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CMEIIaHHBIM HOCHUTENeM, cojepxamue 21 pa3nuyHblii KOHBIOTAT TTHEBMOKOKKOBBIX KaICYJIbHBIX
TTOJTCAaXapUI0B-0EIIKOB, MPHUYEM KaXAbI W3 KOHBIOTATOB BKIIFOYAET KAICYNBHBIA IMOJHCAXapUI OT
OTIMYAOIIETOCS cepoThmna Streptococcus pneumoniae, KOHBIOTUPOBAHHBIA JIMOO €O CTOJOHIYHBIM
anarokcuHoM (TT), mubo ¢ CRM,y;, npuuem cepoTumsl Streptococcus pneumoniae BeIOpansl u3 1, 3, 4,
5, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F, npuuem KarcyibHbIe
TTOJTUCAaxXapu/Ibl IBYX U3 cepoTunoB 1, 3 u 5, u onuH wiu 06a u3 cepoTunoB 15B u 22F KoHBIOTHPOBAHEL
¢ TT, a ocranbHble KalCylbHbIE TMoNUcaxapuabl KoHbIOTUpOBaHBI ¢ CRMq;. IlpemnmoskeHsl Taxxke
CHI0CcOOBI TPON3BOJICTBA MTOTMBAJICHTHBIX IIPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMITO3HIIHHN CO
CMCIIAaHHBIM HOCHTENIEM U CIOCOOBI X NMPUMEHEHUS IS MPOPHIAKTHKH y CYyObeKTa HH()EKIUU WA
3aboseBanus Streptococcus pneumoniae.

IV 6tv160C0C



MNOJHUBAJIEHTHAA TPOTUBOITHEBMOKOKKOBASA ITOJINCAXAPU/ITHO-BEJIKOBASA
KOHBIOTPOBAHHAA KOMIIO3UIIUA

HNEPEKPECTHASA CCBLIKA HA POACTBEHHBIE 3AABKHA

[0001] B HacTosmeH 3adBKE HCHPALIMBACTCS MPUOPHUTET, H OHA OCHOBAHA HA AATE MOJAYM NPEABAPUTCIBHON
3assku Ha mateHT CIITA HOMEp 62/626,509, moganHo# 5 peppaist 2018 1., u Kopelickoit 3a1Bku Ha nmateHT HOMEp 10-
2018-0045246, momanHoi 18 ampens 2018 r., MONMHOE ONMHCAHHWE KOTOPBIX BKIKOUYCHO B JAHHOM JOKYMCHT

TOCPEACTBOM CCBIJIKH.

OBJACTHh TEXHUKH

[0002] [JanHas 3as4BKA OTHOCHTCS, B LIEJIOM, K IMOJMBAJICHTHBIM MPOTHBOIHEBMOKOKKOBBIM KOHBEOTHPOBAHHBIM
KOMIIO3HIUAM CO CMCIIAHHBIM HOCHTEICM, COACP KALIIMM HX BAKIIMHAM H CIOCO0AM MPUMCHCHHS STHX KOMITO3HIHH

U BAKIMH I MPO(PUIAKTHKE Y CYOBEKTa HH()CKIMH MK 3a00JICBAHUS Streptococcus pneumoniae.

YPOBEHb TEXHUKHA

[0003] IImeBmokokku (Streptococcus pneumoniae) NMPEACTABIIOT COOOH IPAMIIOJIO)KUTCIIBHbBIC, KOIBEBHIHBIC,
(pakyTbTATUBHO aHASPOOHBIC OakTepuu ¢ 601ee 90 H3BECCTHBIMEH CEPOTHIIAMH. BBIJIO YCTAHOBICHO, UTO OOTBIIHHCTBO
CEPOTHIIOB S. pneumoniae BBI3BIBAIOT 3a00JeBaHHE, Cpequ HHUX 23 Hauboiee pPacIpOCTPaHCHHBIE CEPOTHIIA
00ycaaBauBa0T NpHOm3HTEIsHO 90 % HHBA3HBHBIX 3a001eBaHui 0 BeceMy Mupy. CepoTHIIbI KIaCCU(PUIUPYIOT Ha
OCHOBE CEPOJIOTHYECKOTO OTBETA Ha KaICyJIbHBIC NOTHCAXapHABL, HaHOOJee BAXKHOTO (pakTopa BUPYJICHTHOCTH AJIA
ITHEBMOKOKKOB.  KancyapHbIC MOJIMCAXapHIBl ABIAIOTCS HE3aBHCHMBIMH OT T-KJICTOK AHTHTCHAMH, KOTOPBIC
HHIYOHUPYIOT BBIPAOOTKY aHTHTEN B OTCYTCTBHE T-XENNMEpHBIX KICTOK. He3aBuCHMBIC OT T-KICTOK AHTHTCHBI, KaK
MPaBHJIO, WHAYLMPYIOT AHTHTENA C HH3KOH a((UHHOCTBIO M KPAaTKOBPEMCHHBIMH HMMYHHBIMH OTBETAMH C
HE3HAYHTEJIbHOW HMMYHOJIOTHYIESCKOH MaMATh WIIH COBCEM O3 Hee.

[0004] TlepBonauanbHBIC  NPOTHBOMTHCBMOKOKKOBBIC  BAKUWHBI ~ BKTIOYATH  KOMOWHAIMH  KAICYJIBHBIX
MOJTHCAXAPHIOB OT PA3THYHBIX CEPOTUIIOB. JTH BAKIIMHBI MOTYT HAACIATh HMMYHHTETOM NPOTHB S. pneumoniae
TIALUCHTOB C PA3BUTOH WM 3M0POBOH HMMYHHOH CHCTEMOH, OJJTHAKO OHH HE 3()(PCKTHBHBI Y MJIAJICHICB, Y KOTOPHIX
OTCYTCTBYET Pa3BHTAs HMMYHHAS CHCTEMA, U Y TOKIIIBIX JIFOJICH, Y KOTOPBIX YACTO HAPYIICHA HMMYHHAS (DYHKIHSL.
J1s yaydImeHus HMMYHHOTO OTBETA HA MPOTHBOITHEBMOKOKKOBBIC BAKIMHBI, OCOOCHHO y MIJIAJCHIICB H ITOKIIIBIX
MOACH, KOTOPBIC IIOABEPTalOTCS TOBBILICHHOMY PHCKY pa3Butus HH(peKmum S. pneumoniae, KamcyJIbHBIC
TIOJTHCAXAPH/IbI KOHBIOTHPOBATIH C MOAXOMAIMME OCITKAMHU-HOCHTEIUIMH IS CO3AAHUS IPOTHBOITHEBMOKOKKOBBIX
KOHBIOTHPOBAHHBIX BAaKIH. KOHBIOTAIMS C TOAXOIAIAM OCITKOM-HOCHTEIEM H3MCHSCT KaICyJIbHBIH MOIHCAXapu
C HE3aBHCUMOTO OT T-KJIETOK AHTHUTEHA HA 3aBHCHUMBIN OT T-kiaeTok aHTHreH. IIo CymecTBy, HMMYHHBIH OTBET
TPOTHB KOHBIOTHPOBAHHOTO KAICYJIbHOTO MOJHCAXApHIA BOBICKACT T-XENNEpHbIC KICTKH, KOTOPBIC MOMOTAKOT
HHIYOUPOBaTh OoJNee CHIBbHBIH W OBICTPHI MMMYHHBIH OTBET IPH NOBTOPHOM KOHTAKTE C KaIICYJIbHBIM
MOJTHCAXAPHIOM.

[0005] CymecTryer, Mo KpaifHEi Mepe, ABa MOIX0Aa K pa3padoTKE MPOTHBOTHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
BaKIMH. TOJXOX C OJHAM HOCHTEIECM H IOAXOJ CO CMCINAHHBIM HOCHTENeM. MIMMYHOTCHHOCTh KOHBIOTATOB
Pa3TUYHBIX KaICYJBHBIX MOIHCAXAPHIOB MOXCET OTJIMYATHCA B 3aBHCHMOCTH OT ITHEBMOKOKKOBOTO CEpOTHNA M
HCTIONB3YEMOTO OeNka-HOCHTEL. 1lpn moaxone ¢ OJHAM HOCHTEJEM KAICyJIbHBIC MOJIHCAXAPHIBI OT PA3ITHIHBIX

CCPOTHIIOB KOHBIOTHPYIOT ¢ OXHAM OcnkoBeIM HOocuTenaeM. Psan sakuwH [IPEBHAP xommanwm Pfizer asmiacetcs



TMPUMEPOM TIOIX0/1A C MCHOJIBb30BAHHEM OJHOTO HOCHTEI, ITPH KOTOPOM PA3IHUHBIC KAICYJBHBIC ITOJIHCAXAPHIBI
KOHBIOTUPYHOT ¢ 0emkoBbM HOcuTeieM CRM 197, HCTOKCHYHBIM BaPHAHTOM JU(PTCPUITHOTO AHATOKCHHA, HMCIOTITIM
OJHY AMHHOKHCIJIOTHYIO 3aMEHY INIFOTAMHHOBOH KHCIOTH! Ha rmmuH. B 2000 roxy Opbna Bnepsble 0g00peHa 7-
pancHTHA1 [IPEBHAP-sakmmaa (TIPEBHAP), coxeprkamasd, KanCyJbHBIC IOTHCAXapPHABI W3 CCMH HAWOOJce
pactipocTpaHeHHBIX cepoTumos. 4, 6B, 9V, 14, 18C, 19F u 23F. B 13-BancHrHo#i Bakumue, [IPEBHAP 13,
nmobasieHsl cepotunsl 1, 5, 7F, 3, 6A u 19A k Oenkxosomy Hocutemro CRMig;. Bemkossrii Hocutenb, CRMg7, —
OJIWH HOCHTETb, MpHUMEHACMBIH B BakuuHe [IPEBHAP, Hukoraa He MpUMEHSIICA KaK YaCTh CHCTEMBI CO CMCIIAHHBIM
HOCHTCJICM B MMPOTHBOITHCBMOKOKKOBOH KOHBIOTHPOBAHHON BAKIHHE.

[0006] Bropoii moaxox mIA MPOTUBOIMTHCBMOKOKKOBBIX BAaKIWH IMPEACTABIACT COOOH IMOAXOA CO CMCIIAHHBIM
HOcHTEleM. B moaxone co CMEMIaHHBIM HOCHTENIECM, BMECTO HCIOJIB30BAHUS OJHOTO OCIKOBOTO HOCHTEI,
MIPUMEHSIOT /1BA WUTH OOJIbIIE OCIKOBBIX HOCUTENIEH C KaICy IbHBIMH ITOJIUCAXAPUIAMH OT CIIEHH(PUICCKUX CEPOTHUTIOB,
KOHBIOTUPOBAHHBIX C MCPBBIM OCIKOBBIM HOCHTENICM, W KaICyJIbHBIMH MOJHCAXapHIAMHU OT IPYTHX CCPOTHIIOB,
KOHBIOTHPOBAHHBIX C 10 MCHBIICH Mepe BTOPBHIM OTIHYAOIMUMCA OCIKOBBIM HOcHuTeaeM. Hampumep,
GlaxoSmithKline pa3zpadoran SYNFLORIX, 10-BanenTHyt0 (ceporumsl 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F u 23F), co
CMCIIAHHBIM HOCHTEJICM, IPOTHBOITHCBMOKOKKOBYIO KOHBIOTHPOBAHHYIO BAKIHMHY, B KOTOPOH HCIOJB30BAHBI B
KauecTBe O€NKOBBIX HocHutenel Oenok D H influenzae, cTonOHAYHBIH aHATOKCHH H JU(TCPHIHBIN aHATOKCHH. B
SYNFLORIX, cepotumst 1, 4, 5, 6B, 7F, 9V, 14 u 23F koustorupoBansl ¢ 6emkoM D; cepotun 18C KOHBIOTHPOBAH
CO CTONOHAYHBIM AHATOKCHHOM H cepoTHn 19F KoHBIOTHpOBaH C Mu(TepHiHBIM aHaTokcHHOM [2]. M3 11-
BasieHTHOTO npenmectseHHHKa SYNFLORIX ObLT yAaneH cepoTHI 3, B YACTHOCTH, IO NMPUYHHE TOTO, YTO OH HE
nokasai crenupuueckoi 3(p()eKTUBHOCTH IO CEPOTHILY B HCCICAOBAHHH C OCTPBIM BOCIAJICHHEM CpexHero yxa [1].
Hpyras rpymmna, Aventis Pasteur, pa3padorana 11-sanenTHyro (ceporum 1, 3, 4, 5, 6B, 7F, 9V, 14, 18C, 19F u 23F),
CO CMCIIAHHBIM HOCHTENIEM, MPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHY O BAKIMHY C HCIIOJB30BAHUEM B KAYCCTBE
OCITKOBBIX HOCHTCIICH JU(PTCPHIHHOTO AHATOKCHHA M CTOJIOHAYHOTO aHaTOKCHHA [3]. KamcyapHbIC MOTHCAXApHIbI OT
ceporumnos 3, 9V, 14 u 18C MoryT BBI3BIBATH 00JICE BBIPAXKCHHBIH OTBET, KOT1a OHH KOHBIOTHPOBAHBI C TH(DTCPHITHBIM
AHATOKCHHOM, YCM KOTJA OHH KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM [6]. Takum 00pa3oM, CCpOTHIIBI 3,
6B, 14 u 18C koHBIOTHPOBATH C JUPTCPHIHBIM AHATOKCHHOM, a cepotumsl 1, 4, 5, 7F, 9V, 19F u 23F
KOHBIOTHPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM. Pa3pa0oTka 3TOH MPOTHBONHCBMOKOKKOBOH BAKLIHHBI CO
CMCIIaHHBIM HOCHTEJIEM ObLIa MPEKPanIicHa, OTYACTH, IO TEXHUUCCKUM IPHIHHAM U H3-32 BO3MOKHOCTH ITOJTY UCHUS
CHIDKCHHOTO OTBCTA MPH BBCACHHUH C OCCKIICTOUHBIME BAKI[HHAMHE MpoTHB Kokiroma [3]. Hexasuo cooOmarmy, uro
ceporunm 5, a Takke 1, MMETM OJWH W3 CaMBIX HU3KUX HaOmomaembix TuTpoB OPA (omcoHo(aromutHpyrommx
anruren) u3 seex cepotunos I[IPEBHAP 13, B koTopom HabmrOmanach CBA3aHHAS KOPPEIUsI MexXay TUTpoM I1gG u
aktuBHOCTBEO OPA [4]. Taxke ObLTO BRICKA3aHO MPCATONOKCHUE, YTO I CCPOTHIA 3 A 3aIMUTHI MOTPeOyeTCA

ropasmo Oomnee BhIcokas koHOCHTpanwsa [gG B CriBopoTKE [S].

CYIMHOCTH U3OBPETEHUA

[0007] B nmaHHOH 3adBKE MPEANOKCHA HOBBIC H YJYUIICHHBIC MOJIHBAJICHTHBIC HPOTHBOITHEBMOKOKKOBBIC
KOHBIOTHPOBAHHBIC KOMIIO3HIHH CO CMCIIAHHBIM HOCHTEIEM H COACPKAIME HMX BAKIUHBL B OgHOM acmekre
H300pETCHUST TPEJIOKEHAa IIOJIMBAJICHTHAS IPOTHBOITHCBMOKOKKOBA KOHBIOTHPOBAHHAS KOMIIOZHIHSA CO
CMCIIAHHBIM HOCHTEIEM, COACp Kamas 21 pasauyHbId KOHBIOTAT MHEBMOKOKKOBBIX KATNCYJBHBIX HOJIHCAXAPHIOB-
0€IKOB, MpHYEM KaKIbIH KOHBIOTAT NMHEBMOKOKKOBOTO KAICYJIBHOIO MOJHCAXapUAa-Oelka COACPKHT OCIKOBBI
HOCHTETb, KOHBIOTHPOBAHHBIN C KAIICYIbHBIM MOJIHCAXAPH/IOM OT Pa3JIHYHBIX CEPOTHIIOB Streptococcis pneumoniae,

TPH 3TOM CCPOTHIIBI Streptococcus pneumoniae BeIOpansl w3 1, 3, 4, 5, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14,



15B, 18C, 19A, 19F, 22F, 23F u 33F, mputeM 6¢TKOBBIH HOCHTETB ipeAcTaBIsACT c000it CRM 97 WM CTOIOHIHBIH
AQHATOKCHH, TIPH 3TOM YETHIPE M3 KAICYJIbHBIX MOJIHCAXAPHIAOB KOHBIOTHPOBAHBI CO CTOJIOHAYHBIM AHATOKCHHOM, a
OCTQJIbHBIC KAIICYJIbHBIC MONHCAXapHAbl KOHBIOTHPOBAaHBI ¢ CRMig7, M mpuyeM JBa W3 YETHIPEX KAICYJIbHBIX
TIOJTMCAXapH/1a, KOTOPBIC KOHBIOTUPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM, BBIOPAHBI W3 TPYIIIBI, COCTOSINCH H3
ceporumnos 1, 3 u 5, a ocranpHbBIC KaICyJIbHBIC MOIHCAXAPHIBI IIPEACTABILIOT cO00# cepotumb! 15B u 22F.

[0008] B omHOM BapHaHTE OCYIUCCTBJICHHA 21-BAJICHTHOH NPOTHBONMHEBMOKOKKOBOH KOHBIOTHPOBAHHOM
KOMIIO3HIUH CO CMEIIAHHBIM HOCHTEIEM KAICy JIbHBIC OTHCAXapPHABI OT cepoTHIOB 1, 5, 15B 1 22F KOHBIOTHPOBAHBI
CO CTOJIOHAYHBIM AHATOKCHHOM, a KaICyIbHBIC IIOTHCAXapHIbI OT CEpoTUIOB 3, 4, 6A, 6B, 7F, 8, IN, 9V, 10A, 11A,
12F, 14, 18C, 19A, 19F, 23F u 33F xonsroruposansl ¢ CRMo7.

[0009] B apyrom BapHaHTE OCYIUSCTBJICHHA 21-BaJCHTHOH NPOTHBOMHCBMOKOKKOBOH KOHBIOTHPOBAHHOMN
KOMIIO3HIUH CO CMEIIAHHBIM HOCHTEIEM KaICy JIbHBIC OTHCAXapHIBI OT cepOTHIOB 1, 3, 15B 1 22F KOHBIOTHPOBAHBI
CO CTOJOHAYHBIM AHATOKCHHOM, a KAICy IbHBIC IOTHCAXapUIbl OT CEpoTUIOB 4, 5, 6A, 6B, 7F, 8, IN, 9V, 10A, 11A,
12F, 14, 18C, 19A, 19F, 23F u 33F xoustoruposansl ¢ CRM;y7.

[0010] B apyrom BapHaHTE OCYIUECTBJICHHA 21-BaJCHTHOH NPOTHBOMHCBMOKOKKOBOH KOHBIOTHPOBAHHOH
KOMITO3HIIUH CO CMCIIAHHBIM HOCHTEIICM KAIICy TbHBIC MOJIUCAXAPHIBI OT CEPOTHIOB 3, 5, 15B 1 22F KOHBIOTHPOBAHbI
CO CTOJIOHSAYHBIM AHATOKCHHOM, a KAmCyJIbHBIC MOTHCAXapHIBI OT cepoTuroB 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 18C, 19A, 19F, 23F u 33F xonsrorupoBanbl ¢ CRM;7.

[0011] . B mpyrom acmekTe H300pETCHHUS B JAHHOH 3asBKE MPEII0KECHA MOTHBAICHTHASL PO THBOITHEBMOKOKKOBAS
KOHBIOTHPOBAHHAA KOMIIO3HLUS CO CMCIIAHHBIM HOCHTENEM, coJepkamasd 21 pasaudHblii  KOHBIOTAT
ITHCBMOKOKKOBBIX ~ KANCYJBHBIX MOJHCAXAPHAOB-OCIKOB, MPHYEM KOKIBIH KOHBIOTAT ITHEBMOKOKKOBOTO
KancyJbHOTO IIOJHCAxXapHaa-Oenka CONCP/KHUT OCNIKOBBIH HOCHTETb, KOHBIOTHPOBAHHBIH C  KaICYJIbHBIM
MOJTHCAXAPHIOM OT PA3IHYHBIX CEPOTHIIOB Streptococcus pneumoniae, TPH 3TOM CEPOTHUIBI Streptococcus
pneumoniae BeIOpanbI U3 1, 3,4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F,
mpudeM OCITKOBBIH HOCHUTENNb mpeactaBiasieT co0oli CRMig; WM CTONOHSYHBIH AHATOKCHH, NPH 3TOM TPH H3
KaICyJIbHBIX TOJTHCAXAPUIOB KOHBIOTHPOBAHBI CO CTOJOHSYHBIM QHATOKCHHOM, a OCTAIbHBIC KaICyJIbHBIC
moJTHCaXapH sl KOHBIOTHPOBAHbI ¢ CRM 97, H IPHYEM TPH KaNCYJbHBIX HMOJIHCAXAPH/IA, KOTOPbIC KOHBIOTHPOBAHbI
CO CTONOHSYHBIM AHATOKCHHOM, BBIOPAHBI H3 TPYIIIBI, COCTOSIICH u3 cepoTunos 1, 3, 5, 15B u 22F. B HexoTOpBIX
BAPUAHTAX OCYLICCTBICHHS BA W3 TPEX KANCYIbHBIX IOJIMCAXAPHIAOB, KOTOPHIC KOHBIOTHPOBAHEI CO CTOIOHIIHBIM
AQHATOKCHHOM, BBIOPAHBI W3 TPYIIIBI, COCTOANICH M3 cepoTHnos 1, 3 u 5, a ocTaBmIMiicS KaNCyJIbHBIN MOIHCAXAPH,
KOHBIOTHPOBAHHBIH CO CTOJOHAYHBIM AHATOKCHHOM, SBJIICTCS MOJIHcaxapuaoM ceporuma 15B wmm 22F.

[0012] B HexkoTOpBHIX BapHAHTAX OCYIICCTBICHHSA HW300PCTCHHUS MOJHBAICHTHAS IPOTHBOITHEBMOKOKKOBAS
KOHBIOTHPOBAHHAA KOMITO3HLHA CO CMCIIAHHBIM HOCHTEIEM AONOTHHTEIBHO COACPKHT AABIOBAHT, TAKOH Kak
AIBIOBAHT HA OCHOBE AFOMHHUS, BKIFOUAs, HO HE OTPAHHYHBAACH, (pochaToM amOMHHHSA, CYIH(aTOM ATFOMHHHAS U
THAPOKCHAOM ATFOMHHHA.

[0013] Mpyro#i acmekT H300pETEHHS OTHOCHTCA K NPHMCHCHHIO 21-BaJCHTHOW MPOTHBOITHEBMOKOKKOBOM
KOHBIOTHPOBAHHOM KOMITO3HIIHH CO CMECIIAHHBIM HOCHTEJIEM B KQUECTBE BAKIUHBL.

[0014] Eme omwH acmekr  W300PCTCHHA ~ OTHOCHTCS K BaKOWHE, CcoACpKamieii 2 1-BalCHTHYHO
MIPOTHBOITHEBMOKOKKOBYEO KOHBIOTHPOBAHHYE) KOMIIOZHIIHMIO CO CMCIIAHHBIM HOCHTEJIEM H (hapMaLlCBTHUYCCKH
MPHEMIIEMOE BCTIOMOTATEIBHOE BEIECTBO.

[001S] Eme omws acmekT OTHOCHTCA K crmocoOy mnpodumnakruku wH(pekmwwm win 3adoieBaHus Streptococcus

preumoniae 'y TaKOTO CyOBCKTa, KAK YETOBEK, IPH 3TOM CIOCOO BKIIFOYACT BBESACHHE CYOBEKTY MPO(PHIAKTHICCKH



3 peKTHBHOTO KOIMYECTBA 21-BAaJECHTHBIX IPOTHBOIHECBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIOZHIMH CO
CMEIIAHHBIM HOCHTEJIEM HITH COACPKAIIECH HX BAKIHHBL.

[0016] B HexoTOpHIX BapHaHTaX OCYIICCTBJICHHS H300PETCHHS CYOBEKT SABISICTCS YEIOBEKOM B BO3pAcTe IO
MeHbpleli Mepe 50 set, m 3aboneBaHHE NPEACTABIIET COOOH IMHEBMOHHIO HIIM WHBA3HBHOC ITHEBMOKOKKOBOC
3abonesanue (IPD).

[0017] B HexoTOphIX BapHaHTaX OCYILICCTBJICHHS H300PETCHHSA CYOBEKT SABIICTCS YEJIOBEKOM B BO3pacTe IO
MeHbIICH Mepe 6 Heaenb, W 3a00JECBaHHE IPEACTABIACT COOOH ITHEBMOHMIO, MHBA3HBHOC ITHCBMOKOKKOBOC
3abonesanue (IPD) mwmm octpoe BocmaneHme cpeanero yxa (AOM). B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA
H300pEeTEHUS CyOBEKT-UETIOBEK HAXOAUTCA B BO3pAcTe OT 6 HEACHb 0 5 neT. B Ipyrux BapHaHTAaX OCYINCCTBICHH
H300peTCHUSA CYOBCKT-UCIOBEK HAXOAUTCS B BO3pacTe OT 2 10 15 mecames wmm ot 6 10 17 jer.

[0018] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHA H300peTeHHA 21-BaJCHTHYIO IPOTUBOIHCBMOKOKKOBYIO
KOHBIOTHPOBAHHYH) KOMITO3HIIHIO CO CMEIIAHHBIM HOCHTEIEM HJIH BAKLMHY BBOAAT BHYTPHMBILICYHON HHBEKIHCH.
B HexkoTOphIX  BapUAHTAX  OCYINCCTBICHHA  H300peTCHHMA  21-BaJCHTHYI0  MPOTHBOITHEBMOKOKKOBYIO
KOHBIOTHPOBAHHYH) KOMIIO3HLIUIO CO CMELIAHHBIM HOCHUTEICM MM BAKLUHY BBOIAT KAK YaCTh CEPHU HMMY HH3ALHH.
[0019] Eme omuH acmekT OTHOCHTCS K MMMYHOTGHHOMY KOHBIOTaty ceporuma IN Strepfococcus pneumoniae,
KOTOPBIH COACPKHT: KaICyJbHbIH caxapun ceporuma IN ot Streptococcus pneumoniae, W OSIOK-HOCHTEIb,
CBSI3AHHBIA C KAICYJbHBIM CaXapuaoM, NmpuueM OelOK-HOCHTETb mpeactaBmsieT co0oii CRMig;. B HEKOTOpBIX
BAPHAHTAX OCYIUECCTBICHHU MOIHBAJICHTHBIX IPOTHBOMHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3UIUH H BAKIMH
C KOHBIOTAaTOM HMMYHOTCHHOTO cepoTuma 9N u CO CMEIIAHHBIM HOCHTEJIEM (H CHOCO0aX ¢ HUMH/HX MPUMCHCHHSX),
caxapuj cepotuna 9N mosxkeT ObITh CBs3aH ¢ CRMio7 ¢ 00pa3oBaHHEM KOHBIOIaTa B COCTOSHUM, B KOTOPOM OH
AKTUBUPOBAH C MOJIYUYCHUEM CTENCHH OKUCICHUA 2-19 nmn 5-10 u monexysiproit Maccsl 200-700 x/la. B HEKOTOPBIX
BAPHAHTAX OCYILECCTBJICHUS MOIHBAJICHTHBIX IPOTUBOMTHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMITIO3UIMH U BAKIMH
C KOHBIOTAaTOM HMMYHOTCHHOTO cepotuma 9N u CO CMEIIaHHBIM HOCHTEJIEM (H COCO0aX ¢ HUMH/HX MPUMCHCHHSX),
KOHBEOTaT HIMMYHOTEHHOTO cepoTumna 9N MOKET HMETh MOJIEKY JSIpHY 0 Maccy 500-4000 x/[a.

[0020] B HEkOTOPHIX BapHAHTAX OCYIIECCTBICHHA IOTHBATICHTHBIX IPOTHBOMTHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3HIMHA W BAKIWH C KOHBIOTaTOM HMMYHOTCHHOTO cepotuna 9N i co CMEIIaHHBIM HOCHTEJIEM (H CIoco0ax ¢
HUMH/MX TPUMCHCHHAX), COOTHOMICHHC KANCYJIBHOTO caxapuaa cepoTuma IN um OCIKA-HOCHTCIA B KOHBIOTATC
uMMyHOT¢HHOTO cepotuma 9N cocrasaer 0,1-5 (Mac./mac.). B HCKOTOPBIX BAPHAHTAX OCY ICCTBICHHUA H300PCTCHHA
cooTHomeHue cocrapiet 0,5-2.5.

