,4; 2,7) 0 0,0 (0,0; 1,6) 10 4 (1,2; 4,5) 2 9(0,1; 3,1)
KoHTakTHbIN aepmaTut 3 0,7;(0,1; 2,0) 1 0,4 (0,0; 2,4) 3 7 (0, 2, 2,1) 1 4 (0,0; 2,4)
MepaunkameHTo3Hasa cbinb 1 0,2;(0,0; 1,3) 0 0,0 (0,0; 1,6) 0 0 (0,0; 0,9) 0 0 (0,0; 1,6)
Sk3ema 16 3,7;(2,1; 5,9) 7 3,1(1,2;6,2) 18 4 4 (2, 6 6,9) 6 6 (1,0; 5,5)
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MenACWY-TT HibMenCY-TT CoBMecTHOe BBeaeHue KoHTponb
N =432 N =229 N =409 N =233
n % (95% OW) n % (95% ON) n % (95% OWN) n % (95% ON)
Bbicbinanne 1 0,2;(0,0; 1,3) 0 0,0 (0,0; 1,6) 0 0,0 (0,0; 0,9) 0 0,0 (0,0; 1,6)
BbicbinaHne* 120 [27,8 (23,6; 32,3) |64 27,9 (22,2; 34,2) (106 25,9 (21,7; 30,5) |48 20,6 (15,6; 26,4)
MNoceLlleHne nyHKTa CKopown 145 33,6 (29,1; 38,2) (92 40,2 (33,8; 46,8) |145 35,5 (30,8; 40,3) |57 24,5 (19,1; 30,5)
nomMoLm

Mo MeHbLWwen Mepe 0auH CUMMATOM — CTOSIKHOBEHUE C MO MEHbLUEN MEpPe OAHUM CUMNTOMOM (HE3aBUMCUMMO OT Krnacca opraHa nepsuyHon cuctembl MedDRA)
N — yncno cybbEeKTOB C N0 MEHbLUENW Mepe 0HON BBEAEHHON 4030

N/% - YNCNo/NPoLeHTHasa 4oNns CyObeKToB, AN KOTOPbIX ObINO MO MEHbLUEN MEPE OA4HO COOBLLEHNEe O CUMNTOME

95% AW - TOUHbIN 95%-Hbli AoBEpPUTENbHbIA UHTEepBan; HIM — HUXHAA rpaHuua, B — BepxHasa rpaHuua

*OT YeTBEPTON A03bl 40 6 MecsLEB NOCNe YETBEPTON A03bl
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