[0021] B HExkOTOpBIX BApHAHTAX OCYIIECCTBICHHA MONMHBATICHTHBIX MPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3HIMH M BAKIWH C KOHBIOTaTOM HMMYHOTCHHOTO cepotuna 9N i co CMEIIaHHBIM HOCHTENEM (H Cocodax c
HAMH/UX TMPHMEHEHHAX), 15-60 % KoHbIOraTa HMMyHOTEHHOTO ceporuma 9N Moxer mMerh Ha kojoHke CL-4B
3HadeHHe Kg pasHOE 0,3 nm HIDKe.

[0022] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA MONMHBATICHTHBIX MPOTHBOIMHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3HIMH M BAKIWH C KOHBIOTaTOM HMMYHOTCHHOTO cepotuna 9N i co CMEIIaHHBIM HOCHTENEM (H CHocodax
HAMH/HX NPAMEHCHHAX), KOHBIOTAT HMMYHOTCHHOTO cepoTtrna 9N MOXKET OBITh NPHTOTOBJICH C IOJIHCAXAPHIAOM
cepotuna 9N, KOTOPHI AKTHBHPOBAH AJIA MOJYYCHHA CTCNCHH OKHCICHHA 2-19. B HEKOTOPBIX BApHAHTAX
OCYIIECTBICHHS H300PETCHIUS KOHBIOTAaT HMMYHOTCHHOTO CEpOTHIIa 9N MOKET OBITH PUTOTOBJICH C IMOJIHUCAXaPHIAOM
ceporuna 9N, KOTOPBIN AKTUBUPOBAH U1 NOJYUYCHUS CTCIICHH OKUCTICHHS 5-10.

[0023] B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA IMONTHBATICHTHBIX MPOTHBOIMHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3HIMH M BAKIWH C KOHBIOTaTOM HMMYHOTEHHOTO cepotuna 9N i co CMEIIaHHBIM HOCHTENEM (M Crocodax ¢

HAMH/HX TPHMEHEHHAX), ecimm caxapun ceporuna IN Streptococcus pneumoniae xorptoruposa ¢ CRMie7 myTem



nob6aenenus 0,02-0,19 Mxr nepiionaTa Ha 1 MKr caxapa, TO KOHBIOTAaT MOYKET HMETh MOJICKY JLIpHY 0 Maccy 500-4000
k/la, Moseky spHO-MaccoBoe pacupenencaue 15-60 % (Kq <0,3) u cooTHOmEeHue caxapuaa/oenka 0,5-2.5.
[0024] B eme ogHOM acTICKTE B HACTOSAIICM OMMHCAHNH TAKKE MPEIIONKCH CIIOCO0 MPUTOTOBJICHHA HMMYHOTCHHOTO
KoHBEOTaTa cepotumna IN Streptococcus pneumoniae, cioco0 BKIIFOYACT:

(a) mum3upoBaHWC OAKTCPHANBHOW KICTKH, MPOAYLHPYIOMICH KANCYJBHBIMH mMOHCaxapun cepotuma 9N
Streptococcus pneumoniae, 00paboTKOMH ee (pepMEHTaMH,

(b) ouncTky KancyiapHOTO caxapuia ceporuna IN Streptococcus pneumoniae OT TU3UPOBAHHOH KIICTKH,

(c) axkTHBALMIO KaNCyJBbHOTO moiucaxapuaa ceporuma 9N Strepfococcus pneumoniae TpPOBEICHHEM
PEaKIMy ¢ OKUCILIFOLIMM aTCHTOM C IMOJIyYCHHEM CTENECHH OKUCIeHHA 2-19 wmm 5-10; u

(d) oOpa3oBanue KOHBIOTATa KANCyJIbHOTO caxapuaa cepotuna IN Streptococcus pneumoniae, CBI3aHHOTO
¢ CRM1y7 myTeM CMENIMBaHUA aKTUBUPOBAaHHOTO caxapuaa ¢ CRMior.
[0025] B sexoTophIx BapHaHTax ocymecTBicHHA u3oOpereHHsa CRMig;, cmemannsii Ha craaud (d), MOXeET
pearupoBaTh C BOCCTAHABJIMBAIOIMM arcHTOM C OOpa30BAaHHEM KOHBIOIAaTa C AKTUBHPOBAHHBIM KaICyJIbHBIM
noymcaxapuaoM cepotuna 9N Streptococcus pneumoniae. B HEKOTOPBIX BapHAHTAX OCYINECTBICHHA H300PETCHUA
Ha craaun (c) 0,02-0,19 Mxr mepionaTa MOKET pearHmpoBaTh ¢ 1 MKr KaICyJbHOTO IOJIMcaxapuia ceporumna 9N
Streptococcus pneumoniae nipu 20-25 °C B Teuenune 15-20 yacos.
[0026] B HekoTOpHIX BapHAHTAX OCYINCCTBICHHA H300pCTCHHA KANCyJIbHBIH moimcaxapupa ceporuma 9N
Streptococcus pneumoniae, TPOPEarupoBaBIIMI C OKHCILIOINMM areHTOM Ha CTagud (C), MOKET HMETh
MOJIEKYJIpHYRO Maccy 400-900 x/la. B HEKOTOPBIX BapHaHTAX OCYLICCTBICHHA H300PETCHHA AKTUBHPOBAHHBIH
KarcyabHbIH momucaxapun ceporuna IN Streptococcus pneumoniae, cvemanHsiii ¢ CRMio7 Ha ctaguu (d), MOXKeT
HMETh MOJICKY IpHY10 Maccy 200-700 x/la. B HEKOTOPBIX BApHAHTAX OCYINECCTBICHUS H300PETCHIS HMMYHOTCHHBIH
KoHBIOTaT cepotuna 9N Strepfococcus pneumoniae MOXKST HUMETh MOJCKYIApHYR Maccy 500-4000 x[Ja. B
HCKOTOPBIX BAPHAHTAX OCYINCCTBICHHSA HAuyaibHOe HcxomHoe cooTHomeHne CRMig; K aKTHBHPOBAHHOMY
KancyapHOMY caxapuay ceporumna IN (Hocutrems CRMio7: caxapua) MoxkeT cocTaBiaTs 0,5-2.5:1. B onpeacieHHbIX
BApPUAHTAX OCYINCCTBJICHHS IO MEHBINCH Mepe 15-60 % MMMYyHOTCHHOTO KOHBIOTaTa MOXKET HMETh 3HaueHHe Kg
pasHoe 0,3 mim HIKE, Kak H3MEPeHO B Komonke CL-4B.
[0027] B HekoTOpHIX BapHaHTAaX OCYIICCTBICHHSA H300peTeHHs mosmcaxapun ceporuma 9N Streptococcus
preumoniae IO HACTOAIIEMY ONHMCAHUIO KOHBIOTHPOoBaH ¢ CRM1g7 mytem mobasnenums 0,02-0,19 mxr nepiionata Ha
1 MKr caxapa, HMMYHOTECHHBIII KOHBIOTAT HMEET MOJEKYApHYI0 Maccy 500-4000 x/la, MONEKYIIPHO-MAcCOBOE
pacupeneacHue 15-60 % (Kq < 0,3), xak u3mepeHo Ha koaoHke CL-4B, u cootHomenne CRM j¢7/momcaxapuaa 0,5-
2,5.
[0028] BrimewsnoxeHHBIE W ApyrHme  OOBEKTB, OCOOCHHOCTH W IpeuMylnectBa  21-BaJeHTHBIX
TIPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HITHH CO CMECIIAHHBIM HOCHTEJIEM CTAHYT 00JICE OUCBHIHBI H3

CICAYIOMICTO MOAPOOHOTO OTHCAHMSL

ONIPEJAEJEHUA

[0029] J[Insa Toro, uTOOBI HACTOSAIICS PACKPHITHE OBITO OOJICC MOHATHBIM, CHAYATIA ONMPCICICHBI HIDKC HCKOTOPHIC
TCPMUHBL JIOTIONHUTENBHBIC ONPEICIICHHS CICAYIOMNX TEPMHHOB U JPYTHX TEPMUHOB MOTYT OBITh H3JI0’KCHBI B
OTHCAHHH.

[0030] TIIpum mcmonp30BAHMM B TAHHOM OIMCAHWH W NPHIAracMod (opmyie H300pETCHHSA CYIICCTBHTCIBHBIX B
€IMHCTBECHHOM YHCTIC BKITIOYACT B CeOsI CCHIIKH HA MHOKECTBEHHOE UHCIIO, ECJIM KOHTEKCTOM SIBHO HE YKA3aHO HHOC.

Tak, HampUMEP, CCHIIKA HA «CIMOC00» BKJIFOYACT B CCOS OWH WA 00JICe CTIIOCOO0B W/MITH CTAAHi THIIA, OMIHCAHHOTO



B JAHHOM JOKYMEHTE, H/HJIH KOTOPBIC CTAHYT OUCBHIHbI CIICIHAINCTAM B JAHHOH 00JIACTH MOCIE MPOUYTEHHUS STOTO
PACKPBITHA U T. 1.

[0031] Bsooums: Kak HCHOIB3yeTCA B JAHHOM JOKYMCHTC, «BBCACHHC» KOMIIOZHIIMH CYOBCKTY O3HAYACT JATh,
TIPUMEHUTD HJIH IPHBECTH KOMITO3HIHIO B KOHTAKT C CYOBEKTOM. BBEIeHHE MOSKET OCYIIECTBIATECS JTFOOBIM U3 Psiaa
CHocoOOB, HANPHUMCEP MCCTHBIM, NCPOPANBHBIM, TOJKOKHBIM, BHYTPHMBIIICYHBIM, BHYTPHOPIOIIHHHBIM,
BHY TPUBCHHBIM, HHTPATCKAJIbHBIM H BHY TPHKOKHBIM.

[0032] [ipubnusumenvro: Kak HCONB3yeTCA B JAHHOM JOKYMCHTE, TCPMHH «IPHOTH3UTEIBHO» HITH «OKOJIO», KAK
MPUMEHEHO K OJJHOMY UM 00JIce HHTCPECYIOIMX 3HAYCHHUH, OTHOCHTCS K 3HAYCHHUIO, KOTOPOE OJU3KO YKA3aHHOMY
HOMHHAJTbHOMY 3HAQUYCHHIO. B HEKOTOPBIX BAPHAHTAX OCYLICCTBJICHUA TCPMHH IPHOIH3UTCIBLHO» HIHM (OKOJIO»
OTHOCHTCS K AUANIA30HY 3HAUCHUI, KOTOPBIC MOMATAr0T B mPeacibl 25 %, 20 %, 19 %, 18 %, 17 %, 16 %, 15 %, 14 %,
13 %, 12 %, 11 %, 10 %, 9 %, 8 %, 7 %, 6 %, 5 %, 4 %, 3 %, 2 %, 1 % wm McHee B OOy CTOPOHY (OOJIBIIC HITH
MECHBIIIE) OT YKAa3aHHOTO HOMHHAJIBHOTO 3HAYCHHSA, €CJIM HE YKA3aHO HHOE MM HHOE HE OUCBHIHO M3 KOHTEKCTA (32
HCKIIIOYCHHEM CIIy4acB, KOT/AA TAaKOE YUCJIO MpeBbImano 061 100 % 0T BO3MOKHOTO 3HAUCHHA).

[0033] Kowwroeam: Kak UCTONB3yeTCA B JAHHOM JOKYMCHTC H IOHATHO M3 COOTBCTICTBYIOIIECTO KOHTCKCTA,
TCPMHUHBI «KOHBIOTAT(-bI)» HIH «TITHKOKOHBIOTAT(-bI)» OTHOCHTCS K MOJHCAXapuay Streptococcus pneumoniae,
KOHBIOTHPOBAHHOMY € OCIKOM-HOCHTEJIEM C UCTIOJIb30BAHUEM THOO0H KOBAJICHTHOH HIIM HEKOBAJCHTHOH CTpaTeruu
OHOKOHBIOTALIHH.

[0034] Cmenens oxucnenus: Kax HCmonb3yercd B JAaHHOM JOKYMEHTE, TEPMHH «CTeleHb okuciacHw» (DO -
«degree») OTHOCHTCS K KOJIMUYECTBY NOBTOPSIOIIMXCS SIMHHI CAXapoB HA aTbACTHAHYIO IPYIIIY, NOIYUCHHYIO KOTAa
OUMIICHHBIH WM OTOOPAHHBIA IO pa3sMepy caxapHi aKTHBHPOBAH C IOMOINBIO OKHCILIOINEro areHra. CremeHb
OKHCJICHHSI Caxapuaa MOXCT OBITh ONPEICIICHA C HCHOJIb30BAHHEM PYTHHHBIX METOJOB, H3BECTHBIX OOBIYHBIM
CHELHUATHCTaM B JAHHOH 00J1aCTH.

[0035] Bcnomozcamenvroe gewgecmgo: Kak HCTIONB3YETCA B JAHHOM JOKYMEHTE, TCPMHH «BCIIOMOTATCIIHHOC
BEIICCTBO» OTHOCHTCA K HETCPAINEBTHYCCKOMY AreHTYy, KOTOPBI MOJKHO BKJIIOUATH B KOMIIO3HIUIO, HATIPUMED LI
00CCTICUCHHA WITH TPHIAHUS JKCIACMON KOHCHCTCHI[UH HTH CTA0MITH3HPYIOMCTO (P (ekTa.

[0036] Cwmeutanneiii HOcumens: Kak wucmonp3yercs B [JaHHOM JOKYMEHTE, IPOTHBONMMHEBMOKOKKOBAs
KOHBIOTHPOBAHHAA KOMIIO3HIMA CO CMCHIAHHBIM HOCHTENIEM OTHOCHTCA K  IPOTHBONHEBMOKOKKOBOM
KOHBEOTHPOBAHHOH KOMITO3HIMH, COACp KaIeH 00Iee OTHOTO THIA OEITKOBOTO HOCHTEIIS.

[0037] Ilonusanenmmueii: Kak HUCHONB3yeTCA B AAHHOM JOKYMEHTE, TEPMHH «IOJUBAJTCHTHBIN» OTHOCHTCH K
MPOTHBOITHEBMOKOKKOBOH ~ KOHBIOTHPOBAHHON  KOMIIO3HIHH, COJCpXKAINCH IHEBMOKOKKOBBIH — KATICY TbHBIN
TOJTHCAaXapH . OT OoJIee YeM OJHOTO CEpPOTHIIA Streptococcus pneumoniae.

[0038] 2I-sanenmuas npomugonHe8MOKOKKOBAL KOHBIOZUPOBAHHAS KOMNO3UYUS CO cMeutannbim Hocumenem: Kak
HCHOJB3YETCA B JAHHOM  JOKYMEHTE, TEpMHH  «21-BalncHTHadA(-bic)  MPOTHBOMHEBMOKOKKOBAA(-bIC)
KOHBEOTHPOBAHHASA(-bIC) KOMITO3ULUSA(-H) CO CMEIIAHHBIM HOCHTEJIEM» OTHOCUTCS K KOMIIO3HIMH COACPKAIEH HITH
cocTosei u3 21 pa3nHYHOTO KOHBIOTATa ITHEBMOKOKKOBBIX KallCy IbHBIX ITOJIMCAXAPHI0B-0CIIKOB, PHYCM KKIBIH
KOHBIOTAT  ITHCBMOKOKKOBOTO  KAICYJBHOTO  IOJHCAXapuma-Oemka  COACPKHT  OCIKOBBIH  HOCHTEIb,
KOHBIOTHPOBAHHBIN C KATICYJIFHBIM MOJTACAXAPHIOM OT PA3THIHBIX CCPOTHUIIOB Streptococcus pneumoniae, IPH 3TOM
CCPOTHIIEI Streptococcus pneumoniae peacTaBicHsl 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C,
19A, 19F, 22F, 23F u 33F, npuucM 6CITKOBBIH HOCHTEITb MPeACTaBIACT c000H CRM 197 WM CTONOHSAYHBIN AHATOKCHH,
1) Tpu 3TOM TPH M3 KANCYJIBHBIX MOJHCAXaPHI0B KOHBIOTHPOBAHBI CO CTOJIOHIYHBIM AHATOKCHHOM, 4 OCTAJIbHBIC
KarCyJIbHBIC ITOJIMCaxapuapl KOHBIOTHPOBaHB! ¢ CRMig7, W mpHYeM TpH KaICyJbHBIX INOJIHCAXAPUIA, KOTOPBIC

KOHBIOTHPOBAHBI CO CTOJIOHSYHBIM AHATOKCHHOM, BBIOPAHBI W3 TIPYINIBI, COCTOSINCH W3 cepotumos 1, 3 m 5, a



OCTaBIIMICA moucaxapud umeer cepotun 15B umm 22F; unm 2) npu 3TOM YEThIPE U3 KaNCYJIbHBIX MOJIHCAXAPUI0B
KOHBIOTHPOBAHBI CTOJIOHTYHBIM AHATOKCHHOM, 2 OCTAJIbHBIC KaICyIbHbIC OIHNCaXapH bl KOHBIOTHPOBaHbI ¢ CRM 97,
W TIPH 3TOM [JBA M3 YETHIPEX KANCYJIBHBIX MOJIHCAXAPHIOB, KOHBIOTHPOBAHHBIX CO CTOJIOHAYHBIM AHATOKCHHOM,
BBIOpaAHBI M3 IPYNIBI, COCTOSIIECH M3 cepoTHoB 1, 3 M 5, a ocTaBmMecs ABa KaICyJIbHBIX MOJTHCAXAPHIA HMCIOT
cepotumnsl 15B u 22F. B HEKOTOPBIX BAPHAHTAX OCYIICCTBJICHHS KANCYJIbHBIC MOJIHCAXAPHABI OT CEPOTHIOB 1, 5,
15B um 22F KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AaHATOKCHHOM, a OCTAJbHBIC KaICYJbHBIC ITOJHCAXAPUIBI
koHBIOTHPOBaHBI ¢ CRM)97. B HEKOTOPBIX BAPHAHTAX OCYINECTBICHHA KAICYIbHbIC OIHCAXAPHIBI OT CEPOTHIIOB 1,
3, 15B u 22F KOHBIOTHPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM, a KaICyJbHBIC IMOJHCAXAPHIBI OT OCTaJbHBIX
ceporunos koHbrOTHpoBaHsl ¢ CRMi97. B eme apyrom BapuaHTe OCYLICCTBJICHHSA KAICyJIbHBIC MOJIHCAXAPHIBI OT
cepotumoB 3, 5, 15B w 22F KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, a OCTAJBHBIC KAICYJIBHBIC
MOJTMCAaXapH bl KOHBIOTHPOBaHBI ¢ CRM97.

[0039] Monexynapnas macca: Ecim He yka3aHO HMHOE, IPH HCMOJB30BAHHH B JAHHOM JOKYMCHTE TCPMUH
«MOJICKY JLIPHAS MAcca» KaICyJIbHOTO Caxapuaa HIH KOHBIOTaTa KaNcCyJIbHOTO CaXapuaa-0eIka-HOCHTEI OTHOCHTCS
K CpeaHel MOJICKYJIIPHOH Macce, PacCUUTAHHOM OSKCKIIO3HOHHOH xpomartorpadueit (SEC) B xomOuHamum c
AQHAJTM30M MHOTOYTJIOBOTO paccesHuA Ja3epHoro m3nyueHus (MALLS).

[0040] Dapmayesmuuecku npuemnemoe ecnomozamenvroe geujecmeo: DAPMALCBTHYCCKH —ITPUEMIIEMBIC
BCIIOMOTATCIbHBIC BCINECCTBA, HCIOIB3YEMBIC B JAHHOM DPACKPBITHH, ABLIFOTCA TPAAWLMOHHBIMH. B KHure
Remington's Pharmaceutical Sciences, by E. W. Martin, Mack Publishing Co., Easton, PA, 15 w3manue (1975),
OIMCAHbI KOMITO3HIHHU M JICKAPCTBEHHBIC (DOPMBI, MOAXOMAINME U (PapMaLeBTHUESCKON TOCTABKH OMHON Hiu Oosiee
TEPaNeBTUYECCKUX KOMIOZULMH, BKIIOYAS BAKUMHBL, M JOIOJHHTEIbHbIC (papmaneBTuueckue areHT. K
NOAXOJAINNM  (hPapMaLICBTHYECKHM BCIOMOTATCIIPHBIM BELICCTBAM OTHOCATCS, HANPHMEP, Kpaxmal, IJIFOK03a,
JIAKTO34, Caxapo3a, KEJATHH, COJO, PUC, MyKa, MEJI, CHIIMKAreNb, CTeapaT HATPHUs, MOHOCTEAPAT TJIHLICPHHA, TAJIbK,
XJIOPHA HATPHUs, CYyX0€ 00C3KUPCHHOE MOJIOKO, TIHICPHH, MPOMHICHIIHKOJIb, BOAA, STAHOI U TOMY NoxoOHoe. B
LEeIoM, NPHPOAA HANONHHUTETI OyJeT 3aBHCETh OT KOHKPETHOTO CHOCO0a BBEIACHUS, KOTOPBIH IPEANOJIAracTCs
mpuMeHATh. Hampumep, mapeHTepaibHbIC JEKAPCTBCHHBIC (POPMBI OOBIMHO COACPKAT HHBECKIHOHHBIC >KHAKOCTH,
KOTOpBIC BKIFOYAOT B KAUECTBE HOCUTENA (PapMaICBTHUYCCKH H (DH3HOIOTHICCKH MPHUEMIIEMBIC KHUAKOCTH, TAKHE KaK
BOIY, (PH3HONOTHUCCKHIT COICBOI pacTBOp, COATAHCHPOBAHHBIC COJICBBIC PACTBOPHI, Oy(PEpsI, BOTHYIO ACKCTPO3Y,
TMICPHH U T.1. J[14 TBEpABIX KOMIO3HIME (HAMPHMEP, MOPOMIOK, MK, TA0JCTKA MU KANCYIbHBIC (DOPMBI) K
OOBIYHBIM  HCTOKCHYHBIM  TBEPABIM  BCIHOMOTATCJIBHBIM  BEHICCTBAM  MOTYT  OTHOCHTBCH,  HAmpumep,
(papMaLeBTHYCCKUE COPTAa MAHHHTA, JJAKTO3BI, KpaxMmaja WM CTeapara MarHWs. B JomonHEHHE K OHONOTHYCCKH
HEHWTPATbHBIM HOCHTEILIM (DapMaLCBTHUCCKUE KOMIIO3UINH, KOTOPHIC MPEAIIOIATAIOT IPUMEHATD, MOTYT COJCPKATh
HEOOIbIINE KOTHYCCTBA HETOKCHYHBIX BCIOMOTATEIBHBIX BEMIECTB, TAKAX KAK YBIAKHAFOIINUE HIIH SMY IbIHPYFOIIHC
arcHTHI, IIOBEPXHOCTHO-AKTHBHBIN ar¢HT, KOHCCPBAHTEL, a Takke Oy(epHbie pH areHTsI U T. 1., HAIpUMEP areTaTr
HATPHA HIH COPOMTAaH MOHOJIAypar.

[0041] Iipogunaxmuuecku spdpexmusnoe romuecmso: Kak OmMpenencHO B HACTOANIEM JOKYMEHTE, TCPMHH
«mpodunakruuecka 3P PekTHBHOE KONMHUECTBO» mWiaHM «npodummakruiaeckn 3(QQEKTHBHAS 1033» OTHOCHTCH K
KOITMYECTBY HJIH 03¢, TPeOYEMBIM ISl TOTO, YTOOBI BHI3BATH WMMYHHBIH OTBET, JOCTATOYHBIH U 3aJCPKKH
HACTYIUTCHHS W/WJTM CHIDKCHHS YaCTOTHI W/WIIM TSDKCCTH OJHOTO WK OOJIee CHMIITOMOB, BBI3BAHHBIX HH()CKIMCH
Streptococcus pneumoniae.

[0042] Ilpogunaxmuxa: TepmMuH «IPO(PHUIAKTHKA», HCIOJB3YEMBIH B JAHHOM [JOKYMCHTE, O3HA4acT
MIPETIOTBPALICHAIE MPOBICHIA OOJIC3HHU, 3aACPKKY €€ IPOSBICHUS H/HIIH CHIPKCHHAC YaCTOTHI H/HITH TSDKECTH OJHOTO

wm 00Jice CHMITOMOB ONPCACICHHOTO 3a00JICBAHHA, HAPYIICHHSA HWIH COCTOSHHA (HAmpuMep, WH(CKUHH



Streptococcus pneumoniae). B HEKOTOPBIX BAPHAHTAX OCYINECTBICHUS H300PETEHHUS MPO(HUIAKTHKY OLCHHBAIOT HA
TIOMY AMUOHHOH OCHOBE TaKUM 00pa3oM, YTO CUMTACTCSA, YTO arcHT OOCCIEUYHBACT NMPO(HUIAKTHKY B OTHOINCHHH
KOHKPETHOTO 3a00JICBAHUS, HAPYIICHHUS MM COCTOSHHS, €CIH HAOMIOJACTCS CTATHCTHYECKH 3HAYMMOC CHIDKCHHC
Pa3sBHTHUL, YaCTOTHI H/WIIM HHTCHCHBHOCTH OJJHOTO HJIH OOJIE€ CHMIITOMOB 3a00JICBaHHUs, HAPYIICHUS HIIH COCTOSHUS
B ITOITY JIIL(HH, TTOJBCP;KCHHON 3TOMY 3a00JICBAHUIO, HAPYIICHHIO HIIH COCTOSHHIO.

[0043] Cyb6wexm: Kak ucmonab3yeTcs B JAHHOM JOKYMEHTE, TCPMHUH «CyOBEKT) 03HAUACT OO0 MJICKOTHTAIOIICE,
BKITIOYAs MBIIMCH, KPOMHKOB M JHoAcH. B HEKOTOPBIX BapHAaHTAaX OCYHICCTBICHHA H300PETCHHS CYOBEKT
MPEACTaBIACT COOO0I B3POCIOro, MOAPOCTKA WM PeOCHKA. B HEKOTOPBIX BAPHAHTAX OCYINCCTBIICHHUA H300PCTCHUA

NPUMCHIOT TCPMHUHBI KHHAUBHI» UITH KIMAITHCHT» U OHHU NIPCIHAZHAYICHBI OBITH B3aHMO3aMCHICMBIMH C ((Cy6’I>€KTOM)).

MHOJAPOBHOE OIITMCAHHME CYIIHOCTH U30OBPETEHUA

[0044] Creayromee omucaHue PACKPBHITOrO(-bIX) BApHAHTA(-OB) OCYLICCTBICHHA H NPHMCEPOB ABIACTCA IPOCTO
WLTIOCTPATHBHBIM IO CBOCH IMPUPOJC H HUKOMM 00pa30M HE MPEAHAZHAYCHO I OTPAHUUCHUSA H300PETCHHUSA, €0
MPUMEHEHHSA HIIH HCTIOJIb30BAHHH.

[0045] B nanHOM 3asgBKC MNPEHJIOKCHA HOBBIC M YJYUYLICHHBIC IOJHBAJICHTHBIC IPOTHBOITHEBMOKOKKOBBIC
KOHBIOTHPOBAHHBIC KOMIIO3HIIUH CO CMCIIAHHBIM HOCHUTEIEM H COACPIKALIHE HX BaKUHUHBL. IIOCKOJIBKY OCIKOBBIH
Hocutenb, CRMig7, paHHEE HCIOJB30BAJICA B NMPOTHBOINHEBMOKOKKOBBIX KOHBIOTHMPOBAHHBIX BAKIWHAX C OJHUM
HOCHTEIEM, B JaHHOW 3asBke omucaHo mpuMeHeHHe CRMig7 B IPOTHBOIHEBMOKOKKOBOH KOHBIOTHPOBAHHOM
BAKI[MHC CO CMCIIAHHBIM HOCHTCJIEM. B 4acTHOCTH, B AaHHOH 3aj4BKEC ONMHCAHO KOMOHHHPOBAHHOC NMPHMCHCHHC
CRM1o7 B CTONOHAYHOTO AHATOKCHHA B KA4yeCTBE OCNKOB-HOCHTENCH I CHEHU(HUCCKHX ITHEBMOKOKKOBBIX
CCPOTHUIOB B IOTHBAJICHTHBIX MPOTHBOITHCBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HIIAX U BAKIITHAX.

[0046] Kax 06cy>Kaanoch BbIIIE, HMMYHOTCHHOCTh KOHBIOTATOB PA3IHYHBIX KAICYJIbHBIX MOJHCAXAPHIOB MOMKET
OTIMYATHCS B 3ABHCHMOCTH OT ITHCBMOKOKKOBOTO CCPOTHIIA W HCTOJB3YEMOTO Ocika-HOCHTEII. B aaHHOM
TIPUJIOKCHUH OIUCHIBACTCA YCTICITHASA KOHBIOTAMA CEPOTHIIA 3 CO CTOJIOHAYHBIM AHATOKCHHOM B COCTABE BAKIIMHBI
CO CMCIIAHHBIM HOCHTEJIEM, HECMOTPS HA MPEKHHUE MOJOKCHHS O TOM, YTO CEpOTHI 3 ObLT 60JIce HMMYHOTCHHBIM
TIPY KOHBIOTAINH C AU()TCPUHHBIM AaHATOKCHHOM, a HE CO CTOJIOHSYHBIM AaHATOKCHHOM [6]. B 3asBKe Taxke omucaHa
ycmermHas Koubroramus cepotunos 1, 5, 15B u 22F co cTONOHSYHBIM AQHATOKCHHOM B COCTABE BAKIHHBI CO
CMCIIaHHBIM HOCHTENIeM. B Hell Taioke pacKphIBacTCS HEOXKHIAHHOE OTKPBITHE, YTO BBIPAOOTKA AHTHTE] HA CEPOTHI
3, KOHBIOTHPOBAHHBI CO CTOMOHAYHBIM AHATOKCHHOM B TIOJHBAJICHTHOH, Hampumep 2 1-BaJCHTHOM,
MPOTHBOITHCBMOKOKKOBOH KOHBIOTHPOBAHHOH KOMIIO3HIIHH CO CMCIIAHHBIM HOCHTCICM OBLIA MPUMEPHO B 4,5 pa3
BBIIIIC, 4YeM TNpH KoHbiorHpoBaHWH cepotuma 3 ¢ CRMig; B 13-BaneHTHOH IPOTHBOITHEBMOKOKKOBO
KOHBIOTHPOBAHHOW KoMmo3uiH ¢ ogamM Hocutenem (IIPEBHAP 13).

[0047] Kpome TOro, JAaHHOC HCOKHAAHHOC OTKPBITHC HEC OTPAHHYHBAJIOCH CCPOTHIIOM 3, HO TAaKKe HAOTFOIATIOCH
U1l JPYTHX  CEPOTHIOB, KOHBIOTHPOBAHHBIX CO  CTONOHSYHBIM  AQHATOKCHHOM B IOJIHBAJCHTHOH
MPOTHBOITHEBMOKOKKOBOH KOHBIOTUPOBAHHOW KOMIO3HIMH CO CMEIIAHHBIM HOCHTEIEeM. Hampumep, Kak mOKa3aHO
B IIpUMEPax, KOHBIOTanus cepoTHIoB 1 U 5 uimm 3 1 5 co CTONOHSIYHBIM AaHATOKCHHOM CO CMCIIAHHBIM HOCHTEIIEM,
MPOTHBOITHEBMOKOKKOBAsA KOHBIOTUPOBAHHAA KOMIIO3ZUIMA C OCTAJIBHBIMH CEPOTHIIAMH, KOHBIOTHPOBAHHBIMHU C
CRM.g7 (Hampumep, PCV21(1/5/15B/22F)-TT u PCV21(3/5/15B/22F)-TT) HCH3MECHHO WHIYIHPOBAIA 3HAYATCIIEHO
VYCHJICHHBIC OTBETHI AHTUTEI HA CCPOTHIBI, KOHBIOTHPOBAHHBIC CO CTOJOHSYHBIM AHATOKCHHOM, II0 CPABHCHHIO C
BeIpaboTKO# anTHTEN (0TBEeT IgG My TutTpsr MOPA) mpoTuB TeX ke cepoTHIOB, KOHBIOTHpoBaHHBIX ¢ CRM97 B

TIPOTHBOITHEBMOKOKKOBO1 KoHBIOTHpoBaHHOH KoMmozunuu (IIPEBHAP 13) ¢ oqaum HOCHTEIEM.



[0048] CromOHAYHBIH AHATOKCHH 3HAYMTCABHO Oompmie mo pasmepy, uem CRMig;. CrnemosatenbHO,
KOHBIOTHPOBAHUE TPeX WM ueThipeX cepotmnos 1, 3, 5, 15B um 22Fco CTONOHSIYHBIM aHATOKCHHOM B COCTAaBC
BaKI[HBI CO CMEIIAHHBIM HOCHTEIIEM IPHBOJHUT K CHIDKCHHOMY OTHOIICHHUIO MOJHCaxapuaa K Hocutemro («PS/C»)
JUIA TCX CCPOTHUIIOB, KOHBIOTHPOBAHHBIX CO CTOIOHAYHBIM aHATOKCHHOM IO CPABHCHUIO ¢ cooTHOmCHHEM PS/C Tex
K€ CEPOTHIIOB, KOHBIOTHPOBAHHBIX C OZHUM HOCHTEIIEM, KOTOPBIH MCHBIIIE, YeM CTOJOHIIHBIN AHATOKCHH, TAKOH Kak
CRMyg;. Takum 06pa3oM, MOAXOX CO CMCIIAHHBIM HOCHTCICM, ONHCAHHBIA B JAHHOH 3asgBKC, MOYKET OBITh
HCIOJTb30BaH 11 MOHmWKCHUA oTHOMmeHUH PS/C nis omroro mm Gostee cepotunos 1, 3, 5, 15B wmm 22F.

[0049] Omucannas B JaHHOM 3a9BKe 2 1-BaICHTHAS MPOTHBOITHCBMOKOKKOBAI KOHBIOTHPOBAHHAS KOMIO3HIUA CO
CMCIIaHHBIM HOCHTEJIEM TAKKE BKIFOYACT ITHEBMOKOKKOBBIC CEPOTHIIBI, HE OXBAYCHHbBIC B HACTOSIICE BPEMS TPEMs
MIPOTHBOITHEBMOKOKKOBBIMH KOHBIOTHPOBAHHBIMH BaKIITHAMH, JOCTY ITHBIMH B HACTOSIIEE BPEMsI HA MUPOBOM PBIHKE:
ITPEBHAP (8 HexoTopbix cTpanax HasbiBactcs [Ipeenap), CUH®JIOPUKC u ITPEBHAP 13. BerpeuacmocTts
3a007cBaHUl, BBI3BAHHBIX HCOXBAUCHHBIMH B HACTOSIICE BPEMs ITHEBMOKOKKOBBIMH CEPOTHIIAMH, PACTET, YTO
OTYACTH CBA3AHO C PA3BUTHCM PE3HCTCHTHOCTH K AHTHOAKTCPHATBHBIM IIPENApaTaM, YBEIHYCHHEM KOJIHUYCCTBA
MALUCHTOB C OCJA0JCHHBIM HMMYHHTCTOM H OTCYTCTBHEM HMMYHHOTO JaBicHusA. Hampumep, Hu oxHa u3
JOCTYIHBIX B HACTOAIICE BPEMA MPOTHBONMHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIMH HE COACPKUT cepoTun IN.
Kpome Toro, Hu 0aHA H3 JOCTYIHBIX B HACTOSINCE BPEM:A MPOTHBOITHCBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIUH HE
cogepskut cepotunsl 8, 10A, 11A, 12F, 15B, 22F u 33F. B HacTosAmEeM ONMUCAHUH IPOJCMOHCTPHPOBAHO YCTICIITHBIN
BapuaHT peammsauuu ceporumos 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F B nNpOTUBONMHEBMOKOKKOBOM
KOHBIOTHPOBAHHOH BAKIUHE CO CMEHIAHHBIM HOCHTENeM (CTOJOHA4HBIH aHatokcHH H CRMig7), a Taike TO, 4TO
ceporun 9N HHAY IEPOBAT BRIPAOOTKY aHTHTE, KOTOpas Ob11a 0koJio 0T 40 10 50 pa3 BbIIIE, UeM BHIPAOOTKA AHTHTET
ot [IPEBHAP13.

ITHeBMOKOKKOBBII MOJICAXAPHIHBIH cepoTun IN

[0050] Tlomumcaxapun cepoTuna 9N MOXKHO MOJy4YaThb HEMOCPEACTBEHHO OT OAakTepuil ¢ MOMOINBIO IMPOLEAYPHI
BBIJICTICHHUS, H3BECTHOH OOBIYHBIM CICIUHATNCTAM B JAHHOH 00JacTH (BKJIIOHYAs, HO HC OIPAHHYMBAICH METOAAMH,
packpeiThivE B myOmukanma 3asBkd Ha mateHT CIITA Ne 2006/0228380). Kpome TOro, caxapua MOKHO
IIPOAY IMPOBATh C HCIOIb30BAHUEM POTOKOJIOB CHHTE3A.

[0051] Ilframm cepotuma 9N Streptococcus pneumoniae MOXKHO TOJIYyHATh W3 KOJUICKIHI CTAHIAPTH3HPOBAHHBIX
KyJbTyp (Hanmpumep, Jlaboparopus peepeHTHBIX CTpenTOKOKKOB (Streptococcal Reference Laboratory) Lienrpos
KOHTPOJI 1 MPOo(HIIaKTHKH 3a001¢BaHui (T. ATaaHTa, mTat JHKOPIKKS)) W KIHHAYSCKHX 00Pa3LoB.

[0052] BaxrepuampHYIO KICTKY OOBIYHO BBHIPANIMBAIOT B TAKOW CPEac, Kak coeBasd cpera. Ilocme (pepmMeHTAIWH
OakTepHaNbHOW KICTKH, MPOIyHPYIOINEH KanCyJIbHBIH moimcaxapun ceporuma IN Streptococcus pneumoniae,
OaKkTepHANbHYIO KICTKY JH3HPYIOT UL TOJYUCHHS KICTOYHOro jm3aTta. [lommcaxapuna ceporuma 9N MOMKHO
BBIJICTIATH M3 KJIETOUHOTO JIH3aTa C HCIOIB30BAHNEM HM3BECTHBIX B JAHHOH OONACTH METOAMK OUHCTKH, BKIFOUAS
OCHTPU(PYTHPOBAHUC, TTyOWHHYIO (DHIBTPALMIO, OCAKACHUC, YABTPAPHIbTPALNIO, 00PadOTKY aKTHBHPOBAHHBIM
yriaeM, AuaQuiIbTPAlHI0 H/AIH KOJOHOYHYIO XpoMmarorpaguro (BKIXOYAsA, HO HE OTPAHHUHMBASICH METONAMH,
packpeIThiME B myOmukanms 3a1Bkd HA mateHT CIITA Ne 2006/0228380). OuHIICHHBINA KAICyJIBHBIN MOTACAXAPHT
cepotuna 9N MO’KHO NPHMEHATH AN MPHTOTOBICHHA HMMYHOTCHHOTO KOHBIOrara. KamCymbHBIN momcaxapup
ceporuma 9N, TONyUCHHBIH OUHMCTKOH mosmcaxapuiaa cepormma 9N w3 smszara Strepfococcus pneumoniae, N
HE0Os3aTeIPHO OTOOPAHHBIM MO Pa3MEpy OUMINCHHBIN IMOJHCAXapHJ MOXKHO XapaKTEPH30BaTh IO Pa3IUIHBIM
napaMeTrpam, BKIIO4Aasd, HampHUMEpP, MOJCKY JLIPHY 0 Maccy (MM) kancyapHOTO noaucaxapuaa ceporuna 9N.

[0053] B HekoTOpBIX BapHMaHTaX OCYLICCTBICHHS H300PETCHHS OUHWIICHHBIM MOJHCAXAPH, OYHINCHHBIH OT

ceporuna 9N Streptococcis pneumoniae nepe] KOHBIOTAIIHEH MOXET HMETh MOJICKYJSIPHY 10 Maccy 5-5000 x/la. B



HEKOTOPBIX BAPHAHTAX OCYINCCTBICHI N300pETEHH KaIlCy IbHBIH moaucaxapua cepotuna 9N mepen KoHbrorarmeit
MOKCT HMCTh MOJICKYJHPHYEO Maccy 50-1000 x/la. B HEKkOTOpPHIX BapHAHTAX OCYIICCTBIICHHS H300pPCTCHHA
Kancy AbHBIN nmoymcaxapui cepotuna 9N mepe KOHBIOTallueil MOKET UMETh MOJICKY JIPpHY IO Maccy 70-900 x/la. B
HEKOTOPBIX BAPHAHTAX OCYINCCTBICHI N300pETEHHA KalCyIbHBIH noucaxapu cepotuna 9N mepex KOHBbIoTarme i
MOKCT HMCTh MOJICKYJHIpHYEO Maccy 100-800 x/la. B HEkoTOpHIX BapHAHTAX OCYIICCTBIICHHS H300pPCTCHHA
OUHINCHHBIN KaICYJIbHBIH MmoJcaxapua ceporuna 9N MOKHO aKTHBHPOBATh Nepe] KOHBIOTAUEH, YTOOBI MOy YT
MOJIEKYJIpHYO Maccy 50-800 x[a, 80-780 x/a, 100-770 x/la, 120-760 x[a, 140-750 x/a, 150-740 xMa, 160-730
xJa, 170-735 xa, 180-720 x/la, 190-710 xMa, 200-700 x[a, 220-690 x/la, 240-680 xMa, 260-670 x/a, 270-660 x/la
WM CXOJHBIC JHANa30HbI MOJCKYJIPHBIX Macc. JIro0oe menoe 4ucio B mpeneiax JIEoO0O0ro U3 BhIMCYKA3aHHBIX
JUAaNa30HOB IPEAIIONATAcTCA B KAUECTBE BAPHAHTA OCYIIECCTBICHHA H300PETCHHS 0 HACTOSIIEMY ONHUCAHUIO.
[0054] AxrtuBupoBaHHBIH mNoJHCaxapua cepotuna 9N MOKHO XapakTepH30BaTh IO CTCIICHH OKUCICHHA H
MOJICKYJIIpHOH Macce. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA H300PCTCHHA AKTHBHUPOBAHHBIN MOTHCAXAPU
ceporuna 9N MoxkeT uMeTh cteneHb okucaeHus 0,5-25; 0,6-23; 0,8-21; 1-20,8; 1,1-20,5; 1,2-20,3; 1,3-20; 1,4-19,5;
1,5-19.3; 1,6-19.2; 1,7-19,1; 2-19, 3-18, 4-15 nunu 5-10.

[0055] Tlommcaxapum MOMKET CTAHOBUTHCS HEMHOTO MCHBIIHM II0 Pa3MEPy BO BpeMsI OOBIMHO MpOIICAY PhI OUHCTKH.
Kpome Toro, kax OIMHMCAaHO B HACTOAIICM OIHCAHHH, NMOJHCAXAPUA MOXKHO MOJABEPraTh 0TOOPY IO pazMepy mepen
KOHBIOTAIMCH.  YHOMSHYTBIH BBIIIC JHANA30H MOJCKYJEIPHBIX MAacC OTHOCHTCA K TaKOMY OYHIICHHOMY
MOJTMCAXApHAY MOCTIC KOHEYHOH cTamuu 0TOOpa MO pa3Mepy (HaImpHUMep, MOCIE OUMCTKH, THAPOIN3A U AKTHBAIHH)
nepe] KOHBIOTAUCH.

IomBajieHTHBIE IPOTHBONHEBMOKOKKOBbIC KOHBIOTHPOBAHHBIC KOMIIO3HIIMH CO CMEHMIAHHBLIM HOCHTEJIEM H
CIOCOOBI HX MOJIYYEeHHST

[0056] B pmaHHOM pacKpBITHH TNPEAI0KCHA TOJHMBAJCHTHAS TMPOTHBOIMMHEBMOKOKKOBAs KOHBIOTHPOBAHHAS
KOMIIO3HIMS CO CMCIIAHHBIM HOCHTENECM, COJEpKamas Wi cocToAmas u3 21 pasIuyHOrO KOHBIOraTa
TTHCBMOKOKKOBBIX ~ KANCYJBHBIX — MOJHCAXAPHIOB-OCIKOB, MNPUYEM KAXKIBIH KOHBIOTaT MTHEBMOKOKKOBOTO
KamCyJIbHOTO — MOJHMCAXapuaa-Oeka COACP)KHT OCIIKOBBIH HOCHTC/Ib, KOHBIOTHPOBAHHBIH C  KAICYJIbHBIM
MOJTHCAXaPHIOM OT PAa3IHYHBIX CEPOTHIIOB Streptococcus pneumoniae, TPA 3TOM CEPOTHUIBI Streptococcus
preumoniae peACTaBILTOT codoii 1, 3, 4, 5, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, npuueM OemkoBbIil HocuTeTb ipeacTaBisieT co0oit CRMig7 Him CTONOHSYHBINH aHATOKCHH, TIPH 3TOM 3-4
W3 KaICyJbHBIX TOJTHCAXAPUIOB KOHBIOTHPOBAHBI CO CTOJIOHSYHBIM AHATOKCHHOM, 4 OCTAIBHBIC KAIICYJIbHBIC
TIOJTHCAXaPHI6I KOHBIOTHPOBAaHBI ¢ CRM 197, 1 mprieM 3-4 KancCyIbHBIX IOIHCAXapHa, KOTOPhIC KOHBIOTHPOBAHBI CO
CTONOHSYHBIM AHATOKCHHOM, BBIOPAHBI W3 TPYIIIBI, COCTOSINEH 3 cepoTumos 1, 3, 5, 15B u 22F. B onpeaencHHOM
BAPHAHTE OCYINCCTBICHHS TPH KAINCYJIbHBIX TOJMCAXapHAa KOHBIOTHPOBAHBI CO CTOJOHIIHBIM AHATOKCHHOM, a
OCTaJIbHBIC KaIICyJIbHBIC MOJTHCaXapuabl KoHbIOruposansl ¢ CRMig7. B onpeneneHHOM BapHaHTE OCYINECTBICHUS
YeTHIPE KANCYJIbHBIX MOJIMCAXapHIa KOHBIOTHPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM, A OCTAJBHbIC KATCYJIbHBIC
ToJTHCaXapH bl KOHBEOTHPOBaHB! ¢ CRM 97

[0057] B omHOM acmeKkTe [JAHHOTO PACKPBITHA NPEIJIOKCHA TMONHBAJICHTHASA MPOTHBOIMHEBMOKOKKOBAS
KOHBIOTHPOBAHHASA KOMIIO3UIMA CO CMCIIAHHBIM HOCHTENEM, COJACPKAINAA HIH COCTOAmAsd u3 21 pa3au4HOro
KOHBEOTATa THEBMOKOKKOBBIX KaIlCYJIBHBIX MOJTHCAXAPHIOB-0CIKOB, PHYEM KaXKIBIH KOHBIOTAT THEBMOKOKKOBOTO
KalCyJIbHOTO — TOJHMCAXapuaa-Oenka COACP)KHT OCIKOBBIH HOCHTE/Ib, KOHBIOTHPOBAHHBIH C  KaIlCYyJIbHBIM
TIOJTMCAXapHIOM OT PAa3IHYHBIX CEPOTHIIOB Streptococcus pneumoniae, TIPA 3TOM CEPOTHIBI Streptococcus
prneumoniae peACTaBICHH 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u

33F, mputem GenkoBbIii HOCUTENb NpeacTapistier codoit CRMig7 Hitn CTONOHIIHBIH AHATOKCHH, IIPH 3TOM YCTHIPE H3

10



KallCyJIbHBIX TOJINCAXAPHJIOB KOHBIOTHPOBAHBI CTOJNOHSYHBIM AHATOKCHHOM, a OCTalbHBIC KaIlCyJbHBIC
moymcaxapuasl KOHBIOTHpOBaHBI ¢ CRMig7, W TWpH 3TOM [aBa W3 YETHIPEX KANCYJbHBIX ITOJIHCAXaPHAOB,
KOHBIOTHPOBAHHBIX CO CTOJOHIUHBIM AHATOKCHHOM, BBIOPAHBI W3 I'PYIIIBI, COCTOAMICH w3 ceporumos 1, 3 u 5, a
OCTABHIMECS BA KANICYJIBbHBIX MOIHCAXAaPHAA HMEIOT cepoTHIb! 15B u 22F.

[0058] B oaHOM BapuaHTE OCYILECTBIACHHS KamNCyJbHbIC NOJUcCaxapuabl oT cepotumoB 1, 5, 15B u 22F
KOHBIOTHPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM, A OCTaJbHBIC KANCYJbHBIC MOJHCAXAPHIbl KOHBIOTHPOBAHBI C
CRMyg;. B gpyroM BapmaHTE OCYIICCTBICHHA KAINCYJBHBIC MOJHCAaxXapuael OT ceporunos 1, 3, 15B m 22F
KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, A OCTaJbHBIC KANCYJbHBIC MOJIHCAXAPHIbl KOHBIOTHPOBAHBI C
CRMyg;. B eme apyrom BapHaHTE OCYIICCTBJICHHS KAICYJIbHBIC MOJIMCAXapHabl OT cepotumnos 3, 5, 15B u 22F
KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, A OCTAJbHBIC KANCYJbHBIC MOJIHCAXAPHIbI KOHBIOTHPOBAHBI C
CRMy7.

[0059] B BakumHe Ha OCHOBC KOHBIOTaTa MOJUCAXapUA-OCIOK, OCIOK-HOCHTETh KOHBIOTHPOBAH C
MOJTMCAXAPHIHBIM AHTUTCHOM, TIJIABHBIM OOpa3oM, YTOOBI CIOCOOCTBOBATP HMMYHHOMY OTBETY (HAmpuMep,
BBIPA0OTKE AHTHTEI) HA TNOJUCAXAPUIAHBIH AHTHICH. DBEIKH-HOCHTENIH NPEANMOYTHUTCIBHO ABLIOTCA OCIKaMu,
KOTOpPBIC HCTOKCHYHBL. BENKH-HOCHTENHM [OOJDKHBI OBITh TOJNAFOIMUMCA KOHBIOTALMH C ITHCBMOKOKKOBBIM
MOJTHCAXAPHIOM C HCTIOIb30BAHHEM CTAHAAPTHBIX MPOLEAYP KOHBIOTAINH, Kak O0Jee moapoOHO 00CYKIACTCS HIDKE.
Benxu-HocuTemu, mpuMEHACMBIC 21-BaJCHTHBIX NMPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HIHAX CO
CMCIUIAHHBIM HOCHTENIEM, MPEeACTABIIOT co00# cTonOHsuHbi aHAaTOKCHH (TT) m CRMig7, KaKablif U3 KOTOPBIX
HCTIOJIB30BAJICA B COCTABEC MPOTHBOIMHCBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIHH, HO HHKOTZA B OJHOM M TOIH ke
BAaKI[HHE CO CMCIIAHHBIM HOCHTCIICM.

[0060] CRM.y; npeacrasiser co00i HETOKCHYHBIH BAPHAHT (T. €., aHATOKCHH) JU()TEPUHHOTO TOKCHHA, KOTOPBIH
COXPAHACT HWMMYHOJIOTHUYCCKHC CBOWCTBA AH(TEPHHHOTO TOKCHHA aukoro tmma. CRMig; oTiamuaercs ot
IU(pTepUIHOTO TOKCHHA JUKOTO THIIA O OJHOMY OCHOBAHHIO B CTPYKTYPHOM I€HE, UYTO MPHBOAUT K 0OPA30BAHHIO
OHOI aMHHOKHCIIOTHOH 3aMCHBI TJTy TAMHHOBOH KHCJIOTH! HA rnuH. CRM )97, Kak MPaBHIIO, BEIACISIOT U3 KYJIBTYP
mrramma C7 (B197) Corynebacterium diphtheria, BeIpalicHHBIX HA Cpele HA OCHOBC AMHHOKHCIOT KAa3¢HHA M
IposokeBoro skcrpakra. CRMig; MOKHO OYHINATH MOCPEACTBOM YIbTPAa(UIBTPALUH, OCAKACHHEM CYIb(aTom
aMMOHHMA H HWOHOOOMEHHOH xpomarorpadueii. B amprepHatuBHOM BapuaHte, CRMi97 MOXHO mOIy4aTh
PCKOMOWMHAHTHBIM CIIOCOOOM B cooTBeTcTBHE ¢ mateHTOM CIITA Ne 5,614,382, KOTOPBIH TEM CaMbIM BKJIIOUCH B
JAHHBIH JOKYMEHT TIOCPEACTBOM CCBHIIKH B TOJNHOM OOBEME. CRM9; HWCTIONB30BAIH B COCTaBC
TPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIWH, HO HHUKOTJAA KAK KOMIIOHCHT BAKIWHBI CO CMCIIAHHBIM
HOCHTEJICM.

[0061] CronGHIYHBIH AHATOKCHH NOJTYYAIOT H UCTIOIB3YIOT BO BCEM MHPE IS ITHPOKOMACIITAOHOH HMMY HU3ALHT
TIPOTHB CTONOHKA (MITH TpU3Ma), BeI3BaHHOTO Clostridium tetani. CTOTOHSIHBIN AHATOKCHH TAKKE MMPUMCHSIOT KaK
CaMOCTOATEIIFHO, TAK W B KOMOWHAIIMH C NPOTHBOIU(TECPHHHBIMH H/MIH NPOTHBOKOKTIONIHBIMH BAKIHHAMH.
Hcxoausrii Oe10K, CTONOHIHBIN TOKCHH, 0OBIYHO MONYYaroT B KyIbTypax Clostridium tetani. CTONOHIIHBIA TOKCHH
MpeACTaBIACT Co00i Oe0k Maccoi okoo 150 k/la u coctonT w3 AByX cyose auHAT (0koo 100 x/la u oxomo 50 x/a),
CBA3AHHBIX JUCYJNb(HIHON CBA3bI0. TOKCHH, KAaK TPABHJIO, JHMINAIOT TOKCHYHBIX CBOMCTB C ITIOMOIIBIO
(popManbACTHAA, H OH MOXKET OBITh OUHINCH M3 KyJBTYPAIBHBIX (PHIBTPATOB C HCMOIB30BAHHEM TAKUX H3BECTHBIX
Croco00B, KaK OCAKICHHC CyIb(aToM aMMOHUA (CM., Hampumep, [7], [8]) uwmm xpoMaTorpauaeCKux METOIHK, KaK
ommcaHo, Hapumep, B WO 1996/025425. CTonOHSYHBIN TOKCHH TAKKe MOXKHO HHAKTHBHPOBATh PEKOMOMHAHTHBIMH

TCHECTHICCKUMH CPECACTBAMM.
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[0062] CronOHAYHBIH AHATOKCHH TAKKEC NPHMCHATH KAk OCIOK-HOCHTCIF B JAPYTHX BAKOWHAX, BKIIOYASL
MPOTHBOITHCBMOKOKKOBBIC KOHBIOTHPOBAHHBIC BAKIHHBL Ho wncmomps30BaHHC CTONOHAYHOTO TOKCHHA B
MPOTHBOITHCBMOKOKKOBOH KOHBIOTHPOBAHHOW BAKIIMHC CO CMCHIAHHBIM HOCHTEeIeM B komOmHammu ¢ CRMie;
MPEACTABIACT COOO0 HOBBIH MOAX0A. B H3BECTHOM YPOBHE TCXHHKE OTBCPTracTCs HIACA KOHBIOTHPOBAHUS CCPOTHIIA
3 CO CTONOHAYHBIM AHATOKCHHOM B TNPOTHBOITHCBMOKOKKOBOW KOHBIOTHPOBAHHOH BAKIMHEC CO CMCIIAHHBIM
HOCHTEJIEM, MOCKOJBKY ITOKA3aHO, 4TO cepoTum 3 Gojice HMMYHOTCHEH, KOTAAa KOHBIOTHPOBAH C AU(TCPHHHBIM
AQHATOKCHHOM II0 CPABHCHHUIO CO CTOJIOHAYHBIM QHATOKCHHOM [6].

[0063] IIHEBMOKOKKOBBIC KAICYIbHBIC MOJIHCAXAPUABL, MPUMCHICMBIC B KOMIIO3HIMAX U BAKIMHAX, OMTHCAHHBIX B
JAHHOM JOKYMCHTE, BKJTFOUAIOMIUE B CEOS KaICyIbHBIC MOIHCAaXapuasl 0T cepotunos 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N,
9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F, MoryT OBITH NOJIYUCHBI U3 Strepfococcus pneumoniae
C HCHOJb30BAaHHCM JEOOOH JOCTYNHOW METOJWKH, BKIFOUAs CTAHJAPTHBIC MCTOIUKH, H3BCCTHBIC CPCIHEMY
CICIMATHCTY B JAHHOH 00JACTH TCXHUKH, BKIFOUAs, Hampumep, omucanusie B WO 2006/110381, WO 2008/118752,
WO 2006/110352, u my6:. 3aaBok Ha mateHTHI CIITA Ne 2006/0228380, 2006/0228381, 2007/0184071, 2007/0184072,
2007/0231340, 2008/0102498 u 2008/0286838, BCC M3 KOTOPHIX BKIIOYCHHI B JAHHBIH JTOKYMECHT IOCPEICTBOM
CCBUIKH BO Bcel cBoed momuHoTe. Hampumep, kaKaslii cEpOTHI MHEBMOKOKKOBOTO KaICYJBHOTO ITOJIMCAXapuaa
MO’KHO BBIPAIUBATh B KYJIBTYPAJIbHOH cpene (Hampumep, COeBoil cpere). Kierku mHM3HPYIOT, H OTICIBHBIC
MOJTHCAXAPHIBI MOYKHO OYHINATH OT JH3aTa MOCPESACTBOM LCHTPU(DYTHPOBAHHUS, OCAKIACHUS, YJIbTpa(UIbTPALHU
H/WIH KOJOHOYHOU XpoMaTorpaduu. Kpome TOro, mHeBMOKOKKOBBIH KaICy IbHBIH MTOJTHCAXAPHI MOYKHO MOTYYaTh C
HCTIOJIb30BAHUEM POTOKOJIOB CHHTE3A.

[0064] KancymsHblii monmcaxapun Streptococcus pneumoniae COACPKUT IOBTOPSIOINMECS OJIUTOCAXAPUIHBIC
3BEHBS, KOTOPBIC MOTYT COIEPKATh O 8 OCTATKOB caxapoB. KancyabHbIN caxapHIHbIH AaHTHTCH MOYKET MPEACTABIIATh
co00# TOTHOPA3MCPHBIH MOJHUCAXAPUA, MM OH MOYKCT OBITh YMCHBIICH IO pa3Mepy (HAIpHMEp, HAa OJHO
OJIMTOCAXAPHUAHOC 3BCHO MM KOPOYC, YCM CaXapHaHasd ICMb HATHBHOH [UIHHBI W3 IOBTOPSIOIIHXCS
OJIITOCAXAPUIHBIX 3BCHBEB). Pa3Mep KamnCyIbHBIX MOJTHCAXAPUIOB MOYKHO YMCHBIIATh PA3THYHBIMH CIOCOOAMH,
H3BCCTHBIME B JAHHOU 00JIACTH TCXHUKH, TAKHMH KaK 00pab0TKa C KHCIIOTHBIM THAPOIH30M, 00Pad0TKA MCPOKCHIOM
BOJIOPOJA, H3MCHEHHE Pa3MEPOB TOMOTCHH3AaTOPOM BBICOKOTO JABJICHHS, C MOCICAYIOMEH 00pad0TKOH MEPOKCHIOM
BOJOPOJA IS MOJIYHUCHHA OJTHTOCAXAPHIHBIX (DPArMCHTOB, HITH MAKPO (DIFOHIA3AIHCH.

[0065] ITHEeBMOKOKKOBBIH KOHBIOTAT KAKIOTO W3 CEPOTHIIOB MOKHO MOJIYYaTh KOHBIOTHPOBAHUEM KaICYJBbHOTO
TMOJTHCAXAPHIA U3 KAKIOTO CCPOTHIA C OCTKOM-HOCHTENICM. 3 pa3sTUYHBIX THCBMOKOKKOBBIX KOHBIOTATOB MOYKHO
TOTOBHTH JICKAPCTBCHHYHO (JOPMY B BHIC KOMITO3HIIHH, BKJTFOYAS JOSHPOBAHHY IO (DOPMY O THOKPATHOTO MPHMCHCHH L.
[0066] [JIna TpUTOTOBICHHA KOHBIOTATA MOJIHCAXAPHIA-OCTKA, KATICYJNBHBIA TONHCAXAPH, MOAYUCHHBIA W3
KQKIOTO TMTHCBMOKOKKOBOTO CCPOTHIIA, MOYKHO XHMHUYCCKH AKTHBHPOBATH TAKWUM 00pPa3oM, YTOOBI KATICYJIbHBIH
TMOJTHCAXAPHI MOT BCTYNATh B PCAKIHIO C OcnkoM-HOCHTEIeM. Cpasy MOCIC aKTHBHPOBAHUSA, KAXKIBIH KATICY THHBIH
MOJTHCAXApH MOXKHO OTACIBHO KOHBIOTHPOBATh C OCIKOM-HOCHTENEM C OOpa3oBaHWEM TITTHKOKOHBIOTATA.
XAMUUCCKYH) AKTHBAIMIO TOJTHCAXAPHIA W MOCICAYIOIMYH KOHBIOTAINIO ¢ OCITKOM-HOCHTCIICM MOYKHO JOCTHUTATh
TPaIUIMOHHBIME CcriocoOamu. Hampmmep, BHOWHATBHBIC THAPOKCHIBHBIC TPYNOBI HA KOHIC KATCYIBHOTO
TMOJHCAXAPHIA MOYKHO OKHCIATH A0 ANBACTHAHBIX TPYNI TAKAMH OKHCAIOIIAMH ArCHTAMH, KaK TCPHOIaThl
(BKTFOYAS TIEPHOAAT HATPHA, ICPHOAT KAAA WIIH NCPHOTHYIO KHCIOTY ), KaK ONMHMCaHo, Hanpumep, B mat. CIIIA Neo
4,365,170, 4,673,574 u 4,902,506, KOTOPBIN TEM CAMBIM BKIFOYCHBI B JAHHBIH JOKYMEHT MOCPEACTBOM CCHUIKH BO
BCeli cpoeii moHoTe. IlepiiomaT ciyuyaifHeIM 00pa30M OKHCIIET BUIWHAJIBHBIC THAPOKCHIBHBIC TPYIITEI YIJICBOAA C
00pazoBaHNEM PEAKIHOHHOCTIOCOOHOH aNbACTHAHOW Tpynmbl W Bb3bBacT pacmermieHue cemu C-C.  Tepmumn

«mepHoAaTy) BKIIOYAET KaK MepHomaT, Tak U MEPHOAHYIO KHCIOTY. JIaHHBIH TCPMHH TAKKE BKIFOYACT B CeOS Kak
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metanepiionar (104.), Tak u opronepiiomar (10¢s.). TepMmuH «mepiiomaTy TaKkke BKIIFOYACT B CCOS PA3IHIHBIC COTH
nepiionara, BKIFOUAs nepHoAaT HaTPHA M MepHoaaT Kamst. B HEKOTOPHIX BAPHAHTAX OCYINECTBICHHU H300PETCHUS
TIOJTHCAXAPH/T MO>KHO OKHCIIATH B IIPHCYTCTBHU METaNepiHoaaTa HaTpusL.

[0067] B HekoTOpBIX BapHaHTaX OCYINCCTBICHHI H300PETCHUS NIEPHOIAT MOXKHO MPHMEHATH B KOJHUCCTBE OKOJIO
0,03-0,17 mMxr Ha 1 MKT monmcaxapuna. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHA H300pETCHHA NMEPHOAAT MOYKHO
TMPUMEHATh B KOoau4ecTBe 0koJo 0,025-0,18 mkr umm okono 0,02-0,19 mxr Ha 1 mxr mosmcaxapuza. [Ipu sxenanuwy,
caxapHux MOKHO aKTUBHPOBATh B ITPECIax BRINICYKA3aHHOTO JUATAa30HaA. 3a MPeAcIaMH JAHHOTO JUATIa30Ha MOYKET
MOJTYYUTHCS HEYOBICTBOPUTCIBHBIN PE3YIbTAT.

[0068] TIlonmcaxapuasl TaKKe MOJKHO AKTHBHPOBATh C MOMOIIBIO  1-IMAHO-4-AHMETHIAMUHOIMHPUINHUAL
terpadpropdopara (CDAP) ¢ 06pa3oBaHHEM MUAHATHOTO CIOKHOTO 3(pupa. AKTHBHPOBAHHBIN MOUCAXAPUI 3aTEM
COCIMHSIOT HEMOCPEACTBEHHO HJIH MOCPEACTBOM CIICHCEPHOH MM JTHHKCPHOM TPYIIBI C aMHHOTPYIIION Ha Oenke-
HOCHTEJIC.

[0069] Hampumep, cmelicep MOXET NPEACTABIATH COOOH IMCTAMHH HIH LUCTCAMHH JUI1  IOJYUCHUS
THOJIMPOBAHHOTO TOJIMCAXapHAA, KOTOPBIH MOXKET COCTUHATHCA C HOCHTEIEM MOCPEACTBOM IPOCTOH THOI(PUPHOH
CBA3H, IIOJY4acMOH TIOCIE PpCAKUMH C AaKTUBHPOBAHHBIM MAJCHMHAOM OCIKOM-HOCHTENEM (Hampumep, C
HCTOJIB30BAaHHEM  N-[y-ManenMuno0y THPHIIOKCH|CYKIHHHMHIHOTO  ClaokHOrO  3¢upa  (GMBS)) wm
rajJOrCHALCTHIMPOBAHHBIM OEIKOM-HOCHUTENIEM (HAIIPHMED, C HCTOJIb30BaHHEM HOmaneTHMHAA, N-CYKIHHUMUANT
opomarnerara (SBA; SIB), N-cykumnumunun(4-iioganerwn)amunooensoara (SIAB), cymbpocyxumHuMuan(4-
Homanetmm)amuHOOCH30aTa  (Cyab(po-SIAB), N-cykmumammumun #omamerara (SIA) wm  CyKUMHUMEHAMI 3-
[6pomaneramuno Jnponnonara (SBAP)). IlpeamoyTHTenpbHO, IUAHATHBIA CIOXKHBIH 3(up (HEOOA3aTEIBHO,
noryucHHbIH MeToaamu xumun COAP) COeIUHSIOT C TeKCAHAMAMHHOM HJIH JUTHIPA3HAOM AJHIMHHOBOHW KHCIIOTHI
(AOH), 1 aMHHOTIPOHU3BOJHOC CAXapHAA KOHBIOTHPYIOT C OCIIKOM-HOCHTCICM C HCIOJb30BAHHCM MCTOJA XHMHHU
kapOoxuumu o (Hanpumep, EDAC mwm EDC) mocpeacTBoM KapOOKCHIBHOM IPYIIIBI Ha OCIKOBOM HOCHTEIC. Takue
KOHBIOTATHI OMHCaHbl, HampuMep, B WO 93/15760, WO 95/08348 u WO 96/129094, Bce M3 KOTOPBIX TEM CAMBIM
BKITIOYCHBI B JAHHBIH JOKYMEHT IOCPEICTBOM CCBUIKH BO BCEH CBOCH MOJIHOTE.

[0070] KoHbroTAlKi AKTHBHPOBAHHBIX KAMCYJBHBIX ITOTHCAXAPHIOB H OCITKA-HOCHTCIA MOKHO JOCTHTATh,
HATIPUMCP, MyTEM BOCCTAHOBUTCIPHOTO AMHHHPOBAHMSA, KAK OMTHCAHO, HAPUMEP, B MyO.1. 3asaBOK HA mateHTH CIIIA
3aaBok Ha mateHTHI CIITA Ne 2006/0228380, 2007/0231340, 2007/0184071 u 2007/0184072, WO 2006/110381, WO
2008/079653 u WO 2008/143709, BCE U3 KOTOPBIX TCM CAMBIM BKJIFOUCHBI B JAHHBIH JOKYMCHT MOCPCIACTBOM CCHLIKH
BO Bceil cBoell mosHOTE. Hampmmep, akTHBHPOBAHHBIC KAICYJIbHBIC ITONHCAXapHABI H OCIOK-HOCHTEIh MOTYT
BCTYIIaTh B PCAKUHI0 C BOCCTAHABIMBAKIOINMM arcHTOM C o0pa3oBaHWEM KoHbrorara. [loaxomsamue
BOCCTAHABJIMBAOIINE ATCHTHI BKIIOYAOT OOPOTHAPHABI, TaKHe KaK IMAHOOOPOTHAPUA HATPHs, OOpaH-THPHANH,
TPHALICTOKCHOOPOTHAPH HATPHA, HATPHUS OOPOTHAPHI, WM OOPOTHAPWAHAS HOHOOOMEHHAs cMoyla. B KkoHie
peakniH BOCCTAHOBJICHHA B KOHBIOTAaTaX MOTYT OCTABAaThCA HENMPOPCATHPOBABINHEC ANBACTHIHBIC TPYIIIBL
HenmpopearnpoBapmme  adbJeTHAHBIC TPYIIBI  MOKHO OJIOKHpOBATP C  HCIOJIB30BAHHEM  IOIXOMALICTO
ONOKUPYFOIICTO ar¢HTA, TAKOTO Kak Ooporuapua Hatpus (NaBH4). B ogHOM BapHAHTE OCYIICCTBICHHUS H300PCTCHUA
PEaKIUI0 BOCCTAHOBIICHHS BHITIOJNHSIOT B BOJJHOM PAaCcTBOPHUTENE. B IpyroM BapuaHTE OCYIICCTBICHHA H300PETCHUS
pEeaKkIUI0 BOCCTAHOBICHUS BBHINIOJNHAIOT B ANPOTOHHOM pAacTBOpHUTENE. B OZHOM BapHaHTE OCYIICCTBICHHA
H300PCTCHUSA PCAKIHIO BOCCTAHOBICHHA BRIIOTHAIOT B pacTeopurenac JMCO (mumetuncynbpokcune) wm B MO
(mamermwapopmamune). Jpyrue BO3MOKHBIC BOCCTAHABIIMBAIOIINC AaTCHTHI BKIIFOUAKOT, HO HC OTPAHHYUBAOTCA HMH,
aMuH-O0pAHBI, TAKWC KAK MHPHAWH-OOPAH, 2-TMHKOIHH-OOpaH, 2,6-Tu0OPaH-MCTAHON, IUMCTHIAMUH-OOpaH, t-

BuMeiPrN-BH3, 6enzunamun-BH3 nmm 5-3twun-2-mernnmupuaua-6opas (PEMB).
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[0071] AxTHBHpOBAHHBIC KANCYJBHBIC ITOJHCAXAPHABI MOJKHO KOHBIOTHPOBATH HEMOCPCACTBCHHO C OCTKOM-
HOCHTEJIEM MM ONOCPEIOBAHHO IyTEM INPHMCHCHHS CIiciicepa WM JIHHKEPA, TAKOTO KAaK OM(YHKIMOHATHbHBIH
muHKep. JIMHKEp HeoOs3aTeNIbHO MPEACTABIIET Co00H reTepoOn()y HKIMOHANBHBIH WM roMOOH(YHKIHOHATBHBIH,
COZCPIKAIHi, HAIIPUMEP, PEAKIIMOHHOCIIOCOOHYI) aMHHOTPYIIYy H PEaKIMOHHOCHOCOOHYIO Ipymmy KapOOHOBOH
KHCJIOTHI, 2 PEaKIHOHHOCTIOCOOHBIE AMHHOTPY ITITBI HJIH /IBE PEAKIIHOHHOCTIOCOOHBIE IPY B! KAPOOHOBOH KHCIIOTHI.
[0072] B agpyrux moaxXoaAImuX METOAWK A KOHBIOTAUWH MPHUMCHSIIOT KapOOIWUMEIBI, THAPA3UABL, AKTHBHBIC
CIOKHBIC 3(PHUpPBI, HOPOOpaH, M-HUTPOOCH30HHYH KUCIOTY, N-ruapokcucykuuanmug, S--NHS, EDC, TSTU, kak
ONHCAHO, HAIPHMEP, B MyOTHKAMU MCKIYyHAPOIHOH 3a1Bku Ha mateHT Ne WO 98/42721, koTopas BKIIIOUCHA B
JAHHBIH JOKYMCHT IIOCPEACTBOM CCBUIKH BO BCCH CBOSH moHOTE. KOHBIOTAINS MOKEST BOBIICKATh KAPOOHIIBHBIH
JMHKEP, KOTOPBIH MOXKET 0Opa30BAThCA MYTEM PCAKIMH CBOOOJHONW THAPOKCHIBHOH rpymmbl caxapuaa ¢ 1,1'-
xapoormwtnuumuaazooMm (CDI1) (cm. Bethell et al. (1979) J. Biol. Chem. 254:2572-2574; Hearn et al. (1981) J.
Chromatogr. 218:509-518) ¢ mocnenyromei peakuuci ¢ 6¢1koM ¢ 00pa3oBaHHEM KapOaMaTHOM CBA3H. ITOT MPOLIECC
MOXKET BKJIFOUaTh BOCCTAHOBJICHHC AHOMCPHOH KOHIICBOM TIPYNNBI B INEPBHYHYIO THAPOKCHIBHYIO TIPYIILY,
HEOOA3aTCIBHYI0 3alIMTY/CHATHEC 3allUTHl TNEPBHYHOM THAPOKCHIBHOM TIPYIIBL, PEAKLHIO IEPBUYHOH
rugpokcuibHOH rpymsl ¢ CDI ¢ o6paszoBanueM mpomexyTouyHoro mpoaykra CDI kapOamara M COCIUHCHUS
mpoMexKyTouHOTO mpoaykra CDI kapb6amaTa ¢ aMHHOTPY IO # Ha OEITKe.

[0073] CoorHomeHne monucaxapuza W OC€NKA-HOCHTENS I IPOTUBOIIHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
BaKI[MH, KAaK OPaBWIO, Haxogutcs B amamazoHe 0,3-3,0 (mac./mMac.), HO MOXKET BapbHPOBATh OT CCPOTHIIA.
CoOTHOIIEHHE MOJKET OIPEACTATHCA JTHOO HE3aBHCHMBIM H3MEPCHHEM KOJIMYECTB INPUCYTCTBYIOIIUX Oelka H
noJIMcaxapuja, WM METOJaMH, KOTOPBIE JAlOT IPAMOE COOTHOIICHHE, U3BECTHBIMH B JAHHOW OOJIACTH TEXHUKH.
Meroapl, Brmovaromue ‘H IMP cnekrpockomuio win DX-BIXKX-Y®O/KP ¢ 1BOHHBIM OTCIIC/KHBAHHEM (HATPHMED
MOKA3aTe/Ib MPSIOMJICHAA H Y@, Ha 00mIee COACPKAHHC BCIICCTBA H OCIKA, COOTBCTCTBCHHO), MOTYT OTPEACIATh
mpo (PHITE COOTHOIICHHA CaxXapuaa/OeiIKa Mo pacpeIcICHUIO Pa3MEPOB KOHBIOTATOB, a TaKkke MeToaoM DX -BIXKX-
MALLS unmu MALDI-BII-MC.

[0074] Taxkum 00pa3oM MOJIYUCHHBIC KOHBIOTATHI IMOJHCAXAPHIOB-OCIKOB MOYKHO OYHMINATh H 000ramaTh
pa3TUYHBIMH  cTIOCO0AaMH. O3TH CHOCOOBI  BKIFOUAKOT  KOHLCHTPHPOBAHHC/TUA(DUIBTPALIMIO, KOJOHOUHYIO
xpomarorpaduro u riayonHHOe (puabTpoBaHue. OUHIICHHBIC KOHBIOTATHI MOJIHCAXAPHIOB-0CIIKOB KOMOHHHPYIOT TS
TOJTyYCHHUs npenapara 21-BaJcHTHON MPOTHBOMHEBMOKOKKOBOM KOHBIOTHPOBAHHON KOMIIO3HWIUH CO CMCIIAHHBIM
HOCHTEJIEM, KOTOPYIO MOKHO IIPHMCHSThH B KAYECTBE BAKI[HHBL

[0075] TlpurorosieHuE TCKAPCTBEHHOH (POPMBI BAKIMTHHOW KOMIIO3HIHH MOYKET BBITIOTHATHCS C UCTIOIb30BAHUEM
TMPU3HAHHBIX B JAHHOH 0071aCTH CTIOCO00B. BAKIIMHHY 10 KOMITO3HIHEO TOTOBAT B BHAC MPCIAPaTa, KOTOPBIH TOJDKCH
OBITH COBMECTHMBIM C HPEIIOJIAracMbIM IyTEM BBeACHHA. KOHBIOTATHI OTACIBHBIX ITHCBMOKOKKOBBIX KAIICY IbHBIX
TIOJTHCAXaPHI0B-0ETIKOB MOTYT BXOJHTh B COCTAB Ipemapara BMecTe C (DPH3HOJOTHYCCKH IPHEMICMbIM HOCHTEIIEM
UT TOJTYUYCHHS KOMOO3HIMH. [IpHMEphl TAKMX HOCHTENCH BKIIOYANOT, BOAY, 3a0y()epCHHBINH COJEBOH pPacTBOp,
TIOJTHOJTB! (HAIpUMEp, TIMIEPHH, MPOMHJICHTIIHKOb, KAAKHH MOJHITHICHITHKOIb) H PACTBOP JCKCTPO3bI, HO HE
OTPAHWIHUBAIOTCS UMH.

[0076] B HekoTOphIX BapHMaHTaX OCYHICCTBICHHSA H300peTeHUs 21-BaleHTHAsT INPOTHBOITHEBMOKOKKOBAS
KOHBIOTHPOBAHHASA KOMIIO3HIHSA CO CMCIDAHHBIM HOCHTENEM JIOTOIHHTEIBPHO COJCP)KHT aabroBaHT. Kak
HCTIONB3YCTCS B JAHHOM JOKYMEHTE, «aTBIOBAHT» OTHOCHUTCS K BEIICCTBY HIIM HOCHTEIIO, KOTOPBIH HecTieIu(yuuccKu
VYCHJIMBACT HMMYHHBIH OTBET HA AaHTHICH. AZBIOBAHTHI MOTYT BKJIFOYATh B CEOS CYCIICH3HIO MHHCPAIBHBIX BEICCTB
(amroMoOKanueEBble KBACUBI, COJMH AMIOMHHHA, TaKHE KAaK THAPOKCHA amoMuHHA, (ochar amomuHms, cynbdar

amoMuHus, TuapokcupocdaT cyrbhar amFOMHUHEA | T. A.) HAa KOTOPBIX aACOPOUPOBAH AHTHICH; WIIH HMY JIbCHIO BOJA-
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B-MAcje, B KOTOPOIl pacTBOp AHTUICHA OMYJIBIHPOBAH B MHHEPAIBHOM MACIE (HAMPHMED, HEMOIHOM AQIBIOBAHTE
OpeliHma), HHOTAA ¢ BKIFOUCHHCM YOWTBIX MHUKOOAKTepuil (TONHBIA agprOBaHT DpeiiHma) A AOTOTHHTCIHHOTO
VCHJICHHS aHTUTCHHOCTH. MIMMYyHOCTHMYJIHPYIOIINE OJHIOHYKICOTHABI (Takwe Kak Brmouaromue Mot CpG)
TAKKC MOYKHO HPHMCHATH KAK aqbrOBAaHTHI (Hampumep, cM. mateHTHI CIITA Ne 6,194,388 6,207,646; 6,214,806;
6,218,371; 6,239,116; 6,339,068; 6,406,705 1 6,429,199). AXBIOBAHTHI TAKKE BKITFOYAFOT OHOJIOTHYCCKUC MOJICKY JIbI,
TAKHUC KAK JUIMHIBI U KOCTUMYTHPYIOMIHC MOJCKYIbI. THIOBBIC OHOJIOTHUCCKHC aTbIOBAHTHI BKIFOUAroT AS04 [9],
IL-2, RANTES, GM-CSF, TNF-qa, IFN-y, G-CSF, LFA-3, CD72, B7-1, B7-2, OX-40L u 41 BBL.

[0077] B HEkoTOpPHIX BapHAHTAX OCYINCCTBICHHA H300PCTCHHA ATBIOBAHT MPCACTABIACT COOOH amxbIOBAHT HA
ocHOBe amomuHMA. Kak mpasmio, ogHa n03a 0,5 MJI BAKIMHBI TOTOBHTCA B BHAC NMPENApara, KOTOPBIH COACPIKHT
0k0710 0T 0,1 Mr 10 2,5 Mr agbIOBaHTA HA OCHOBE AIIOMHHHUA. B APYrux BapHaHTAX OCYyLICCTBICHUA O0AHA 103a 0,5
MJI BaKLIMHbI TOTOBUTCA B BUAC Mpenapara, KOTOPbIH coaepkuT Mexay oT 0,1 mr mo 2 mr, ot 0,1 mr g0 1 mr, ot 0,1
mr 70 0,5 mr, ot 0,1 mMr 70 0,2 mr, 0T 0,125 Mr 10 2,5 Mr, o1 0,125 mr g0 0.5 mr, 0T 0,125 Mr a0 0,2 Mr umm ot 0,125
J0 0,25 MT agbIOBaHTa HA OCHOBE ATIOMUHHUA. B HEKOTOPBIX BapHAHTAX OCYINECTBICHU H300peTeHIA 0qHa Jo03a 0,5
MJ1 BAKIUHBI TOTOBHTCSA B BHIE MPENapara, KOTOPbIA COAePKUT 0T 0ko10 0,125 mr 10 oxoa0 0,250 Mr axsroBaHTa HA
OCHOBC AFOMUHHA. B HEKOTOPBIX BAPHAHTAX OCYILCCTBICHUS H300peTeHUs 0aHa A03a 0,5 MJI BAKIUHBI TOTOBUTCS B
BHJC Ipemapara, KOTOpbIi coaepkut okojo 0,125 Mr aaproBaHTa Ha OCHOBC AFOMHHHA. B HEKOTOpPHIX BapHAHTAX
OCYLICCTBJICHHUS H300peTeHus 0Ha J03a 0,5 M1 BAKIHHBI TOTOBUTCS B BHJE NPENapaTta, KOTOPBIH COACP)KHT OKOJIO
0,250 MT agBIOBAHTA HA OCHOBE ATFOMUHUSL.

[0078] B KOHKpETHBIX BApHAHTAX PEATU3ALMH H300PETCHHUS AABIOBAHT BBIOMPAIOT W3 IPYIIBI, COCTOAINCH M3
(pocpata amroMUHHS, CyJIb(aTa ATFOMIUHHS H THAPOKCHIA ATFOMUHHSL.

[0079] B KOHKPETHBIX BapHAHTAX peaIH3ALUH H300PETEHIA aabIOBAHT IPEACTABIICT COO0M (ochaT amFOMUHUSL.
[0080] B HEKOTOPBIX BapHAHTAX OCYINCCTBICHHA H300PCTCHHA KOMIO3HIMS MPCIHAZHAYCHA IS MPHMCHCHHS B
BUJIC BAKUWHBI MPOTHB HH(CKIMH Strepfococcus pneumoniae.

Onpeneiienne XapakTePHCTHK KOHBIOTATOB TNMHEBMOKOKKOBBIX KANCYJbHBIX TOJHCAXAPHIOB-0eJIKOBBIX
HOCHTEICH

[0081] B HCKOTOPBIX BAPHAHTAX OCYIUCCTBICHHA H300PCTCHHSA KOHBIOTAT MOJHCAXAPHIA-OCIKOBOTO HOCHTCIIA
MOJKCT HMCTh MOJICKYJApHYI0 Maccy 100-10 000 x/l]a. B HCKOTOPBIX BapHAHTAX OCYHICCTBJICHUSA H300pPCTCHHA
KOHBIOTAT UMCCT MOJICKYLIPHYEO Maccy 200-9000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYLIpHYEO Maccy 300-8000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYLIpHYEO Maccy 400-7000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYLIPHYEO Maccy 500-6000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHUS H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYJLIPHYEO Maccy 600-5000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS H300PCTCHHA
KOHBIOTAT HMCCT MOJICKY JAPHYT0 Maccy 500-4000 x/la. JIro0o¢ meaoe Yrcio B mpeAcaax TF00TO W3 BRIICYKA3aHHBIX
JIMAMa30HOB IMPEAIIONATACTCS B KAUECTBE BAPHAHTA OCYIIECCTBICHIS H300PETCHHS 0 HACTOSIIEMY OITHCAHHIO.
[0082] Ecnum monekyisipHas Macca HAXOAWTCSA B MPEeiaxX YKA3aHHOTO BBIIIC THAIA30HA, KOHBIOTAT MOKET OBITh
CTaOHMIBHO TOJYUCH C BBICOKHM BBIXOAOM. MO3KHO TaKKe CHH3HTH OO CBOOOIHOTO mosmcaxapuaa. Kpowme toro,
MO’KHO HOJIy4aTh MOBBIIICHHYK) HMMYHOTCHHOCTD B IPEACIAX YKA3AHHOTO BBIIIEC JUAMNA30HA MOJICKY JLIPHBIX MAcC.
[0083] Tlocne OYMINCHHUA OTACTBHBIX KOHBIOTATOB MOJUCAXAPUIOB-OCIKOB, UX COCTABJIAIOT IS MPHTOTOBICHHUI
JEKapCTBEHHOH (POPMBI HMMYHOTCHHOM KOMITO3HITMH 0 HACTOSINEMY OIHCAHUIO.

[0084] KombrOTaTHI CaXapUAOB-OCITKOB CCPOTHIIOB MO HACTOSINCMY ONHCAHWIO MOYKHO XapaKTCpH30BATh MO
COOTHOUIICHHIO TTOJINCAXapHAa B OCIKOBOTO HOCHTEIS (KOJIMYECTBO ITOJIMCAXapHAa/KOJIMUECTBO OCTKOBOTO HOCHTES,

Mac./Mac.).
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[0085] B HCKOTOpBIX BapHAHTAX OCYIICCTBICHHA H300PCTCHHA COOTHONICHHE (Mac./Mac.) MOJmcaxapuaa K
OCITKOBOMY HOCHTCTFO B KOHBIOTATE MOIHCAXaPUA-O0CIKOBBII HOCHTETb T KAKIOTO cepoThma coctasmier 0,5-2.5;
0,4-2.3; 0,3-2,1; 0,24-2; 0,2-1,8; 0,18-1,6; 0,16-1,4; 0,14-1,2; 0,12-1 wm 0,1-1 (manpumep; okono 0,7; okono 0.8;
okoJo 0,9; okomo 1,0; okouo 1,1; okomo 1,2; okoio 1,3; okomo 1,4; okoio 1,5; okono 1,6; okoio 1,7; oxomo 1,8; okoso
1,9; oxomo 2.0; oxouso 2,1; oxono 2,2; 0koj0 2,3; 0k0J0 2,4 Wiy 0KoJIo 2,5).

[0086] Ecmm cooTHOmCHHE moaucaxapuaa ¥ OCIIKOBOTO HOCHTCIA HAXOJWTCA B MPEACIAX YKA3aHHOTO BBIIIC
AHANIA30HA, KOHBIOTAT MOKCT OBITh CTAOHIILHO NOJYYCH C BBICOKHM BBIXOOOM. MOoskHO TaKKe CHH3HTH J0JH0
CcBOOOIHOTO mojmcaxapuaa. Kpome Toro, MOYKHO MOJYYATh MOBHIICHHYI0 HMMYHOTCHHOCTB, H KOHBIOTAT MOXKCT
COXPaHATH CTAOWIBHOCTD O€3 BIUAHUA APYTHX CCPOTHIIOB B MPEICTAX YKA3aHHOTO BBIIIC TUATA30HA.

[0087] Kowsblorarsl # MMMYHOTCHHbIC KOMIIO3HI[HH IO HACTOSINEMY OITMCAHHIO MOTYT COACPKaTh CBOOOTHBIH
nojimcaxapun, KOTOpBIi/'I HCKOBAJICHTHO KOHBHOITHPOBAH C OCJIKOBBIM HOCHUTCJIEM, HO TCM HC MCHCC NPUCYTCTBYCT B
KOMIIO3HIMH KOHBIOTATOB ITOJIHCAXAPUIOB-OCTKOBBIX HocuTenel.  CBOOOIHBIN mOJHMCAaXapHI MOXKET OBITh
HCKOBAJICHTHO ACCOLIMHUPOBAH C KOHBIOTATOM IMOJMCAXapUAa-OCIKOBOTO HOCHTENA (T. €., HCKOBAJCHTHO CBS34H,
ancopOMPOBAH C KOHBIOTATOM MOJIHCAXaPHIA-0CIKOBOTO HOCUTEII HIH 3aXBAUCH B HETO HITH HM).

[0088] B HEKOTOpBIX BapHAHTAX OCYIUCCTBJICHHA H300PCTCHHA KOHBIOTAT MOJIHCAXAPHIA-OCIKOBOTO HOCHTCIA
coaepkut MeHee 0koJ1o 60 %, okomo 50 %, 45 %, 40 %, 35 %, 30 %, 25 %, 20 % wmm 15 % cBoOOJHOTO MOTUCAXapuAa
KQKIOTO CEPOTHIA, HA OCHOBE OOINEr0 KOJHUYCCTBA MOJMCAXApUAa KKIOTO CEPOTHNA. B HEKOTOPBIX BapHAHTAX
OCYILECTBICHHS H300PETCHUS KOHBIOTAT KAXKIOTO CCPOTHUIA MOJHCAXapUAa-0SIKOBOTO HOCHTEIS COICPIKHT MCHEE
oxom1o 60 % cBoOOIHOTO MOIHCAXAPUIA KAKIOTO CEPOTHIIA, HA OCHOBE OOIIETO KOTHYCCTBA MOJIHCAXapHIa KAXKIOTO
ceporuna. B HEKOTOPBIX BAPHAHTAX OCYINCCTBICHHA H300PCTCHHA KOHBIOTAT KAKIOTO CEPOTHIA NMOJHCAXAPUAA-
OCITKOBOTO HOCHTEJISI COACPKHT MEHee Okoio 50 % cBOOOJHOTO MOJHCAXapuaa KaKAOTO CEPOTHUIA, HA OCHOBC
00IICTO KOJNHYCCTBA IMOJIHCAXApPHIA KAKIOTO CCPOTHIA. B HCKOTOPHIX BAPHAHTAX OCYINCCTBICHHA H300PCTCHHSA
KOHBIOTAT KAKIOTO CCPOTHIA IOTHCAXapHAA-OCIIKOBOTO HOCHTCIA COACPKHT McHee okoyo 40 % cBOOOJHOTO
MOJTHCAXAPHIA KAKIOTO CCPOTHIIA, HA OCHOBE O0IIETO KOJIMYCCTBA MOJIHCAXAPHIA KAKAOTO CCPOTHIIA. B HEKOTOPHIX
BAPHAHTAX OCYIICCTBICHUA H300PCTCHHA KOHBIOTAT KAKAOTO CCPOTHIA TOJHCAXapHAA-OCITKOBOTO HOCHTCIA
COCPKHUT MCHee 0k0j0 30 % cBOOOMHOTO moJmMcaxapuia KaKIOr0 CCPOTHIIA, HA OCHOBS OOMICTO KOJTHYCCTBA
TMOJTHCAXAPHIA KAKIOTO CCPOTHIA. B HEKOTOPHIX BAPHAHTAX OCYINCCTBICHHA H300PCTCHHA KOHBIOTAT KAYKIOTO
CCPOTHIIA TIOJIACAXAPHUIA-OCTKOBOTO HOCHTCIISA COACPKUT MCHEE OKOJIO 25 % CBOOOIHOTO MOTHCAXAPUAA KAXKIOTO
CCPOTHIIA, HA OCHOBC OOINECTO KOJHYCCTBA MOJHCAXAPHIA KAKAOTO CCPOTHNA. B  HCKOTOPHIX BApHAHTAX
OCYIICCTBIICHHA H300PCTCHHA KOHBIOTAT KAYKIOTO CCPOTHIA MOTHCAXAPHIA-OCTKOBOTO HOCHTCIIA COACPKAT MCHEC
o0xo710 20 % CBOOOTHOTO MOMCAXapHAA KAKIOTO CCPOTHIIA, HA OCHOBE O0IICTO KOJTHUCCTBA MOJTHCAXAPUAA KAKIOTO
cepoTrma. B HEKOTOPBIX BapHAHTAX OCYIICCTBJICHUSA HW300PCTCHHA KOHBIOTAT KAKIOTO CCPOTHIA TOTHCAXAPHIA-
OCITKOBOTO HOCHTCIII COACPKHT MCHEE OKoa0 15 % cBoOOAHOTO moNmcaxapuia KaKAOTO CCPOTHIA, HA OCHOBC
00IICTO KONWYCCTBA MOJTHCAXapPHIA KAKAOTO CCPOTHNA. B HCKOTOPHIX BAPHAHTAX OCYINCCTBICHHSA H300PCTCHHA
KOHBIOTAT KAKIOTO CCPOTHIA TOHCAXApHAA-OCIIKOBOTO HOCHTCIA COACPXHUT McHee okono 10 % cBoOOmHOTO
TMOJTHCAXAPHIA KAKIOTO CCPOTHIIA, HA OCHOBE OOIICTO KOTHUCCTBA MOIHCAXAPHIA KAYKIOTO CCPOTHIIA.

[0089] KoHbIOTAT KOKIOTO CCPOTHIIA MOJHCAXAPHIA-OCTKOBOTO HOCHTCTh MOYKCT TAKKE XAPAKTCPH30BATHCA MO
pacopeaencHuro ero mMoJsiekya mo pasmepam (Kg). Jlasg onmpeacnacHHs OTHOCUTENIBHOTO PaCcHpEeIcICHHS MOJCKYT
KOHBIOTATa MO pa3MecpaM MOKHO HPHUMCHATh HOCHTCTH IKCKIIO3HOHHOH xpomarorpaduu (CL-4B; momepedno-
CIINTHIC TPAHYJIIBI arapossl, 4 %). JKCKIO3HOHHYI0 XpoMmartorpadmro (3X) MPUMCEHSIOT B CAMOTCYHOH KOJOHKE TS
ompeacicHUA TPOQUIA PACHpEACIICHHE Pa3MCPOB MOJCKYJT KOHBIOTATa MO pasMepaM. KpymHBIC MOJCKYJIBI

HCKITIOYAIOTCA W3 MOP HOCHTCNA W DIIOHPYHOTCA OBICTpee, YeM Maible MOJCKy bl Jlma cOopa 3maroata KOJOHKH
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HCTIONB3YIOT cOopmmK (ppakumii. Opakuuu MPOBEPSIOT AHATH30M HA COACP)KAHUE CAXapHIOB KOJOPHMETPHUCCKAM
metoaoM. g ompeacncHua Ky KOMOHKY KamuOPYROT, YTOOBI YCTAHOBHUTH (PPAKIHIO, B KOTOPOH MOJICKYJIBI
TMOTHOCTHEO HCKIFOUArOTCA (Vo Kg = 0), 1 (hpakumro, mpeACTaBIAIOIMY0 MakcHMatbHOe yaepkusanue (Vi, Kqg = 1).
Opakuus, B KOTOPOil JOCTHTACTCA YCTAHOBIICHHBIH aTpulyT oOpasua (V.), cootHocutcs ¢ Ky mo ypasreHuro Ky =
(Ve - Vo)/(Vi - Vo).

[0090] B HexoTOphIX BapHAaHTAX OCYINCCTBICHHA MO MCHBIICH Mepe 15 % KOHBIOraTta KaXIOro CEpOTHIA
MOJTHCAXapHa-0CIKOBOTO HOCHTE MOKET HMETh Ha KosmoHke CL-4B 3HaueHme K¢ paBHoe 0,3 win HIDKe.

[0091] B HexoTOphIX BapHAHTAX OCYINCCTBIACHHA MO MEHBIICH Mepe 20 % KOHBIOraTa KaXIOTO CEpOTHIA
MOJTMCAaXapHIa-0CIKOBOTO HOCHTENI MOKET HMETh Ha KojoHke CL-4B 3mauenme Ky pasmoe 0,3 mnm mmke. B
HCKOTOPBIX BAPHAHTAX OCYINCCTBICHUA MO MEHBINCH Mepe 15 %, 20 %, 25 %, 30 %, 35 %, 40 %, 45 %, 50 %, 55 %,
60 %, 65 %, 70 %, 75 %, 80 %, 85 % um 90 % KOHBIOTaTa KAKIOTO CCPOTHIIA MOTHCAXAPUIA-OCTKOBOTO HOCHTEIIA
MoskeT uMeTh Ha kostouke CL-4B 3uaucnne Kg pasHoe 0,3 wmm Hibke. B HEKOTOPBHIX BapHAHTAX OCYIICCTBICHUA IO
MeHbLIeH Mepe 60 % KOHBIOTaTa KQKAO0TO CEPOTHUIIA MOIHCAXAPHIA-0CIKOBOTO HOCUTEII MOYKET HMETh HA KOJIOHKE
CL-4B znauenne K4 pasHoe 0,3 wmm Hibke. B HEKOTOPBIX BapHAHTAX OCYINECTBICHHUSA IO MeHbIIeH mepe 50-80 %
KOHBIOTAaTa KAKAOTO CCPOTHIIA MOTHCAXapHIA-OCIKOBOIO HOCHTEIA MOYKET UMETh Ha koJIoHKe CL-4B 3HaueHue Ky
paBHOe 0,3 unm HIDKe. B HEKOTOPHIX BapHAHTAaX OCYINECTBICHHA IO MEHBIIECH Mepe 65-80 % KOHBIOTaTa Ka)KIoro
CCpPOTHUIA MOJTHCAXaPUAA-0CIIKOBOTO HOCHTESI MOKET HMETh Ha KoJoHKe CL-4B 3HaucHue Kg paBHOE 0,3 mim HEKE.
B HEeKkoTOpBIX BapHAHTaX OCYILECTBJICHHS IO MEHbIIECH Mepe 15-60 % KOHBIOraTa Ka)KIOTO CEPOTHIIA cCaxapuia-
0€IKOBOT0 HOCHTEII MOXKET HMeTh Ha KostoHke CL-4B 3HaueHne Kq pasHoe 0,3 min HIDKE.

Mpodpnimakrnyeckne cnocodbI 1 MPUMEHEHHST

[0092] B eme oOmHOM acmeKkTe PACKpPBITUA NPEMAJIOKCHA  BAKIMHA, coJepamas 2 1-BaJCHTHYIO
MPOTHBOITHCBMOKOKKOBYHO) KOHBIOTHPOBAHHYH) KOMIIOZHIIHIO CO CMCIIAHHBIM HOCHTEIEM W (DapMALCBTHUYCCKH
MPUEMJIEMOE  BCTIOMOTATEIbHOE — BEILECTBO. B HEKOTOpBIX BapHaHTAX OCYIICCTBICHHSA H300PCTCHUSA
(papMaLCBTHYCCKH MPHEMICMOE BCIIOMOTATEIBHOE BEHICCTBO COACP)KHT IO MCEHBIICH Mepe Oydep, Takoi Kak
CYKIMHATHBIH Oy(ep, COTb, TAKYIO KaK XJIOPHI HATPHA, H/HIH MOBCPXHOCTHO-aKTHBHBIH arcHT, TAKOH KAK CJIOYKHBIH
3pup TMOMHOKCHATHICHCOpOWTAaHA (HampuMep, mommcopdbar 80). B HEKOTOPHIX BApHAHTAX OCYINCCTBICHHA
1/1306peTeH1/1;1 TPU WK YCTBIPC KaNCYJIBHBIX IMOJIUHCaxapuaa OT CIIGI.[I/[(l)I/['—ICCKI/IX CCPOTHIIOB, KAK YIIOMSIHYTO BBILIC,
KOHBEOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM CTOJIOHSAKA, 4 OCTAJIBHBIC KANCYJIbHBIC MOJHCAXAPUABI HAXOAATCS
cpenm 1, 3,4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F KOHBIOTHPOBAHBI C
CRM97 (21-BajICHTHAS).

[0093] B omHOM BapHaHTe OCYHICCTBICHHA KaNCyJbHBIC MONHMCaxapuasl OT cepotumoB 1, 5, 15B um 22F
KOHBIOTHPOBAHBI CO CTOIOHIIHBIM AHATOKCHHOM, a KaICyJIbHBIC MOJHCAXAPUIBI OT CCpoTHIOB 3, 4, 6A, 6B, 7F, 8,
9N, 9V, 10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F xonsroruposanbl ¢ CRM97 (21-BaneHTHA).

[0094] B npyroM BapHaHTE OCYLICCTBICHHA KAICYJIbHBIC NOJMHCAXapuabl OoT cepotumos 1, 3, 15B m 22F
KOHBIOTHPOBAHBI CO CTOIOHAYHBIM AHATOKCHHOM, 4 KaICyJIbHBIC MOJHCAXAPUABI OT cepoTumos 4, 5, 6A, 6B, 7F, 8,
9N, 9V, 10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F xorstorupyror ¢ CRMi97 (21-aneHTHAS).

[0095] B eme oAHOM BAPHAHTE OCYINECCTBICHHA KAINCYJBHBIC MOJUCAXAPUABI OT cepoTHmoBs 3, 5, 15B u 22F
KOHBIOTHPOBAHBI CO CTOIOHIYHBIM aHATOKCHHOM, 4 KaICyJIbHBIC MOJHCAXAPUABI OT cepoTumos 1, 4, 6A, 6B, 7F, 8,
9N, 9V, 10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F xonsroruposanbl ¢ CRM97 (21-BaneHTHAN).

[0096] B mexoTOpBIX BapHaHTAX OCYIICCTBICHHSA H300PETCHHS BAKIMHA BBI3BIBACT 3AIUTHBIH HMMYHHBIH OTBET ¥

CcyOBeKTa-4eT0BEKa MPOTUB 3a00IeBaHus, 00yCIOBICHHOTO HH(pEKIWEH Strepfococcus pneumoniae.
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[0097] B cooTBeTCcTBHH C AOMOIHHUTCIBHBIM ACTIEKTOM B JAHHOM PACKPHITHH IPEUIOKCH CIIOCO0 MPO(HIAKTHKA
mHpekuym wim 3aboneBaHus Streptococcus pneumoniae , CIocO0 BKIIOYAECT BBEACHHE CYOBEKTY-UCIOBEKY
mpounakTHueCKkl  3(P(PCKTUBHOTO KOJMMUCCTBA 21-BaICHTHOW MPOTHBOITHCBMOKOKKOBOH ~KOHBIOTHPOBAHHOM
KOMITO3HIMH CO CMEIIAHHBIM HOCHTEJIEM M €€ COACPKAIICH BAKIMHEL. 2 1-BaJCHTHYIO MPOTHBOMTHEBMOKOKKOBYIO
KOHBIOTHPOBAHHY 0 KOMIIO3ZHIIHIO CO CMECIIAHHBIM HOCHTEIIEM HJIH €€ COACPIKAIYI0 BAKIIMHY MO>KHO BBOJUTD JIFOOBIM
MyTeM, BKJIFOYAs, HAIIPHMED, CHCTEMHBIH HITH MyKO3aJIbHBIH Iy Th, KAK OTIMCAHO 00Jee MOAPOOHO HUKE.

[0098] B HexoTOpBIX BapHAHTAX OCYMICCTBICHUS H300PETCHHA CYOBEKT-YETIOBEK ABICTCA MOXKHUIIBIM YEIIOBEKOM,
u 3a00JCBaHHC MPCACTABIICT COOON IMHCBMOHHUIO I HHBA3HBHOC ITHCBMOKOKKOBOC 3abonesanue (IPD). B
HCKOTOPBIX BAPHAHTAX OCYHICCTBICHHA H300PCTCHUS MOKUIIOH CYOBEKT HAXOAUTCS B BO3PACTE IO MeHbIICH Mepe 50
neT. B apyrux BapuaHTax OCYINCCTBIICHHA IMOKIION CYOBEKT HAXOAUTCS B BO3pACTe MO MEHBINCH mMepe 55 mer. B
CIIIC APYTUX BAPHAHTAX OCYIICCTBJICHUS MOKUIOH CYOBCKT HAXOIUTCS B BO3PACTE IO MEHBIICH Mepe 60 meT.

[0099] B mpyrux BapuaHTax OCYIUECCTBICHHUS H300pETCHUA CyOBEKT-UEIOBECK ABIACTCS PEOCHKOM, H 3a00JC¢BaHNC
MPEACTaBIACT COOOH MHEBMOHHIO, WHBA3HBHOC ITHCBMOKOKKOBOC 3abonepanue (IPD) mmm ocTpoe BOCHAsCHHE
cpexHero yxa (AOM). B HEKOTOpBIX BapHAHTAX OCYINCCTBIICHHS H300pCTCHUA PSOCHOK HAXOAUTCA B Bo3zpacte 0-2
roga. B mpyrux BapHaHTax OCyIIECCTBICHHA H300peTCHIA peOCHOK HAXOAUTCA B BO3PAcTe OT 2 10 15 Mecsues.
[00100] B eme oaHOM BapHaHTE OCYIICCTBICHUA H300PETCHHUS CYOBCKT-UCIOBEK B BO3pAcTe OT 6 Heaeap A0 17 et
ABJACTCS PeOCHKOM, H 3a00JCBaHHE MPEACTABIICT OO0 MHEBMOHMIO, HHBA3HBHOE THEBMOKOKKOBOE 3a00JICBaHUE
(IPD) umu octpoe BocmancHue cpeanero yxa (AOM). B ompeneneHHBIX BapHAHTAX OCYLICCTBICHUS W300PCTCHUA
CyOBEKT-UETOBEK HAXOMUTCSA B BO3PACTe OT 6 Helenab 40 5 neT. B apyrux BapHaHTax OCYINECTBICHUA H300pETCHUA
CyOBEKT-4eTOBEK HAXOJUTCA B Bo3pacTe oT 5 10 17 71er.

[00101] KonmuecTBO KOHBIOTara B KaKIOH M03€¢ BAKUMHBI MM NPOQHIAKTHYECCKH S(PPEKTHBHOE KOIHYECTBO
MOJTHBAJICHTHOH MPOTHBOITHEBMOKOKKOBOH KOHBIOTHPOBAHHOW KOMITO3HIUH CO CMCHIAHHBIM HOCHTEIEM MOYKHO
BBIOHPATH KAaK KOJTHYCCTBO, KOTOPOC 00CCICUHBACT MPO (PHIAKTHKY 0C3 CYIICCTBCHHBIX HEOIArOMPUATHBIX 3D (PCKTOB.
Takoe KOJHYECTBO MOKET BAPbHPOBATH B 3aBHCHMOCTH OT ITHCBMOKOKKOBOTO cepotuma. B memom, kaxmas mosza
MOJKCT BKJTIOYATh B ¢cOs 0T 0ko10 0,1 MKr 10 okoo 100 MKr mosmcaxapuaa, KOHKpETHO 0koj10 ot 0,1 mo 10 Mkr, u
Ooyice KOHKPETHO OT OKOJO 1 MKr 10 0K0J0 5 MKr. ONTHMAaJIbHBIC KOJTHYECTBA KOMIOHCHTOB IS KOHKPETHOH
BAKIMHBI MOTYT YCTAHABIMBATHCHA CTAHJAPTHBIMH  WCCICAOBAHWAMHM, BKIIOYAIONMMH HAOMIOACHHE 34
COOTBETCTBYIOIIMMH HMMYHHBIMH PCAKIHsAMH y CyObekTa. Hampumep, KOIH4eCTBO A BaKIWHALMH CyOBCKTa-
YEIOBEKA MOYKHO ONPEICIATh SKCTPANIOJSIUCH Pe3yIbTaTOB UCCIICA0BAHAH HA JKUBOTHBIX. KpoMme Toro, 103y MOKHO
OTIPEACTIATH SMIHPHYCCKH.

[00102] B HekoTOpBIX  BapWaHTAaX  OCYINCCTBICHHA  HM300pEeTCHUS  BakuwHa  wim  21-BajeHTHas
TIPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIS CO CMEIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATH COO0H
oaHy 103y 0,5 M1, IPUTOTOBJICHHY IO B BH/E MPENapaTa, KOTOPBI COAEPKUT OT OKOJIO 1 MKT IO OKOJIO 5 MKT KQyKIOTO
KaMCyJHHOTO TOJTUCAXapuaa; OT 0komo 1 Mkr a0 okono 30 mxr TT; ot oxomo 20 Mkr 10 okomo 85 Mkr CRMie7; 1
HeoOs3aTenbHO 0T 0kouIo 0,1 Mr 10 okouto 0,5 MT aTPFOBAHTA U3 SIEMEHTAPHOTO AMFOMHHAA. B HEKOTOPHIX BAPHAHTAX
OCYINCCTBICHHUS HM300PETCHUS BAKUWHA WM 21-BajCHTHAs INPOTHBOITHCBMOKOKKOBAS KOHBIOTHPOBAHHAS
KOMITO3HIS CO CMEIIAHHBIM HOCHTEJIEM MOXKET NMPEICTABIATh CO00H oxHy 103y 0,5 MII, IPHTOTOBJICHHYIO B BHIC
MpenapaTa, KOTOPBIH COACPIKHT OT OKOJO 2 MKI A0 OKOJO 2.5 MKI Ka)KIOTO KamCyJIbHOTO MOJHCAXaphAaa, 3a
HCKJTFOUCHHCM cepoTuma 6B 1 HeoOA3aTeIbHO cepoTHTA 3; KOTOPBIC MPHCYTCTBYCT B KOJUUCCTBE OT OKOJIO 4 MKT 110
OKOJIO 5 MKT; OT OKOJIO 2 MKT 10 0koJio 25 Mkr TT; ot okono 40 Mkr 1o okojo 75 Mkr CRMi¢7; B HEOOS3aTSITLHO OT

okouio 0,1 Mr 10 okoa0 0,25 Mr aABIOBAHTA U3 JIEMEHTAPHOTO ATFOMHHHUS.
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[00103] B HekoTOpBIX  BapmaHTAax  OCYINEGCTBICHHA  HM300pETCHWS  BakmwHa  wim  21-BajeHTHas
TIPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAA KOMITO3HIS CO CMEIIAHHBIM HOCHTEJIEM MOJKET ITPEACTABIATH COO0H
oaHy 103y 0,5 M7, OPUTOTOBICHHYIO B BHAC MPENApaTa, KOTOPBIH COASPKUT OKOMO 2,2 MKI KKIOTO KamcCyJbHOTO
TIOJIMCAXAPUAA, 3a HCKIIFOUECHUEM CEpOTHIIA 6B; KOTOPBIN NPHCYTCTBYET B KOJIHYECCTBE OKOIO 4,4 MKT.

[00104] B HekoTOpBIX  BapWaHTAax  OCYINECCTBICHHA  HM300pEeTCHHS  BakmWHA  wiM  21-BajeHTHas
MIPOTHBOITHEBMOKOKKOBAsA KOHBIOTUPOBAHHAA KOMITO3HIHS CO CMEIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATh COO0H
oaHy 103y 0,5 M, IpUTOTOBJICHHYIO B BHAC NpEmapara, KOTOPBIH COACPKHT OT OKOJO 2 MKI A0 OKOJO 2,5 MKr
Ka)KJOTO KarCyJIbHOTO IOJIHCAXAapHIa, 32 HCKIFOUCHHEM 0 INECCTH KANCYJBbHBIX IMOJIHCAXAPHIOB, BBIOPAHHBIX H3
TPYIIBL, COCTOAMICH U3 cepotumnos 1, 3, 4, 5, 6B, 9V, 19A u 19F; xaXaslif 03 KOTOPHIX MPUCYTCTBYCT B KOJIMYCCTBE
OT OKOJO 4 MKI J0 OKOJO 5 MKI. B 0JHOM BapHaHTE OCYINECTBICHHS H300pPETCHHSA OO LICCTH KAICyJIbHBIX
MOJTMCAXAPH/IOB, IPHCYTCTBYIOIIHX B KOJHUYECTBE OT OKOJIO 4 MKT IO OKOJIO 5 MKT, BBIOPAHBI U3 TPYIIIBI, COCTOAICH
u3 cepotunos 1, 3, 4, 6B, 9V, 19A u 19F. B apyrux BapuaHTax OCYINCCTBJICHMA H300pETCHMA BAKIMHA Wi 21-
BAJICHTHAs IPOTHBOIIHCBMOKOKKOBASA KOHBIOTHPOBAHHAA KOMIIO3HLUSA CO CMCIIAHHBIM HOCHTEJIEM MOXKET
MPEACTaBIATh COOOH omHy 03y 0,5 MJI, MPUTOTOBICHHYIO B BHIC MpemapaTa, KOTOPbIH COACPKUT OKOJIO 2,2 MKT
Ka)KJOTO KarCyJIbHOTO IOJIMCAXAPHAA, 32 HCKIIOYCHHEM O IICCTH KANCYJBbHBIX MOJIHCAXAPHIOB, BBIOPAHHBIX H3
TPYIIBL, cCOCTOAMmECH U3 cepotunos 1, 3, 4, 5, 6B, 9V, 19A u 19F; kaKaslif U3 KOTOPHIX NPUCYTCTBYET B KOJIMUYCCTBE
okono 4,4 Mxr. B oZHOM BapuaHTE OCYINCCTBJICHHS H300pPCTCHHSA M0 INCCTH KaINCYJbHBIX MHOJHCAXAPHIOB,
MPUCYTCTBYIOIIUX B KOJIUYECTBE 0KOJIO 4,4 MKT, BRIOpaHBI H3 IPYIIIBL, COCTOSIIEH U3 cepotumnos 1, 3, 4, 6B, 9V, 19A
u 19F.

[00105] B  HCKOTOpBIX  BapHaHTaX  OCYLICCTBICHHA  HM300pCTCHHs  BakuWHA WM 21-BajeHTHas
MPOTHBOMHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIUS CO CMCIIAHHBIM HOCHTEJICM MOJKET IMPEACTABIATH COO0H
oaHy 103y 0,5 M, MPUTOTOBJICHHYIO B BHAC MpENapara, KOTOPBIH COACPKHUT OT OKOJO 2 MKT A0 OKOJO 2.5 MKr
KaICyJIbHBIX TOTHCAXapHIOB cepoTumoB 4, 5, 6A, 7F, 8, 9V, ON, 10A, 11A, 12F, 14, 15B, 18C, 22F, 23F u 33F, u ot
0KOJIO 4 MKT 10 OKOJIO 5 MKT KarCyJIbHBIX MMOJIMcCaxapuaos cepotumnos 1, 3, 6B, 19A u 19F.

[00106] B  HekoTOpBIX  BapHaHTAaX  OCYINCCTBICHHA  HM300pETCHUS  BakuWHA  wid  21-BajeHTHas
TPOTHBOTHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIUS CO CMCIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATH COO0H
oaHy 103y 0,5 M, MPUTOTOBJICHHYIO B BHIC MPENapara, KOTOPBIH COACPKHT OT OKOJO 2 MKI A0 OKOJO 2.5 MKr
KanCyJbHBIX TOJTHCAXapuIoB cepotumioB 1, 5, 6A, 7F, 8, 9N, 10A, 11A, 12F, 14, 15B, 18C, 22F, 23F u 33F, u ot
OKOJI0 4 MKT IO OKOJI0 5 MKT KANCyJTbHBIX MOJTHCAXAPHIOB cepoTumoB 3, 4, 6B, 9V, 19A u 19F.

[00107] B  HexkoTOpBHIX  BapWaHTaX  OCYINCCTBICHHA  H300pPETCHHSA  BakIWHA WiIH  21-BajJeHTHaA
TIPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIUS CO CMEIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATH COO0H
oany o3y 0,5 M, DPUTOTOBICHHYIO B BHAC NpEenapara, KOTOPBIH COACPXKUT OT OKOJO 2 OO0 OKOJO 2,5 MKr
KaMCyJbHBIX TOHcaxapuaoB cepotunos 1, 4, 5, 6A, 7F, 8, 9V, 9N, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, 1 0T OKOJIO 4 MKT JO OKOJO 5 MKT KancCyJIbHBIX NOJHCAXAPHIOB CEPOTHIIOB 3 H 6B.

[00108] B HekoTOpBIX  BapWaHTAaX  OCYINEGCTBICHHA  HM300peTCHUS  BakuwHa  wim  21-BajeHTHas
TIPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIS CO CMEIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATH COO0H
oany o3y 0,5 M, DpPUTOTOBICHHYIO B BHAC NpENapara, KOTOPBIH COACPKUT OT OKOJO 2 OO0 OKOJIO 2,5 MKr
KaMCyJbHBIX TOHcaxapuaoB cepotunos 1, 4, 5, 6A, 7F, 8, 9V, 9N, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, u 0T OKOJI0 4 MKT 10 OKOJIO 5 MKI KaNiCyJbHBIX MMOTHCAXapUAOB cepoTuna 6B, U 0T 0K0I0 8 MKT 10 OKOJIO
9 MKI KamncyJpHBIX MOJNHCAXapUIOB cepotuma 3, W Oojee MPEANOYTHTEIBHO OKONO 8.8 MKI KarcCyJbHOTO

TOJICaxXapuaa CepoTuma 3.
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[00109] B HekoTOphIX BapHMaHTaX OCYHICCTBICHHSA H300peTeHUs 21-BalcHTHAsI NPOTHBOITHEBMOKOKKOBAS
KOHBIOTUPOBAHHAS KOMIIO3HOHUA CO CMCIIAHHBIM HOCHTCICM WM COACP/KAIIAA ©C BAKIWHA JOMOTHHTCIHHO
COJCPYKHT B KAUCCTBE BCIIOMOTATCIIFHBIX BEIIECCTB Oy (hep U3 XIOpHAAa HATPHA U CYKIIMHATA HATPHUSL.

[00110] B HCKOTOPBIX BapHAHTAX OCYIICCTBICHHA W300peTCHHUA 21-BaJCHTHYIO NPOTHUBOIHCBMOKOKKOBYHO
KOHBIOTHPOBAHHYHK) KOMITO3UIIMIO CO CMCIIAHHBIM HOCHTCJICM MOTYT TOTOBHTH B BHIC JKHAKOH JICKAPCTBCHHOI
(opMBI, B KOTOPOH KaKIABIH W3 IMHEBMOKOKKOBBIX KAINCYJBHBIX MOiHcaxapuaos cepotmmos 1, 5, 15B u 22F
KoHBIOrUpoBaHbl ¢ TT, a KanCyIpHBIC OTUCAXapUABI OT CEPOTHIOB 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14,
18C, 19A, 19F, 23F u 33F xonstoruposanbl ¢ CRM¢7 (2 1-BanerTHAs). Kaxkayro 103y 0,5 M1 MOKHO TOTOBUTH B BHIC
JKHIKOH JIeKapCTBEHHOH (opmbl, conepikammeii: OKkoido 2,2 MKr KaKIOTO KaIlCyJIbHOTO IIOJIMCaxapuia, 3a
uckmoucHneM Cepotun 6B B komyecTse OKOJIO 4,4 MKT;, OT OKOJIO 2 MKT 0 OKOJIO 25 MKr Ocika-Hocutemt TT
(Tompko A cepotumnos 1, 5, 15B u 22F) u ot okono 40 Mkr 10 oxoi0 75 Mir 6enka-Hocutess CRMio7; 0k0JI0 OT
0,125 mr g0 0,250 Mr agpOBaHTA HIEMCHTAPHOTO aTFOMUHUA (00710 0T 0,5 10 1,2 Mr (ocara amomunus); u 6yep
U3 XJIOPHIA HATPUA U CYKIIMHATA HATPUA, B KAUCCTBE BCIIOMOTATCIIBHBIX BCIICCTB.

[00111] B HEkOTOpPBIX BapHAHTAX OCYIICCTBICHHA H300peTeHHA 21-BaJCHTHYIO IPOTUBOIHCBMOKOKKOBYIO
KOHBIOTUPOBAHHYH) KOMITO3UIIMIO CO CMCIIAHHBIM HOCHTEICM MOTYT TOTOBHUTh B BHIC KUAKOH JICKAPCTBCHHOM
(popMBI, B KOTOPOH KKABIH M3 ITHCBMOKOKKOBBIX KAIICYJIBHBIX HOJIMCAaXapHaoB cepotumos 3, 5, 15B u 22F
KkoHBrOrupoBansl ¢ TT, a KancyapHBIC MOJUcaxXapuabl OT cepoTHIoB 1, 4, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14,
18C, 19A, 19F, 23F u 33F kowstorupoBansl ¢ CRMy; (21-BancHTHast). B 0qHOM BapHaHTax OCYINCCTBICHUS
H300peTeHUS KAy 103y 0,5 MII MOKHO TOTOBHUTH B BHIC JKHIKOW JICKAPCTBCHHOH (POPMBI, COACPIKALICH: OKOJIO
2,2 MKT KQKI0TO KancCyJIbHOTO MOJHCAaXapu/aa, 3a HeCKmoueHHeM CepoTum 6B B komuiecTBe 0K0J0 4,4 MKT; OT OKOJIO
2 MKr 10 0K0J10 25 Mkr 6enka-Hocutemst TT (Tossko murst cepoTumnos 3, 5, 15B u 22F) u ot okosio 40 MKT 70 OKOJIO
70 Mkr 6emka-Hocute 1 CRM 97, 00110 OT 0K0J10 0,125 Mr 10 0k0710 0,250 MT A BIOBAHTA HJICMCHTAPHOTO ATFOMHHHES
(oxono ot 0,5 mo 1,2 mr ¢ocdara amomunus); u Oydep U3 XIOpHAa HATPHUSA W CYKIMHATA HATPHSI, B KA4CCTBE
BCIIOMOTATEJIbHBIX BEHICCTB. B OJHOM BAapHAHTE OCYILICCTBICHUSA H300PETCHHA KAXKAYIO 103y 0,5 M MOXKHO
TOTOBHTH B BUJIC )KHAKOH JICKAPCTBEHHOH (DOPMBI, COEpIKAICH: OKOJI0 2,2 MKT K’KAOTO KaNCYJIbHOTO HOIHCAXAPH/IA,
32 HCKITFOYCHHACM J0 IICCTH KATICYJIHHBIX CCPOTHIIOB, BRIOPAHHBIX M3 TPYIIEL, COCTOSIMICH 13 cepoTHmos 1, 3, 4, 5, 6B,
9V, 19A u 19F B xoqm4ecTBE OKOJIO 4,4 MKT, OT OKOJIO 2 MKT JI0 OKOJO 25 MKr O¢iaka-Hocutead TT (TOMBKO Jis
cepotumos 3, 5, 15B u 22F) u ot oxomo 40 mxr g0 oxono 70 mxr 6emka-Hocutens CRM o7, oT okono 0,125 mr 10
oxo710 0,250 MT aTBIOBAHTA AICMCHTAPHOTO AFOMHUHHEA (0T 0k010 0,5 10 0k0710 1,2 Mr (hochara amomuHws); U Oy pep
W3 XJIOpHAA HATPHA W CYKIMHATA HATPHA, B KAYCCTBC BCIIOMOTATCIBHBIX BCHICCTB. B OXHOM BapHAHTC
OCYIICCTBIICHHA M300PCTCHHUA 0 IMICCTH KANCYJIBHBIX MOJIHCAXAPHIOB B KOJHYCCTBS OKOJO 4,4 MKI BBIOpAHBI W3
Tpynmel, coctosameid w3 cepormmoB 1, 3, 4, 6B, 9V, 19A u 19F. B cme apyroM BapHaHTC OCYIICCTBICHHA
H300PCTCHUA KAKIYEO 103y 0,5 MJT MOJKHO TOTOBHTH B BH/C JKHUIKOH JTCKAPCTBCHHOM (DOPMBI, COACPIKAIICH: OKOJIO
2,2 MKT Ka)KI0TO KANCYIHbHOTO TOJTHCAXAPH/IA, 32 HCKITFOUCHHEM CepoTHmioB 1, 3, 6B, 19A u 19F B KOTHICCTBE OKOJIO
4,4 MKT; OT OKOJIO 2 MKT 70 OKOIO0 25 MKT 6¢mka-rHocuteasa TT (tomsko qist ceporumnos 3, 5, 15B u 22F) u ot oxomo
40 Mxr 1o oxo0 70 Mir 6emka-HocuTe T CRM97; OT 0k0110 0,125 Mr 10 ox0710 0,250 MT aTBIOBAHTA IICMCHTAPHOTO
amomuHus (0T okouo 0,5 10 okouso 1,2 mr ocdara amromuHNA);, 1 Oydep U3 XIOpHIa HATPHA W CYKIIMHATA HATPH,
B KAYCCTBC BCIIOMOTATCTHHEIX BCIICCTB.

[00112] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHHA W300peTCHHUA 21-BaJICHTHYIO NPOTHBOIHCBMOKOKKOBYHO
KOHBIOTHPOBAHHYHK) KOMITO3UIIHIO CO CMCIIAHHBIM HOCHTCICM MOTYT TOTOBHTH B BHAC JKHAKOW JICKAPCTBCHHOI
(opMBEI, B KOTOPOHl KaKIABIH W3 IMHEBMOKOKKOBBIX KAINCYJBHBIX mMoimcaxapuaos cepormmos 1, 3, 15B u 22F

KOHBIOTHPOBAHHI ¢ TT, a KanCyIbHBIC OTHCAXapUABI OT CCPOTHIOB 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14,
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18C, 19A, 19F, 23F u 33F xomsrorupoanbl ¢ CRMi¢; (21-BancHTHA®). B ogHOM BapmaHTax OCYINCCTBICHHA
H300pPEeTCHUA KAKIYEO 103y 0,5 MJT MOKHO TOTOBHTH B BH/C JKHUIKOH JTCKAPCTBCHHOM (DOPMBI, COACPIKAIICH: OKOJIO
2,2 MKT KaKI0TO KaNCyJIbHOTO MOJHCaXapu/aa, 3a uekmoueHneM Cepotun 6B B kommiecTsBe 0koJ0 4,4 MKT; OT 0KOJIO
2 MKT 10 0K0J10 25 MKr Oenka-Hocutensd TT (tompko mia ceporumos 1, 3, 15B u 22F) u ot oxomo 40 MKT 70 0KOJIO
75 mxr 6emka-rocure s CRMi97; 0k0110 0T 0010 0,125 Mr 10 0k0710 0,250 MT aTBIOBAHTA IICMCHTAPHOTO ATFOMIHHSA
(oxomo ot 0,5 mo 1,2 mr ¢ocdara amomuuust); u Oydep w3 Xmopuaa HaTpHUA W CYKIMHATA HATPHS, B KAa4eCTBE
BCIIOMOTATEIIBHBIX BEIECTB.

[00113] B HekoTOpBIX BapHAHTaX OCY IECTBICHHS H300PETCHU KUAKOH JIeKapCTBCHHON (POPMOIT MOKHO HAMTOTHATH
IONPHIIBI ¢ OTHOKPATHOH 10301 6¢3 KOHCepBaHTa. [10Cae BCTPAXUBAHKA KUIKAA JICKAPCTBCHHAA (JopMa CTAHOBUTCA
BaKI[HOH, KOTOPAs ABJIIETCS TOMOTCHHOM O€JI0# CyCNeH3HEH, TOTOBOM ISl BHY TPUMBIIICYHOTO BBEICHUA.

[00114] 21-BaneHTHYI0 NPOTHBONMHECBMOKOKKOBYH) KOHBIOTHPOBAHHYIO KOMIO3HIMIO CO CMCIIAHHBIM HOCHTEICM
MO’KHO BBOJHTH B BHJC OJHOKPATHON MHBCKIMH MM KAaK YacTh CEpuu UMMyHm3auui. Hanpumep, 21-BascHTHY 1O
MIPOTHBOITHEBMOKOKKOBY O KOHBIOTHPOBAHHY F0 KOMIIO3HIHIO CO CMEIIAHHBIM HOCHTEIIEM MOKHO BBOIHTS 2, 3, 4 nim
0osee pa3 B COOTBETCTBYIOIIUM 00pa30M PacHpeIC/ICHHBIC HHTCPBAIbI, Takue Kak 1, 2, 3, 4, 5 wiu 6 MecAIHbIC
HHTCPBANBL, HIM HX KOMOMHAIMIO. B HEKOTOPBIX BAapHAHTAX OCYIMICCTBJICHHA H300peTcHHA 2 1-BaJCHTHYIO
MPOTHBOITHEBMOKOKKOBYH0 KOHBIOTHPOBAHHYI0 KOMITOZHIHIO CO CMCHIAHHBIM HOCHTEIECM BBOIAT PEOCHKY 4 pasa B
mpeaenax nepBbIxX 15 Mecsies mociae poyKACHUS, BKIIIOUYAd, HAPUMEpP, B BO3pacTe 0koJo 2, 3, 4 u 12-15 mecsues; B
BO3pacTe 0koJ0 3, 4, 5 u 12-15 Mecsues; Wi B Bo3pacte 0kouo 2, 4, 6 u 12-15 Mecanes. Ty IEPBYIO 103y MOYKHO
BBOJUTH YKC& B BO3pacTe 6 Heaenb. B apyrom BapHaHTE OCYIICCTBICHHS H300peTCHHA 21-BaJCHTHYIO
MPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYI0 KOMITO3HIIHIO CO CMEIIAHHBIM HOCHTEJIEM BBOJAT PeOCHKY 3 pasa B
mpeaenax NePBhIX 15 MecsIeB Moce POKIACHH, BKIFOUas, HaIpuUMep, 0Koao 2, 4 u 11-12 mecsues.

[00115] TMonruBaneHTHAs MPOTHBOMHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMIIO3HIHS CO CMCIIAHHBIM HOCHTEIIEM
TAKKC MOJXKCT BKIIOUATH B ccOa omuH wim Oojce OcnmkoB w3 Streptococcus pneumoniae. Hampumep Oemkxu
Streptococcus pneumoniae, MOAXOJAINUE IS BKIFOUCHHS, OXBATHIBAIOT YCTAHOBICHHBIC B MCKAY HAPOTHOH 3asBKC
Ha mareHT W(0O02/083855, a Takske OMHCAHHBIC B ME)KIYHAPOIHOH 3asBKe Ha mateHT W(002/053761.

[00116] 21-BaneHTHYIO MPOTHBOMHEBMOKOKKOBYH) KOHBIOTHPOBAHHYIO KOMIIO3HIIMIO CO CMEIIAHHBIM HOCHTEIEM
MOYKHO BBOAMTH CYOBCKTY IIOCPEACTBOM OJHOTO WM OOJiee MyTeH BBEACHUS, H3BECTHBIX CPEIHEMY CHCIHAICTY B
JAHHOW 00JacTH, TAKOTO KaK NMApCHTCPANbHBIN, TPAHCACPMANBHBIA HIH TPAHCMYKO3AJIbHBIH, WHTPAHA3AIbHBIMH,
BHY TPUMBIIICYHBIH, BHY TPHOPIOIIWHHBIN, BHY TPHKOJKHBIH, BHY TPHBCHHBIH HJIH NMOAKO)KHBIH MyTh, H MOKET OBITH
COOTBETCTBCHHO NPHTOTOBJICHA B BHAC IpemapaTta. 21-BaJeHTHYIO MPOTHBOITHEBMOKOKKOBYIO) KOHBIOTHPOBAHHYIO
KOMITO3HIIMEO CO CMEIIAHHBIM HOCHTEJICM MOKHO TOTOBHUTH B BH/C IPETIAapaTa, KOTOPHIH JOHKECH OBITh COBMECTHMBIM
C MPEANOIATacMBbIM ITyTEM BBEACHHA.

[00117] B HCKOTOPBIX BApHAHTAX OCYIICCTBICHHA W300peTCHHUA 21-BaJICHTHYIO TPOTHUBOIMHCBMOKOKKOBYHO
KOHBIOTHPOBAHHYI0 KOMIIOZUIIHIO CO CMCIIAHHBIM HOCHTEICM MOXXHO BBOJHWTH B BHJAC KHAKOH JICKAPCTBEHHOM
(pOopMBI TIyTEM BHYTPHMBINICYHOW, BHYTPHOPIOIIMHHON, IMOJKOXKHOW, BHYTPHBCHHOH, BHYTPHAPTCPHATBHOW HIH
TPaHCACPMATBHON HHBCKLIUH, MU PECIHPATOPHO-MYKO3aTbHOM HHBCKITHCH. 21-BaneHTHYIO
TIPOTHBOITHEBMOKOKKOBYFO KOHBIOTHPOBAHHY O KOMITOZHIIHIO CO CMEIIAHHBIM HOCHTEJIEM MOKHO TOTOBHTD B XKHAKOH
(dopme mwm mouam3npoBaHHOH (popMme. B HEKOTOPHIX BapHAHTAX OCYINECCTBICHUS H300PETCHUA HHBEKIHOHHBIC
KOMITO3HIMHA TOTOBAT B OOBMHBIX (popmax, 10O B BHAC >KUIKHX PACTBOPOB HIIM CYCIICH3HH, TBEPABIX (opm,
TIOAXOSIIHX I MOJYYCHHSI PaCTBOPA WM CYCIICH3UH B YKHIKOCTH, IIEPE HHBCKIHCEH, MO0 B BUAC 3MyIbcHi. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHS H300PETCHHS PACTBOPHI U CYCIICH3HH ISl HHBCKIHI TOTOBST H3 CTEPHIBHBIX

MOPOMIKOB WM rpaHyd. OOnme peKOMEHIAMH MO NPHIOTOBICHHEO JCKAPCTBCHHOW (JOPMBI H MPOH3BOICTBY
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(papManEeBTHYECKUX CPEACTB /I BBEACHHSA STHMH Iy TAMH MOXKHO HAWTH, HAPHMED, B Remington’s Pharmaceutical
Sciences, 19" ed., Mack Publishing Co., Easton, PA, 1995; BKIrOUCHHOI B JaHHBIH JOKYMEHT MOCPEACTBOM CChLIKH.
B Hactosdmmee BpeMs NEPOPAIbHBIA MM HA3aAbHBIA CIPEH WIM acpO30JIbHBIN IyTh (Hanpumep, WHTATALHCH)
HamOOoJIee YacTO MCHONB3YIOTCA I JOCTABKH TCPANICBTHUCCKHUX arcHTOB B JICTKHE W JBIXATCIBHYIO CHCTEMY. B
HEKOTOPBIX BAPHAHTAX OCYLICCTBICHUA H300peTeHU 2 1-BaICHTHY O MPOTHBOITHEBMOKOKKOBYHO KOHBIOTHPOBAHHY O
KOMIIO3HIUIO CO CMECHIAHHBIM HOCHTENIEM BBOJAT, HCIOJB3ySA YCTPOHCTBO, KOTOPOE JOCTABIACT OTMEPECHHYIO
JO3UpoBKY kommosunuu. [loxxomsmue ycTpodicTBa /Uil NPUMEHCHHS TPH  JOCTABKE  BHYTPHKOXHBIX
(papMaLEBTHYECKUX KOMIIO3HIUH, OMMMCAHHBIX B JAHHOM JOKYMCHTE BKIIOYAIOT YCTPOHCTBA C KOPOTKHMH UIJIAMH,
Takue kak omucanHbie B mateHTe CIIIA Ne 4,886,499, matente CIIIA Ne 5,190,521, matente CIITA Ne 5,328,483,
nateHte CIITA Ne 5,527 288, marente CIIIA Ne 4,270,537, matente CIITA Ne 5,015,235, marente CIITA Ne 5,141,496,
mareHte CIJA Ne 5417,662 (Bce U3 KOTOPHIX BKIIOUCHBI B JAHHBIH JOKYMCHT IOCPEACTBOM CCBLIKH).
BHYTpPHKOKHBIC KOMIIO3HLIMH TAaKKE MOKHO BBOAUTH YCTPOWCTBAMH, KOTOPBIC OTPaHHYHBAIOT 3(P(EKTHBHOC
MIPOHUKHOBCHHCE JJIHHBI HIJIBI B KOKY, Hanpumep onucanHsie B W01999/34850, BKIIOUCHHON B JAHHBIH TOKYMEHT
MyTEM CCBUIKH, HX (DYHKUMOHAIBHBIMH JKBHBAJCHTAMHU. [IpHTOAHBI Takoke YCTPOHCTBA A CTPYHHOH HHBCKLHH,
KOTOPBIC JOCTABAIOT JKHIKHE BAKIUHBI B KOJKYy IOCPEACTBOM CTPYHHOIO SKHAKOCTHOTO HHKCKTOPA HIH
MOCPEACTBOM HUIJIbI, KOTOPas MPOKAJIBIBACT POTOBOH CIIOM KOKH U CO3ACT CTPYIO, JOCTUTAIOIIYIO KOXKH. Y CTPOHCTBA
LU CTPYHHON HHBEKIUH OmUcaHbl, HanpuMmep, B mareHte CIIIA Ne 5,480,381, marente CIIIA Ne 5,599,302, marente
CIIIA Ne 5,334,144, mareure CIITA Ne 5,993,412, matente CIIIA Ne 5,649,912, matente CIIIA Ne 5,569,189, marcHTte
CIIIA Ne 5,704,911, marenre CIITA Ne 5,383,851, marente CIIIA Ne 5,893,397, matente CIIIA Ne 5,466,220, marcHTe
CIIIA Ne 5,339,163, mat. CIIIA Ne 5,312,335, mat. CIIIA Ne 5,503,627, mar. CIIIA Ne 5,064,413, marente CIIIA Ne
5,520,639, marente CIITA Ne 4,596,556, matenre CIITA Ne 4,790,824, marente CIITA Ne 4,941,880, matenre CIITA
Ne 4,940,460, WO1997/37705 u WO1997/13537 (Bce W3 KOTOPBIX BKIFOUCHBI B JAHHBIA JOKYMCHT MOCPCACTBOM
ccbuTkd). TIpurogHel Takxke OAMTHCTHYCCKHE YCTPOMCTBA JOCTABKH MOPOMIKA/YACTHI], B KOTOPBIX MPHMCHSICTCS
C)KaThIH ra3 JUIsl YCKOPESHHS BAaKIHHBI B TIOPOIIKOBOH (POPME C LEIBI0 MPOHUKHOBEHHS YCPE3 BHCITHAUE CIIOU KOXKH B
smuaepmuc. Kpome TOro, MOYKHO HCHOJIB30BATh OOBIMHBIC INIPHIBI B KJIACCHYCCKOM crocode Manrto (Mantoux)
BHY TPUKOKHOTO BBCICHHS.

[00118] TIpemapaTsl I MApEHTCPATBHOTO BBEACHHS BKIFOUAIOT B CEOS CTCPHIIBHBIC BOJIHBIC HIH HCBOJHBIC
PACTBOpBI, CYCHEH3HH H OSMyJbCHH. [IpuMepsl HEBOAHBIX PACTBOPUTENCH BKIIIOYAOT IPONUICHITIUKOIb,
TIOJTHATHJICHTTHKOJTb, TAKHE MACJIA, KaK OJIHBKOBOE MACIIO, U TAKHEC HHBCKIIHOHHBIC OPTaHMYCCKAC CITOKHBIH (PHPBI,
Kak stuionear. [IpuMmepsl Macia BKTIOYAIOT B ceOsf MAclIO PACTHTEIBHOTO HIH JKHBOTHOTO HMPOHCXOXKICHHUA,
apaxucoBOE MAaCJI0, COEBOE MAcCJo0, OJHBKOBOEC MAcCJO, MOACOJHEYHOE MACTIO, MACTIO U3 NICYCHH PBIO, CHHTETHYCCKOS
MACIO, TAKOE KaK CYI0BOC MACJIO, U JHUIIUABL, MOTYUCHHBIC H3 MOJIOKA HIH L. BOIHBIN HOCHTEIh BKIIOYACT BOAY,
CIHPTOBO/BOIHBIH PACTBOP, SMYJIbCHU HJIH CYCIICH3HH, BKIFOUAs COJCBOH pacTBOop H 3a0ydepeHHble cpempl. K
MAPCHTEPAIBHBIM HOCHTEIIAM OTHOCATCA PACTBOP XJOPHAA HATPHA, ACKCTPO3HBIN pacTBOp PuHrepa, ackcrposa u
XJIOpHA HATPHS, JAKTaTHBIN pacTBop PuHrepa mmm Heneryume macrma. K BHYTPHBEHHBIM HOCHTEISIM OTHOCSATCS
PACTBOpBI [ BOCTIOJHCHHA JKHAKOCTH W NHTATCIBHBIX BEHICCTB, PACTBOPHI I BOCIOJHCHHA JICKTPOIHTOB
(HampuMep Takue, KOTOPBIC OCHOBAHBI HA JEKCTPO3HOM pacTBOpe PuHrepa) m 1. m. MOryT Takke MPHCYTCTBOBATh
KOHCEPBAHTHI W JpyTHE J0OABKH, TAaKHEC KAK, HANPHMEP, MPOTHBOMHKPOOHBIC, AHTHOKCHAAHTHI, XCIATHPYIOIIHC
arcHTHI U HHEPTHBIC Ta3hl H T. II.

[00119] 21-BancHTHYI0 NMPOTHBONMHEBMOKOKKOBYK) KOHBIOTHPOBAHHYIO KOMIO3HIHIO CO CMCIIAHHBIM HOCHTEIEM
MO’KHO TOTOBHTH B (hopMe (DIaKOHA C CAMHHYHOHN 1030H, (DIaKOHA C MHOTOKPATHOH M030# WIH MPSABAPUTCIIEHO

HAMOJHEHHOTO mmpuna. GapManeBTHUECKH MPHEMIIEMBIH HOCHTEIb U JKHAKOH JIEKapCTBCHHOH (JOPMBI BKIIFOYACT

22



BOJHBIH WM HEBOJHBI PACTBOPHTCHb, CYCHCH3HMIO, SMYJIbCHI0 HIM Macino. Kommoswimmsa MOXeT OBITh
H30TOHWYCCKOH, THIICPTOHIMYCCKON WM THOOTOHHICCKOH. OMHAKO KECTATCBHO, YTOOBI KOMITOZUIMNA A1 HH(PY3HH
HIH HHBCKIHH OBLIIa B OCHOBHOM H30TOHHYECKOM. HOCKOJ’IBKy H30TOHUYHOCTD HJIH THICPTOHUTHOCTH MOXKCT AaBATh
NPpEUMYIICCTBO I XPAHCHHUA KOMIIO3HIIUH. Ecm KOMIIO3HIUA ABJIACTCA FHH@pTOHH‘ICCKOfI, TO €€ MOXHO
pas0aBiATh mHEpell BBCACHHUEM. PeryIuMpyOIi TOHHYHOCTh AarcHT MOJKET OBITh HOHHBIM PETYJIHPYIOIIHM
TOHUTHOCTDH ar¢HTOM, TAKUM KaK COJIb, HJIM HCUOHHBIM PETYJIMPYHOIIUM TOHHYIHOCTD ATCHTOM, TAKHM KaK YIJICBOA.
Perynnpyromnﬁ TOHUYHOCTH ArCHT BK/IHOYACT, HO HC OTPAHHYIHBACTCA HMH, XJIOPHA HATPHUA, XJIOPHA KAJIbIUA,
XJIOPUA KAMA U XJI0puA MarHus. HEHOHHBIN peryaupyronyi TOHHYHOCTh arCHT BKIIOYACT, HO HE OTPAHHUMBACTCS
HMH, COPOUT U IHuepUH. [IpeaAnmoyTHTEN HO BKIIOYCH IO MEHBLICH Mepe B OUH (PapMaLCBTHYCCKU IPHEMIIEMBIH
6ydep. Hanmpumep, ecnu KOMIO3ZHIUS MPEACTABIACT COOOH MH(Y3HIO HIIM HHBCKLHIO, TO HMPEIMOYTUTEIBHO OHA
JIOJDKHA TOTOBUTHCA B Oy (pepe ¢ OyepHoit emrxocTrro pu oT pH 4 mo pH 10, takoii kak ot pH 5 mo pH 9, wm ot pH
6 1o pH 8. Bydep moxet 6b1Th BBIOpaH 13 cooTseTcTBYIomUX ®apmakonee CIIIA (USP). Hampuwmep, 6ydep MoxKHO
BBIOMPATh M3 TPYIIIBI, COCTOAMICH M3 OHOOCHOBHON KHCIOTBI, TAKOH KaK YKCYCHAsI KHUCIIOTA, OCH30iHAA KHCTOTa,
IVIFOKOHOBAs KUCIIOTA, INTUIICPHHOBASA KHCIIOTA H MOJIOYHAS KUCIIOTA; IBY XOCHOBHOH KHCIIOTBI, TAKOH KaK aKOHUTOBAs
KHCJIOTa, QAUNUHOBAS KUCIOTA, aCKOPOMHOBAsA KHCJIOTA, YIOJbHAA KHCJIOTA, ITIyTAMHUHOBAs KHCIOTA, AOJOYHASL
KHCJIOTA, AHTApHAA KUCIOTa M BHHHAS KHCJIOTA, MHOTOOCHOBHOM KHCIIOTBL, TAKOH KaK JIMMOHHAS KHCJIOTa U
(poc(hopHas1 KHCIOTA;, H TAKOTO OCHOBAHMS KAK AMMHAK, TH3TAHOJIAMUH, TTHIUH, TpHITaHOIaMuH U TPUC.

[00120] 21-BascHTHAA NPOTUBOIHEBMOKOKKOBAA KOHBIOTHPOBAHHAA KOMIIOZHIMA CO CMCHIAHHBIM HOCHTCIEM
MOJKET COJEPKaTh IIOBEPXHOCTHO-aKTHBHBIH areHT. [IprHMeps! HOBEPXHOCTO-aKTHBHOTO areHTa BKJIFOUYAIOT B CeOs1, HO
HE OTPaHUYHBAIOTCA HMH, CIOXKHBIH 3(pUpP MOMHMOKCHITHICHCOpPOHTaHA (0OBIMHO Ha3bIBacMbIl Tween), B UACTHOCTH
nosmcopodar 20 u moucopdar 80; comomumeps! (Takue kak DOWFAX) srunenoxcuaa (EO), mpommneHokcuza (PO),
oyrmicHokcuaa (BO), OKTOKCHHOIBI C Pa3JHMYHBIMH TOBTOPAMH 3TOKCH(OKCH-1,2-3TAHIUHIIBHOH) TPYIIEL, B
YACTHOCTH OKTOKCHHOJI-9 (Triton-100); stundenokcunommdTokcustaHoa (IGEPAL CA-630/NP-40); ¢ochommmm,
TaKO# KAK JCIUTHH, HOHHI(CHO 3TOKCHIAT, Takoi kak u3 cepud TERGITOL NP; maypu, HeTHI, CTCAPHIL, OJICHT
SKHPHBIX CITHPTONIPOM3BOAHBIX 3(pupoB monmokcwdTHieHa (Cypdakrant Brij), B uwacTHOCTH MOHOIaypui 3(upa
TpusTHICHIIHKOIA (Brij 30); copOuranoBEIi 3(up, u3BecTHbIH kKak SPAN, B yacTHOCTH TpHONEaT copouTana (Span
85) u MoHODaypaT copOuTaHa.

[00121] MoskHO MPUMCHATH CMCCH MOBCPXHOCTHO-AKTHBHBIX arcHTOB, TakuxX kak Tween 80/Span 85. IIpurogHa
TaKKe KOMOMHALIHA CIOKHOTO d(PHpa MOTHOKCHAITHICHCOPOUTAHA, TaKOTo Kak Tween 80, H OKTOKCHHOJIA, TAKOTO KAK
Triton X-100. [IpenmymectBoM o0namaetr komOuuanust Laureth 9 u Tween w/wmm okrokcuuoma. [IpeAmoUTHTEIHHO
BKITIOYUCHHOC B COCTAB KOIHYCCTBO CIOKHOTO 3(Hpa MOTHOKCHITHICHCOpPOWTaHA (Takod kak Tween 80) moxker
coctaeyath o1 0,01 % mo 1 % (Mac./06.), ot 0,01 % 10 0,1 % (Mac./06.), ot 0,01 % 10 0,05 % (Mac./06.), WiIH 0KOJTO
0,02 %; BIIIIOYEHHOE B COCTAB KOJIHYECTBO OKTHII()CHOKCHIIOTHOKCHITAHONIA WITH HOHII(PEHOKCHITOTHOKCHITAHOIA
(taxoro kak Triton X-100) MoskeT coctaBiars oT 0,001% m0 0,1 % (Mac./06.), B yactHOCTH OT 0,005 % 10 0,02 %; 1
BKITIOYUCHHOC B COCTAB KOJIHYCCTRO MOTHOKCHITHICHOBOTO d(upa (Takoro kak Laureth 9) mosxer coctasmars ot 0,1 %
10 20 % (Mac./06.), Bo3amosxkHO 0T 0,1 % 10 10 %, B yacTHOCTH OT 0,1 % 1m0 1 % wam oxouo 0,5 %.

[00122] B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHHA W300peTCHHUA 21-BaJICHTHYIO TPOTHBOIHCBMOKOKKOBYHO
KOHBIOTHPOBAHHYI0 KOMIIOZHIIMIO CO CMCIIAHHBIM HOCHTEIEM MOXKHO JOCTABIATh IOCPEICTBOM CHCTEMBI C
KOHTPOJICM BBICBOOOXKICHWA. Hampmmep, [id BBCACHHSA MOJKHO WCIOJB30BATh BHYTPHBCHHYH) HWH(Y3HIO,
TPAaHACPMATBHBIH IUIACTBHIPh, JHMIIOCOMY HIH JpyTHE cmocoObl. B OZHOM acmekre MOKHO NPHMCHATH TaKHC

MaKpOMOJIEKY JIbI, KaK MUKPOC(EPBI, M HMILIAHT.
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[00123] TIpencrapicHHOE BHIIIC OMUCAHKC B I[CIOM OMMACHIBACT HACTOAIICE H300peTeHIE. boiee moTHOC MOHNMAHHE
MOET OBITH IOJIYHYCHO IyTEM 00PANICHHA K CIICAY FOINUM KOHKPETHBIM IIPHMEpPaM. JTH IIPHMEPHI ONIUCAHBI IICTHKOM

C UCJIBI0 HWUTIOCTPALUH U HC MPEAHAZHAYCHBI )11 OTPAHUICHHA 00BeMa JAHHOTO I/I306p€T€HI/I}I.

MNPUMEPHI

[00124] IIpumep 1. HosyueHne Kancy/J IbHBIX MOJIHCAXAPHAOB S. pneumoniae

[00125] KynsruupoBanue S. pneumoniae W OYHCTKY KANCYJBbHBIX IOJIHCAXapHIOB IPOBOIMIIM, KaK H3BCCTHO
moOOMy CIEenHaMHCTy B JaHHOH oOmactu TexHukd. CepoTumsl S. pneumoniae TOIy4adH W3 AMEpPHKaHCKOH
kosmnekimu TUNOBBIX Ky abTyp (ATCC) (ceporum 1: ATCC Ne 6301; ceporun 3: ATCC Ne 6303; ceporun 4: ATCC
Ne 6304; ceporun 5: ATCC Ne 6305; cepotun 6A: ATCC Ne 6306; ceporun 6B: ATCC Ne 6326; ceporun 7F: ATCC
Ne 10351; ceporun IN: ATCC Ne 6309; cepotun 9V: ATCC Ne 10368; cepotun 14: ATCC Ne 6314; ceporun 18C:
ATCC Ne 10356; ceporun 19A: ATCC Ne 10357; cepotun 19F: ATCC Ne 6319; ceporun 23F: ATCC Ne 6323).
Hcnonp3oBamm BHYTpHIAOOpaTOpHBIC mMTaMMbl i cepotumos 8, 10A, 11A, 12F, 15B, 22F u 33F, HO MOXHO
NPHMEHATh T000H OOINEIOCTYNHBIH INTaMM. XapaKTePHCTHKU S. pneumoniae ONMPENSIIUTH IO KaICyJaM H
MOABH)KHOCTH, I'PAMIOJOKHUTEIBHOH OKpacKke, KONMBbEBHIHOHW (hopMe MUIUIOKOKKOB H ajib(a-reMONm3y B cpeae
kpoBsHoro arapa. Ceporunmbl uaeHtu(pumupoBamu tectoM Quelling ¢  HCHONB30BAaHHEM CHCHH(PHUCCKHX
anTuchBOPoTOK (mateHT CIITA Ne 5,847,112).

[00126] ITosryuenue 6AHKOB KJIETOK

[00127] C wembto pa3MHOXKEHHA INTAMMOB M YJAJCHHA KOMIIOHCHTOB KHBOTHOTO IIPOUCXOKACHUS OBLIH ITOJIy YCHBI
HECKOJIBKO TeHepanui MOCeBHBIX KyabTyp (reHepammu F1, F2 u F3). Beum momaydeHs! OBE JOMOJHHTCIBHBIC
TEHEpal[iH IOCEBHBIX KyJIbTYp. IlepBYIO IONOJHHUTENBHYIO TICHEPALUIO KyJIbTHUBHpOBaTH M3 (aakoHa F3, a
MOCNICAYIOMYI0 TCHEPAUMI0 KYyJHTHBHPOBATH H3 (DJAKOHA NEPBOH JOMONHUTEIbHOH reHepanuu. (OIakoHBI ¢
MOCCBHBIMH KYJBTYPAMH XPAaHHIH 3aMOPOKCHHbIMH (HIKE -70 °C) C CHHTCTHUCCKHM TIIHICPUHOM B KA4YCCTBC
KpHOKOHCepBaHTa. [ monyueHus OaHKa KJICTOK BCE KyJIbTYPHI BRIpAIUBAIH B cOeBOi cpene. [lepen 3amMopo3koit
KJICTKH KOHIICHTPHPOBAIH NMyTCM LCHTPH(DYTHPOBAHHA, YIAJICHUSA HCTOIICHHOW CPCOBI, W OCAKICHHBIC KICTKH
PECYCTICHOUPOBAIHN B CBEXKEH Cpele, coacpKameii KpHOKOHCEPBAHT (Tako# KAk CHHTETHUCCKUN TTTULICPUH).

[00128] KyasTuBupoBaHHE U CO0P

[00129] KyasTyps! u3 pabouero 6aHka KJICTOK HHOKYJIHPOBATH B IOCCBHBIC OYTHLTH, COACPKAIUC COCBYIO CPEAY, H
KyJbTuBHpOBamH. [locne MOCTHWKCHHS ILIETICBOW ONTHYCCKOH IUTOTHOCTH (TIOTJIOINCHHS), ITOCEBHYIO OYyTBHLIb
HCTIONB30BAJH TSI HHOKY LY (PepMEHTEpa, COACPKAIETO COEBYIO cpeny. Ky IsTHBHpOBaHHE MpeKpamaiy, Koraa
3HAYCHUC ONTHYCCKOH IIOTHOCTH HAYMHAJIO COXPAaHATBECA MOCTOSIHHBIM. Tlocme NPCKPAIICHUAA KYJIBTHBHPOBAHUA
J00aBISH  NE30KCUXOJAT HATPUSA U1 Jdu3u3a KieToK. OXyakaaam NONydYeHHOE coaepskuMoe (epmeHrepa, u
WHULAAPOBATH OCAKACHHC OCIKOB. 3aTEM CMCCh ICHTPH(YTHPOBANIH A VAAICHHA OCAKICHHBIX OCIKOB H
KJICTOYHOTO AcOpwrca.

[00130] Ouncrra

[00131] PacTsop, modyucHHBIH B pe3ysbTaTe NEeHTPH(YTHPOBaHHS, (PHIBTPOBAIN Uepe3 TNyOHHHbBIA (QUIBTP AL
yaajdeHHs OCTKOB M KJICTOYHOTO JeOpmca, KOTOpBIE HE OCETH Ipu HeHTpU(yrupoBaHmu. Ouisrpar
KOHICHTpHpoBaTH Ha MeMOpane 11 MM 100 k/la, n koHUEHTpaT moasepramu auaduisrpamun ¢ 10 obpemMamu
oy(epa 25 MM (pocpara Hatpus (pH 7,2) nng nomyueHU odpaszma. Odpasen puabTpoBamu it cOOpa CYyIICPHATAHTA,
U3 KOTOPOTO OCAKIATH U (PUIBTPOBATH Mo THcaxapuasl. @UisTpaT KOHOCHTPHPOBATH HA MeMOpane ;s MM 30 k/la,
¥ KOHICHTPAT MOABEPrany AHa(IIBTPAlH C HUCTIOIB30BAHHEM OKOIO 10 00BEMOB TPIKIBI JUCTH/LTMPOBAHHOH

oAbl [locne BemonHEHWA auaduiIbTpammy OCTaBmMHCS pacTBop (mmeTpoBamm tuepe3 ¢GuabTp Ha 0,2 MKM.
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HcnpiTanme mo KOHTPOIIO B MPOLIECCE MPOW3BOICTBA BRIMIOIHSAIH Ha (DHIIbTpaTe (BHCINHHE BHA, OCTaTOYHBIC OCJIKH,
OCTaTOYHBIC HYKJICHHOBBIC KHCJIOTBHI, JSHIOTOKCHHBL, 3HAYCHHS MOJCKYJLIPHBIX MacC W 0OmImee KOJIHYECTBO
nosmcaxapuoB). Kornenrpar crepuasHo (prnmpTpoBamu u xparwm npu -20 °C.

[00132] IIpumep 2. IToyuyeHne KOHBIOTATAa KANCYJILHOT0 TOJCaxapuaa S. pneumoniae N 0€71KA-HOCUTEJISI
[00133] Tlommcaxapuasl PA3THYHBIX CEPOTHIOB AKTHBHPOBANH, CHCAysA PA3IHYHBIMH MyTAMH, H 3aTeM
KkoHBIOTHpOBaH Oeok-HocuTenh CRMio7 mmm TT. KOHKpETHO, KOHBIOTATHI MOJIYyYATH IMYTEM KOHBIOTHPOBAHUS
Ka)XJO0TO M3 KaICyJHHOTO TOJIMcaxapuaa BceX cepotunos, kpome 15B u 22F, ¢ CRMi97 U IyTeM KOHBIOTHPOBAHUS
KQKIO0TO U3 KaNCyJIbHBIX NOaNCcaxapuaoB cepotumnos 1, 3, 5, 15B u 22F ¢ TT. B 3aBUCUMOCTH OT pa3Mepa HAaTUBHOTO
CEpOTHIIA ITPOIIECC AKTHBAIIMH MOSKET BKJIFOYATH B Ce0s CHIDKCHHE pa3Mepa KayKI0TO KarCyJbHOTO MOJHCaxapuaa 10
LEeIeBOH MOJEKYPHOH Macchl, XHMHYECCKYIO AKTHBAIMIO M 3aMEHY Oy(epa MOCpPEACTBOM YIbTPA(UIBTPALHY.
KoHbrOTaThI OUMIIAIH C HCIOIB30BAHUEM YIBTPAQUIBTPALHH H, B KOHCUHOM HTOTE, (PHIBTPOBAIH Uepes3 GuibTp 0,2
MkM. [Tapamerpsl mpouecca, Takue kak pH, TeMnepaTypa, KOHICHTPAIHS U JIHTCIPHOCTD OBLTH CJICAY FOIHMHU.
[00134] (1) ITIpouecc akTuBanuu

[00135] Cragusa 1. Tuaponus

[00136] BoccraHoBHTEIHPHOC AMUHUPOBAHUC — H3BCCTHBIM METOJ IS KOHBIOTHPOBAHUS IOJTUMEPOB, B KOTOPBIX
Mexay rpymmoii (-NH>) mepBuuHOr0 ammHa OClka M ampACTHAOM caxapuaa (POPMHPYETCS aMUIHAS CBS3b.
AnpaeruaHble Ipynmbl J0OaBLIOT K ITHEBMOKOKKOBOMY KaICyJbHOMY INOJHMCAXapUAY A CO3NAHUSA YCIOBHH A
KOHBIOTAIIMU C O€IKOM-HOCHTENICM. BHIMHATPHYIO AHOJBHYIO CTPYKTYPY MOHOCAXapHAa MOXKHO OKHCIIATh
nepiionarom Hatpust (NalO4) ¢ menbto 00pa30BaHuUS aTbACTHAHBIX TPy Kamncy ibHbIC OIHCAXapUIb! OT CCPOTHUIIOB
1,3,4,6A, 8, 11A, 12F, 14, 15B, 18C, 22F u 33F o0pabaTsiBaiu ClIeAyOIUM 00pa3oM.

[00137] B cmyuae ceporuma 1 K pacTBOpY KaNCyJIbHOTO IOJHMCaxapuia A0O0aBIUIH THAPOKCHUX HATpus (TIpH
KOHCYHOM KOHICHTpamuu ocHOBaHuA 0,05 M), u mHKyOHpOoBaIH pacTBop mpu 50+2 °C. 3aTeM pacTBOP OXJIKIATH
JI0 TeMIICPATyPsI B quana3oHe oT 0kxo10 21 °C o okono 25 °C, U k HeMy J00ABIIAIH XJIOPHUCTOBOIOPOIHYIO KHCIOTY
J10 KOHeuHOro 3HaueHus pH 6,040,1, TeM caMbIM OCTaHABIHMBAS THUAPOJIHS.

[00138] B cmyuac ceporumoB 3, 8, 11A w 15B Kk pacTBOpy KaICyJbHOTO TOJHCAXapHAa J00AaBIIAIH
XJIOPHCTOBOAOPOIHY IO KUCIOTY (IPH KOHEUHOH KOHUIEHTpauwy Kuciaotsl 0,01 M), u HHKyOHpOBaaH PacTBOp mpH
60£2 °C. 3areM pacTBOP OXJIKIATH A0 TCMIICPATYPHl B Auama3oHe ot okoyio 21 °C mo okomo 25 °C, U K HEMY
no6aemsm 0,1 M ocaT Hatpust 1o koreuHOTO 3Ha4UeHU pH 6,0+0,1, TeM caMbIM OCTAaHABIWUBAS THAPOIIHS.
[00139] B cnyuae cepotuna 4 K pacTBOpPY KAINCYJIBHOTO TOJTHCAXapHIAA TO0ABIATH XJIOPHCTOBOIOPOAHYE) KHCIIOTY
(mpu KOHCYHOH KOHUCHTPanud KUcaoTel 0,1 M), n wHKyOHpoBamm pactsop npu 4542 °C. 3areM pacTBOp OXIKIATH
IO TEMICPaTypsl B Auama3zoHe oT okojo 21 °C go oxono 25 °C, u x Hemy mobaemuma 1 M (ocdar Hatpus 1o
KoHewHOTOo 3HaueHus pH 6,0+£0,1, TeM caMbIM OCTaHABIUBAS THAPOIH3.

[00140] B cayuac ceportuma 6 A K pacTBOPY KANCYJIFHOTO MONMHCAXAPHIA JOOABIIUTH JICATHYHO YKCYCHYIO KHCIIOTY
(mpu KOHCYHOH KOHUCHTPanu| KUcaoTel 0,1 M), n wHKyOHpoBamm pactsop mpu 60+2 °C. 3areM pacTBOp OXIAKIATH
JI0 TEMIIeparypsl B auamazoHe ot okono 21 °C mo oxomno 25 °C, u x Hemy no0asmsumi 1 M ruApOKCHI HATPHUS 10
KOHE4HOTO 3HaueHus pH 6,0+£0,1, TeM caMbIM OCTaHABIUBAs THAPOIH3.

[00141] B cayuac cepormma 12F k pacTBOpY KANCYJBHOTO MOJWCAXApHAA AOOABILIH XJIOPHCTOBOJOPOTHYHO
KHCTIOTY (IpH KOHCYHOH KOHICHTparmu kuciotel 0,01 M), n makyOuposamm pacteop mpu 70+2 °C. 3atem pacTtBop
OXJIQKAANH A0 TEMIEpaTypsl B amamnazosne ot okoio 21 °C mo oxono 25 °C, u k Hemy gobasmamn 0,1 M docar
HaTpus J0 KOHEeUHOro 3HadeHus pH 6,0+0,1, TeM caMbIM OCTaHABJIUBASA THAPOJIUS.

[00142] B cayuae cepotumos 14 u 18C k pacTBOpPY KamnCyJIBHOTO TOJACAXapUAa J0OABILLIH JICITHYH YKCYCHYHO

KHCIOTY (10 KOHEYHOH KOHUEHTparuu KucaoTsl 0,2 M), m nHKyOmuposamu pactsop mpu 94+2 °C. 3arem pactsop
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OXJIQKAAJH JI0 TEMIIEPATYPhI B tuana3oHe oT 0kojo 21 °C go oxono 25 °C, u x Hemy aodasmsumm 1 M docdar varpus
TakuM 00pa3oM, yToOBI KOHEYHOE 3Ha4eHue pH pacTeopa cocrasimio 6,0+0,1, TeM caMbIM OCTaHABIMBAS THAPOIH3.
[00143] B cay4ac ceporunos 22F u 33F x pacTBOpY KancyJIbHOTO MOJHCAXapHAA J0OABILLIH XJIOPHCTOBOI0 POIHYEO
KHCIOTY (IIpH KOHEYHOH KoHIEeHTpanuu kuciaoTsl 0,01 M), n nakyOuposamu pactsop mpu 60+2 °C. 3atem pacTsop
OXJIQKAATH A0 TEMIEPaTypsl B amamnazone oT okoio 21 °C mo okxorno 25 °C, u k Hemy gobGasmann 0,1 M docar
HaTpus J0 KOHEewHOro 3HaueHus pH 6,0+0,1, TeM cambIM OCTaHABIWBASA THAPOIH3.

[00144] Kasxnelii n3 noTyUYeHHBIX KaICY IbHBIX TOJHCAXapUI0B pa30aBisiin B Boje 1t uabekuuii (WFI), nobasmsiiu
arierar Hatpui u (pocdar HaTpusA 0 KOHEUHOH KOHIEHTpanuu okoro 1,0 Mr/mi u okoo 2,0 Mr/MiL.

[00145] Cragusa 2. Peaxnus ¢ mepiiogatom

[00146] Ompenensimu MOJAPHBIH SKBUBAJCHT IepionaTa HAaTpUsA UL AKTHBAIMM KAXKIOTO ITHEBMOKOKKOBOTO
caxapmza Ha OCHOBE MOJIIPHOM MacChl MOBTOPSIIOLIETOCS 3B¢HA. I Ipu TINATEIbHOM NEpEMEIINBAHUN JABATH PEAKIIUU
OKHCJICHHA BO3MOKHOCTh ITPOTEKATh B TeucHHE 0T 16 10 20 yacos mpu temmeparype ot 21 °C mo 25 °C misa Beex
ceporumnos, 3a uckmodeHueM 1, 7F u 19F, nna xotopsix Temmeparypa cocramiia 10 °C u mensme. [
MOAJCP KaHHA TIOCTOSHHOTO H CTAOMIBHOTO IPOAYIUPOBAHUA KOHBIOTATOB B NMPOLIECCE KOHBIOTAMH I KaYKIOTO
CCpOTHUIIA YCTAHOBJICH LEJICBOH nnanas3oH yposHel ctencHu okuciacHus (Do). IIpeanouturenpHO neneBoi quana3ox
14 ypoBHe# Do s kaxknoro ceporumna nokasas B Tadmune 1 u tadmmne 2.

Tabmuna 1. Jluanazon Do 111 BceX cepOTHIIOB, KOTOPbIE HE0OX0AUMO KOHBIOTHpoBaTh ¢ CRMig7

Cepornn Muanason Do Ceporun JMuanason Do
Ceporun 1 ot 4 1o 10 Ceporum 10A or 1 g0 12
Ceporun 3 or2 108 Ceporum 11A ot 1 mo 15
Cepotum 4 orlmos Cepotum 12F orl mo9
CepoTum 6A or 5mo 15 Cepotum 14 ot 6 1o 13
Cepotun 6B or 7 mo 13 Cepotum 18C ot 6 no 14
Cepotum 7F or2 108 Cepotum 19A or 7 mo 13
Cepotum 8 orlmo 17 Cepotum 19F ot 6 1o 12
Cepotum IN ot 5 1o 10 Cepotum 23F ot 6 no 14
Ceporum 9 or4 109 Ceporum 33F or 1l mo 15

Tabmmna 2. nanazos Do maa cepotumos 1, 3, 5, 15B u 22F, xoTopeic HCOOX0AUMO KOHBIOTHPOBATh ¢ TT

Ceporun Juanason Do Cepornn Juanaszon Do
Cepotum 1 (1-TT) or 1m0 15 Cepotum 15B (15B-TT) or 1 a0 15
Cepotun 3 (3-TT) ot 2 mo 14 Cepotum 22F (22F-TT) ot 1 g0 20
Cepotum 5 (5-TT) or 1l mo 15
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[00147] Crammsa 3. YaerpadguabTpanst

[00148] OxwucncHHBI caxapud KOHICHTPHPOBAIH W TOABCpraan Auaduiasrpaunn ¢ ucnojp3osanmem WFI Ha
yaeTpadisTpe ¢ oTCeUCHHEM MOJICKY JLapHOH Maccel (MW CO) 100 x/la (yaprpadunstp Ha 30 x/a st ceporuma 1
u yasTpadunetp Ha 5 kJa mia ceporuma 18C). dumadmistpaipro mpoBoawan ¢ ucnoias3osanueM 0,9% pactsopa
xjopuaa Hatpust 1 cepotuna 1, 0,01 M 6ygepa auerara Harpus (pH 4,5) amst ceporunos 7F u 23F u 0,01 M 6y depa
(ocara Hatpus (pH 6,0) nma ceporuna 19F. Tlepmear oTOpacsBaiy, a pereHeTaT (puibTpoBaan yepes3 (PUIsTp HA
0,2 MKM.

[00149] Cragusa 4. JInopummsanus

[00150] Ana xancyJbHBIX moHcaxapuaoB cepoTumos 3, 4, 5, 8, 9N, 9V, 10A, 14 u 33F, xoTopbic HEOOXOIUMO
KOHBIOTHPOBATh C OCJIKOM-HOCHTEJIEM IIyTEM HCIOJIBb30BAHHUA BOJHOTO PACTBOPHUTEI, CMEHIAHHBIH pacTBOp
MOJTMCAXapHIOB H O€Ka-HOCHTEIII TOTOBIWIM O¢3 M00aBJICHHA JONMOTHHUTCIBHON Caxaposbl, JTHOPUIM3HPOBAIH U
3aTeM XpaHmwm npu -25 °C + 5 °C.

[00151] Ana xancyapHBIX moiucaxapuaos cepotunos 1 u 18C, xoTopeie HCOOXOIUMO KOHBIOTHPOBATH C OCIKOM-
HOCHTEJIEM IyTEM HCIOIb30BaHUS BOJHOTO PACTBOPHUTEILA, HE3ABHCHMO TOTOBHIIH ITOJIMCAXAPHIBI U OETIOK-HOCUTEID
0¢3 J00aBICHH AOTOTHHTEIFHOM caxapo3bl, THO(DUIH3HPOBAIH U 3aTeM XpaHumy mpu -25 °C + 5 °C.

[00152] Ana xamcyapHBIX mommcaxapunos cepotunos 6A, 6B, 7F, 15B-TT, 19A, 19F, 22F-TT u 23F, xoTtopsie
HCOOXOAWMO KOHBIOTHPOBATH C OCIKOM-HOCHTEIEM TMyTeM HCHONb30BaHus pacreoputens JMCO, k
AKTHBHPOBAHHBIM MOJHCAXapuAaM [JOOABIUIM IPEABAPHTCIPHO ONPEACICHHOES KOJMYECTBO Caxapo3bl [0
JOCTHIKCHUS KOHCUHOH KOHLECHTpalmu caxapo3sl 5 % £3 % (Mac./00.), ¥ HE3aBHCHMO TOTOBHJIH O0Opa3LBl,
Mo (D HIH3HPOBANIH, a 3aTeM XpaHiw mpu -25 °C + 5 °C.

[00153] [na xamcympHOrO moHCaxapuaa cepotuna 11A, K AKTHBHPOBAHHOMY TOJHCAXAPHAY J0OABIILIH
MPEABAPUTEIBHO ONMPEACTICHHOS KOTHYCCTBO CaXapo3bl 10 JOCTH)KCHHS KOHCUHOH KOHIGHTpanuH caxapossl 20 %
+5 % (mac./00.), ¥ HC3aBHCHMO TOTOBHIIH IMOJTHCAXAPH/IBI H OCTOK-HOCHTEIb, THO(DHUIH3HPOBAIH, A 3aTCM XPAHIITH
mpu 25 °C £ 5 °C.

[00154] [na xamcyapHOrO moOdHMcaxapuaa ceporuma 12F, K aKkTHBHPOBAHHOMY TOJHCAXApHAY J0OABJIAIH
TIPEIBAPUTEIBHO ONMPEIACICHHOS KOTHYCCTBO CaXapo3bl 10 JOCTH)KCHHS KOHCUHOH KOHIGHTpanuH caxapossl 10 %
+5 % (Mmac./00.), ¥ HE3aBHCHMO TOTOBIIH MOJTHCAXAPH/IBI H OCTOK-HOCHTEb, THO(HUIH3HPOBATIH, a 3aTCM XPAHITH
mpu 25 °C £ 5 °C.

[00155] (2) [Tpouecc kOHBIOTALUU

[00156] Komsbroramuro B BOAHOI cpeac mpoBoaman A cepotunos 1, 3, 4, 5, 8, 9N, 9V, 10A, 14, 18C, u 33F, u
korsrorammro B IMCO nposomima A cepotunioB 6A, 6B, 7F, 11A, 12F, 15B-TT, 19A, 19F, 22F-TT u 23F. Kaxnprii
W3 KaTCy IbHBIX TOTHCAXAPHI0B KOHBIOTHPOBATH ¢ OCTKOM-HOCHTEIICM B COOTHOMICHHH 0T 0,2 10 2:1.

[00157] Cragma 1. PacTeopcHme

[00158] Konsroranus B BOJHOI cpene

[00159] dnsa cepotumos 1, 3, 4, 5, 8, 9N, 9V, 10A, 14, 18C u 33F, muo(uim3HpOBaHHEIH 00pa3el OTTAWBANIH H
JOBOJMIH A0 KOMHATHOH TeMIICpaTyphl. PacTBopsH THo QumH3npoBaHbIi 00pasel 10 PCaKIMOHHON KOHICHTPALHA
MyTeM HCTOIb30BaHmA Oy pepHOTro pacteopa (ocdara Hatpus npu 23+2 °C B COOTHONICHHH, YCTAHOBICHHOM TS
Ka&)XJO0TO CEpOTHIIA.

[00160] Konnroramus B cpeae mmMeTwicyiasdorcnaa (IMCO)

[00161] dnsa ceporumos 6A, 6B, 7F, 11A, 12F, 15B-TT, 19A, 19F, 22F-TT u 23F, nmuo¢pumi3npoBaHHENH 00pa3ell

OTTaWBANH, JOBOMIN A0 KOMHATHOH TeMIepaTyps! u pactopsau B IMCO.
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[00162] Cramgmsa 2. Peakuus KOHBIOTAIUH

[00163] Konbroranus B BOAHOI cpene

[00164] dna ceporumos 3-TT, 4, 5-TT, 8, 9N, 9V, 10A, 14, 18C, u 33F peakunr0 KOHBIOTAI[HH WHHLIUHPOBAIH
mobasicHHEM pacTBOpa nuanoOoporuapuaa HaTpus (100 mr/mm) k ot 1,0 1o 1.4 MO HHAaHOOOPOTHAPHIA HATPHUSA
HAa Momb caxapuma. OmHako ama ceporumos 1, 1-TT m 3 peaknur0 WHHUOHHPOBAH JOOABJICHHCM PACTBOPA
nuaHoOoporuapuaa Harpua K 0,5 MO ImaHOOOPOTHAPHIA HATPUA HA MOJIb CaXapH/Ia.

[00165] PeaxmmonHy!o cMech HHKyOHposau npH ot 23 °C mo 37 °C B Teuenue ot 44 10 106 yacos. Temneparypy
H TPOIOLKUTCIIFHOCTh PCAKIMH KOPPCKTHPOBATH MO CCPOTHIY. 3aTeM TEeMICparypy cHmkamd a0 2312 °C u
nmobasam B peaktop 0,9 % xmopun Harpua. Jo6asmaamn pactsop coporuapuaa HaTpus (100 Mr/mMit) 10 JOCTHKCHHUS
ot 1,8 10 2,2 MOJSIpHBIX SKBUBAJICHTOB OOPOTHAPHIA HATPHA HA MOJIb caxapuaa. CMecs HHKyOuposamu npu 23+2 °C
B TEUCHHE OT 3 10 6 yacoB. JTa MpoueAypa YMECHbIIATA HAIMYHC JHOOBIX HENMPOPEArHPOBABINUX AIbACTHAOB HA
caxapugax. 3areM cMmech pasbaBmum 0,9 % XIOpPHCTHIM HATpHEM, W Pa30aBICHHYIO KOHBIOTALIMOHHYH) CMECh
(pUIBTPOBANH C HCHOIB30BAHUEM IPEABAPUTEIBHOTO (HbTpa Ha 0,8 mmm 0,45 MxM.

[00166] Konsroranus g cpexe IMCO

[00167] Ana xancysHBIX moimcaxapuiaos cepotunos 6A, 6B, 7F, 11A, 12F, 15B-TT, 19A, 19F, 22F-TT u 23F
PCaKIMI0 KOHBIOTALMH HHHIMUPOBATH J0OaBICHHEM pacTBopa ImanoOopormapuaa Hatpusa (100 mr/mi) B
cooTHonreHHH OT 0,8 10 1,2 MOJIIPHBIX SKBHBAJCHTOB IIHAHOOOPOTHAPHAA HATPUA HA OJHH MOJb AKTHBHPOBAHHOTO
caxapuza. B peakumonnyro cmecs godasmsuin WFI no uenesoii konneHtpanun 1 % (00./00.), 1 HHKyOHPOBAIH CMECh
B TeueHue oT 12 10 26 wacos mpu 23+2 °C. K peakunonHo# cmecu modasmumm 100 Mr/mim pacTsopa Ooporuapuia
Hatpus (00bMHO OT 1,8 10 2,2 MOJIIPHBIX SKBHBAJICHTOB OOPOTUAPUIA HATPHUS HAa MOJIb AKTHBUPOBAHHOTO CaXapuia)
u WFI (ueneBas koHueHTpanusa 5 % 00./00.), 1 HHKyOHPOBaIM cMech B TeueHHE 0T 3 10 6 yacos npu 23+2 °C. Ota
MpoLeAypa YMCHbIIANA HAMYUC JFOOBIX HETPOPEArHPOBABIIMX ANBACTHIOB HA CaXapHIaX. 3aTeM PECaKIHOHHYEO
cMmecs pazbasmumn 0,9 % XIOpHCTHIM HATpHEM, W Pa30aBICHHYIO KOHBIOTAI[HOHHYE) CMECh (DHIIBTPOBAH C
HCTIOJIB30BAHHEM IPeABApUTEIBHOTO (prtbTpa Ha 0,8 wmm 0,45 Mxwm.

[00168] Cramus 3. Yaprpaduabrpanus

[00169] Pa30aBiacHHYH) KOHBIOTAIMOHHYK) CMCCh KOHICHTPHPOBAIH W TOABEPTaan AHA(QUIbTPADMH HA
yapTpaduasTpanuoraoM (Gribtpe ¢ MWCO 100 x/la wim yaetpadmmstpanuoraoM ¢Guasrpe ¢ MWCO 300 x/a ¢
muHIMYM 15 o6peMamu 0.9 % xmopuna HaTpusa wim Oy pepa. Kpome toro, cocras u pH Oy(epa, HCnmoap3yemMoro B
3TOM TIPOTIECCE, BAPbUPOBAJICS B 3aBHCHMOCTH OT KA)KIAOTO H3 CEPOTHIIOB.

[00170] Cramus 4. CrepunpHas GrbTpanus

[00171] Perenrar mocne ymprpaduibTpamun crepmibHO (uiabrpoBamn (0,2 MKM), W Ha OT(WIBTPOBAHHBIX
KOHBIOTATAX BHIMONHATH KOHTPOJIH B MPOIECCCS MPOW3BOJACTBA (BHCINHWI BHA, CBOOOJHBIA OCTOK, CBOOOHBIH
caxapmz, pacrpelelcHHEe MOJICKYJ II0 pa3MepaM, CTEPHIIbHOCTD, COACKAHHE caxapuia, coAcpkanme Oenka, pH,
SHIOTOKCHH, OCTATOUHBIH ImaHua, ocrarounbii JMCO, HACHTHYHOCTH CaxXapuaa, HACHTHYHOCTE T1 u
uacHTHYHOCTE CRM07). ['0TOBBII KOHICHTPAT OXNIakaamy U xpaumwmy mpu ot 2 °C 1o 8 °C.

[00172] IIpumep 3. IIpuroropjeHue npenapara  NoJIMBAJICHTHOM NPOTHBOIHEBMOKOKKOBOI
KOHBIOTHPOBAHHOI BAKITNHbBI

[00173] YKenaembiec 0OBEMBI TOTOBBIX HEPAC(PACOBAHHBIX KOHIICHTPATOB, MOTYUCHHBIX U3 MPHMEPA 2, PACCUNTHIBATTH
HA OCHOBE 00BEMa MAPTHH M KOHICHTPANuii Hepac(hacoBaHHBIX caxapuaos. [lociae 1o0aBneHU K MPEABAPUTEIBHO
MapKUPOBaHHOW ¢MkocTH amd mpemapata 0,85 % xmopuma HaTpusa ((PH3HOJOTHUCCKHE COJICBOH PacTBOD),
noymcopbara 80 u cyknuHaTHOTO Oy(hepa B Hee moOapmsumm Hepac(hacOBaHHBIC KOHICHTPATH. 3aTEM IIpemapaT

THIATEIIBHO TIEPEMCIIMBANH W CTEPWIbHO (rusTpoBamn uepe3 meMmOpany Ha 0,2 M. IIpuroToBiIeHHBIH
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Hepac(hacOBAaHHBINT TpEHapaT OCTOPOKHO IICPCMCIIMBATH A0 W TOCIHC AOOABICHHA MONYyHpoaykra (ocdara
amomunns. [Ipu HeoOxommmocTu mposepsutn pH u koppekruposaim ero. IlpurorosneHHBINH Hepac(hacoBaHHBIH
npoaykr xpauuan mpu oT 2 A0 8 °C. [IpHroToBmIN ClIEAYIOMHE HEOTPAHHIHBAIOINIE MPEAapaThl MOTHBAJCHTHBIX
MPOTHBOITHCBMOKOKKOBBIX ~ KOHBIOTHPOBAHHBIX BAakKOWH W HasBamm wux  PCV21(1/5/15B/22F)-TT =n
PCV21(3/5/15B/22F)-TT:

[00174] PCV21(1/5/15B/22F)-TT BKIrOUYaT KOHBIOTATHI-TIOJIACAXAPHIBI, TTOJIYUYCHHBIC KOHBIOTHPOBAHHEM KAXKIOTO
mommcaxapuaa cepoturos 1, 5, 15B u 22F ¢ TT u xaxnoro mosmcaxapuaa cepotumnos 3, 4, 6A, 6B, 7F, 8, 9N, 9V,
10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F ¢ CRM197 1

[00175] PCV21(3/5/15B/22F)-TT BKIHOUAT KOHBIOTATHI-IIOJIUCAXAPHUIBI, IOy UYCHHBIC KOHBIOTHPOBAHHEM KAXKIOTO
momucaxapuaa cepotumnos 3, 5, 15B u 22F ¢ TT u xaxnoro moyimcaxapuaa cepotunos 1, 4, 6A, 6B, 7F, 8, 9N, 9V,
10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F ¢ CRM97.

[00176] Kommosuuusa PCV21(1/5/15B/22F)-TT B o6mieit mo3e 0,5 M Bkmrovana 2,2 MKT KQKIOTO IOJIMcaxXapuia, 3a
HCKmoUcHHeM cepotuna 6B mpu 4,4 mMxr; oT 2 Mkr 10 25 Mir TT (it cepotunos 1, 5, 15B u 22F) u ot 40 MxT 10 75
MKr CRM¢7, 0,125 Mr axproBanTa 3neMeHTapHOTO amomunus (0,5 mr pocdara amomunus); 4,25 Mr XIopuaa HaTPUS,
0KO0JI0 295 MKT cyKnuHaTHOTO Oy (pepHOTro pacteopa u okono 100 Mxr nmosmcopbara 80 B obmeit mo3e 0,5 miL.
[00177] Kommozuumst PCV21(3/5/15B/22F)-TT B o6mueit mo3e 0,5 mut Brouana 2,2 MKT KOKIOTO MOJHCAXapH/IA, 3
HCKIrOUeHHEM cepotunos 1, 3, 6B, 19A u 19F npu 4,4 Mxr; o1 2 MKT 10 25 MKr TT (@ cepotunos 3, 5, 15B u 22F),
0,250 mr snemenrtapHoro amomuHus (1,13 Mr (ocgara amOMHHHES), TPH 3TOM OCTANBHBIC KOMIIOHCHTBI M HX
COACPKaHM HACHTHYHBI TakoBbM 11 PCV21(1/5/15B/22F)-TT.

Ipumep 4. HMMYHOT€HHOCTD IOJIBAJICHTHOI POTHBONHEBMOKOKKOBOII KOHBIOTHPOBAHHON BAKIHHbBI
[00178] TlomBaneHTHBIC MPOTHBOMHEBMOKOKKOBBIC BakuwHbl, PCV21(1/5/15B/22F)-TT u PCV21(3/5/15B/22F)-
TT, co CMEHIaHHBIM HOCHTEJICM, NMPUTOTOBJICHHBIC B MPHMEpPE 3, HUCCICAOBATH HA CIIOCOOHOCTH WHAYLHPOBAThH
HMMYHOTCHHBIH OTBET y KpOJIMKOB. OLEHKY HMMYHOTCHHOCTH NPOBOIMIM METOJOM AHTHUTCHCHCUH(PUUCCKOTO
tBepaodazaoro MDA Ha xoHucHTpaumu [gG B CBIBOPOTKEC KPOBH W ONCOHO(aromurapHeM aHamu3oMm (OPA) Ha
()YHKIHOHAJTPHOCTh aHTHTCT. HOBO3CTaHACKUX OCIBIX KPOJWKOB HAa Heaene 0 W HEACHC 2 HMMYHH3HPOBATH
BHY TPUMBIIICYHO 10301 Ha 5 % BBIIIC 3aIIAHUPOBAHHON KIIMHHYCCKON JO3BI KAKIOTO IMOJHCAXapUAa AT YeJIOBCKA
(2,31 MKT KaXXI0TO MOJUCAaXapuaa, 3a HCKIroUeHHEM 6B npu 4,62 MKr) B mpenapaTe, WM J030# ueaoBeka (2,2 MKr
KKIOTO TOJHCAaxapuaa, 3a UckmoucHueM 6B mpu 4.4 mxr). ChIBOPOTKY OTOMpamH KakAaple 2 HCACTH IOCHC
nvMyHIBaImH. O0¢ KOHIICHTPAIMY MTOKA3aIH OJHHAKOBbIC PE3yIBTATHI.

[00179] 4-1. PCV21(3/5/15B/22F)-TT

[00180] HU3mepenne cienmuuyecKnX K cepoTunaM KonmeaTpanuii IgG

[00181] Kancympable nonucaxapuasl (PnP) mma kaxaoro cepoTHna HAHOCHIH HA 96-TyHOUHBIN IUTAHIIET 10 OT 0,5
MKI/TyHKY O0 1 MKT/IyHKY. Y KaKIOTO CYOBCKTa OTOMpamn 00pa3el SKBHBAJICHTHOTO KOJTHYCCTBA CBIBOPOTKH H
o0scauHATH Mo rpymmaM. OOBCIMHCHHYIO CHIBOPOTKY IMOCICIOBATCIBHO pa3daBmsum B 2,5 pa3 Oydepom mis
pa3baBIcHHA AHTUTEH, coacpkammM Tween 20 W mommcaxapupa KICTOYHOW CTCHKH THEBMOKOKKOB (CWPS),
TMOMYYCHHOTO W3 JlaTCKOTO TOCYAAPCTBCHHOTO HHCTHTYTA CHIBOPOTOK (5 MKI/MIT), H 3aTCM MPOBOIILTH PCAKIHIO TPH
KOMHATHOW Temmeparype B TeueHHe 30 MuHyT. [1naHmeT mpoMbiBaau 5 pa3 MPOMBIBOYHBIM Oy (epom, a 3aTeM K
TIOKPBITBIM JIyHKAM IUTAHINETA JOOABISUTH IIPEABAPHTCIBHO aACOPOMPOBAHHYIO H Pa30aBICHHYH) CBIBOPOTKY
00BpeMOM 50 MK, TIOCTIEC YeTO HHKYOHPOBAJIN PH KOMHATHOH TEMIIEPaType B TEUEHHE OT 2 yacos A0 18 yacos. JIyHku
TUTAHIIETA MPOMBIBAJIH TEM Ke 00pa30M, M 3aTEM K KOKIOH JyHKE T00AaBIIUTH KOHBIOTATHl AaHTHTEN Ko31a npotus IgG
KPOJTHKA CO MICJOYHOH (poc(haTa3oi, MOCIC YCro WHKYOHPOBAIH MPH KOMHATHOHW TCMIICPATYPE B TCUCHHC 2 HACOB.

[TnaHmeTs MPOMBIBATH, KAK OTMHCAHO BBIMIC, M K KAKAOH ITyHKE H00aBum Oy(epa ¢ 1 Mr/mi n-HETPO(pCHUIAMAHA

29



B KauecTse cyOCTparTa, W 3aTeM NMPOBOAMIN PEAKIWIO NMPH KOMHATHOH TEMIIEpaTrype B TCUCHHUE 2 Hacos. Peakmuro
racmum pobasieHneM S0 Mk 3 M NaOH u m3mepsutn abcopOmmro Ha 405 HM 1 690 HM. B kauecTse CpaBHHTEILHOTO
TMpUMEPA TOH e MPOICAYPEC MOKHO TIOABEPTaTh KOMMEPUCCKH TOCTYIHYIO 13-BancHTHY0 BakumHY ([IPEBHAP13).
PesybraTsl mpeacTasicHs! B TabmIe 3.

[00182] Tab6mmma 3. Koruenrpauns IgG (Ex/mn) ama 21 ceporrma yepes 2 HEISIH MOCIC BTOPHIHO W HMMY HU3AIHH

Cepornn MPEBHAP13 PCV21(3/5/15B/22F)-TT
1 167704 13623.9
3 6603.4 29462.4
4 27969.9 44594 4
5 57586 10521.4

6A 94937 12696.6
6B 8690.6 8197.1
7F 60819.7 56995.0
8 594.8 61898.5
ON 51862 293936,9
9V 30043.9 39421.1
10A 169.8 272433
11A 184.5 523843
12F 130,0 268154
14 21906.0 392588
15B 8433 8360,7
18C 91500,7 80523.0
19A 16470,7 5179.7
19F 13956.4 17673.4
20F 139.7 117165
23F 12089.4 8934.6
33F 1432 297743

[00183] TIpu KOHBIOTHPOBAHWH KANCYJBHBIX IOJHMcaxapuaoB cepotumos 3 W 5 ¢ TT konmentpamus IgG,
crnenu(puIeCKUX K CEPOTHIAM, 3HAYUTEIBHO BO3POCHA IO CPABHCHUIO C KOHICHTpPAWCH, MOMYYCHHOH NPH HX
koHptorHpoBaE ¢ CRMyy;. Kpommkn, wvmmysmsuposanusie PCV21(3/5/15B/22F)-TT, Taxke
TIPOICMOHCTPUPOBATH 3HAYUTCIHHOEC Y BEIMUCHHE KOHICHTpanuu [gG MpoTHB TONMOTHATEIBHBIX BOCBMH CEPOTHIIOB,
orcyrcreyromux B [IPEBHAP13 (T.¢. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). Cepotun 9N, B 4aCTHOCTH, Jai 00Jce
yeM 50-KpaTHOC YBEITHUCHIC KOHICHTPAINMH CHIBOPOTOUHOTO crienupuieckoro 1gG o cpasreHmro ¢ [IPEBHAP13.
[00184] TecrmpoBanme ¢pynrmuoHaILHOI nMMvyHorennoctn (MOPA)

[00185] DyHKI¥MH aHTUTEN OLCHUBAH IyTEM TECTHPOBAHMSA CHIBOPOTKH B aHA3e MOPA. IlltamMm S. pneumoniae
MOPA, xpanupmmiica npu Temmepatype -70 °C wmm Hibke, pa30aBIsim 10 COOTBCTCTBYFOMICH KOHCUHOH KPaTHOCTH
pa30aBICHHA, TaK YTO KOHIOCHTPAMA KAKIOTO mramMMma coctasiaia okomo 50 000 KOE/Mmna. V kaxaoro cyOsekra
otOupanu 00pa3el SKBUBAJCHTHOTO KOJHYCCTBA CHIBOPOTKH, OOBEAMHSIN MO IPYNIIaM H pa30aBisLId 2-KpaTHOH
cepueii TakuM 006pa3zom, yToOsI B yammke ¢ U-00pa3HbIM JHOM OCTaBaIOCh mo 20 MKIT CBIBOPOTKH. [1ocie pa3daBicHuA

obpasua 10 MK mTamMMma, TPHTOTOBICHHOIO AT KAYKIOTO CCPOTHIA, CMCIIMBANH C Pa30aBICHHBIM 00pa3LOM, H
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CMECH OCTABIIUIH JJTIS PEAKIIHH TPH KOMHATHOH Temmeparype B TeucHue 30 MHHYT, 4TOOBI S. preumoniae 1 aHTHTEIO
XOPOIIO TepeMemanich. JJ0OaBIAH CMECh MPSABAPUTSIbHO MU PepeHIMPOBaHHBIX KIeTOK HL-60 u mpoBoaumm
peakuuro B8 COz-urKyOarope (37 °C) B TeueHue 45 muHyT. Temneparypy CHHKaJIH, YTOOBI OCTAHOBUTH (PAromuTo3s,
u oMenany 10 MK peakiHOHHOTO PacTBOPA HA YAIIKY C arapoM, MPEABAPHTEIBHO BRICYHICHHYIO B TeUeHHE OT 30
J0 60 MHHYT, a 3aT€M JABaJTH BO3MOJKHOCTh BIHTBHIBATHECA HA 4Yamke B TeucHHE 20 MHHYT A0 BbIChIXaHHA. K
MPUTOTOBJICHHOMY HACJIaWBacMOMYy arapy Ao0aBisiam MatouHbli pacteop TTC 25 mr/miu, m k HeMy J00aBIsLTH
AHTUTENO, MOAXOAAINEE I COOTBETCTBYIOMEro mramMa. CMech TINATENbHO NMEPEMEIIHBAIN, M 3aTEM HA YAIIKY
J00ABIISUTH OKOJIO 25 MJI CMECH M JaBaJIH 3aTBEPACTh B TeUCHHUE 0K0JI0 30 MuHYT. [I0JTHOCTHIO 3aTBEPACBIIY IO YAIIKY
uHkyouposam B CO;-unkyOatope (37 °C) B TeueHue o1 12 10 18 yacos, moce 4ero MoACHUTHIBAIN KOJIOHUH. THTP
MOPA polpaxkanu B Buzae kod(¢uuueHra pazdasicHus, mpu kotopoM Habmogamu 50 % rubenu. B kauectse
CPaBHHUTEIILHOTO IPHMEPA TOH 7K€ MPOLEAYPE MOKHO ITOABEPraTh KOMMEPUECKH JOCTYIHY IO 13-BaNCHTHYIO BaKIHHY
(ITPEBHAP13). Pe3ynbsTaTsl IpeACTaBJICHBI B Ta0IHULE 4.

[00186] Tabmuma 4. Turpsr MOPA s 21 cepotuma yepes 2 HeACTH MOCIC BTOPHYHOH UMMY HU3ALUH

Ceporun ITPEBHAP13 PCV21(3/5/15B/22F)-TT
1 94 80
3 829 3772
4 2428 2370
5 1169 1972

6A 4925 3094
6B 5693 3927
7F 2731 2386
8 He TecTuposanocs 669
ON He Tectuposanocek 2339
A% 271 175
10A He Tectuposanocek 805
11A He Tectuposanock 2040
12F He Tectuposanoce 894
14 1917 1874
15B He Tectuposanocs 311
18C 5347 3758
19A 5760 888
19F 2059 710
22F He Tectuposamocs 1286
23F 1975 1868
33F He Tectuposamocs 1011

[00187] TIpu xowstoruposannu cepotunos 3 U 5 ¢ TT ¢yHkimonansHble THTPE MOPA 3HAYHTETEHO BO3POCITH IO
cpasHeHUIO ¢ TUTpamMu MOPA, nosryueHHBIME NIpH WX KOHBIOTHpoBaHHH ¢ CRM197.  Kpommkw, mMMy HU3HPOBaHHBIC
PCV21(3/5/15B/22F)-TT, Takke NTpOACMOHCTPHPOBATH 3HAYUTCIBHBIC YBEIHUCHUS (DYHKIHOHAJIBHBIX THTPOB
MOPA mpoTHB KaKI0TO W3 AOMOTHATCIHHBIX BOCBMH CEPOTHIOB, OTCYTCTBYHOIUX B [IPEBHAP13 (1.¢. 8, 9N, 10A,
11A, 12F, 15B, 22F u 33F).
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[00188] 4-2. PCV21(1/5/15B/22F)-TT

[00189] Konuentpanus IgG, cienuduieckux A1 CEpPOTHIIOB, H TUTP By HKIIHOHATHHOH HMMYHOTCHHOCTH H3MEPSLTH
TaKUM K€ 00pa3oM, Kak U B 4-1, H pe3yabTaThl ABYX OTACIbHBIX 3KCIICPHMEHTOB ITOKA3aHbI HIDKE.

[00190] H3mepenne ciennduyecknux K cepoTunam Konnenrtpanmii IgG

[00191] Tabmmma 5. Koruenrpaunsa IgG (Ex/mn) ama 21 cepotrma yepes 2 HEICH MOCIC BTOPHIHO W HMMY HU3AIHH

Jxcnepumvent 1 IKCIEPUMEHT 2
Ceporun HPE]ZHAPI PCV21(1/5/15B/22F)-TT HPE]ZHAPI PCV21(1/5/15B/22F)-TT
1 5105,5 462024 142083 28405,2
3 6303,0 10591,0 6575,6 88838
4 467273 69813.7 16600,3 39330,1
5 68739 164684 5079,3 21510,8
6A 325614 34321,1 89655 7658.8
6B 253987 20484.6 5105,2 28856
7F 27560,5 85909,1 59993.0 554898
8 521,0 896587 2747 839454
9N 51982 304294,1 38247 207073,2
v 62169,3 412290 39503,5 42000,7
10A 166,4 377050 130,0 191737
11A 1953 43766,3 163,9 49047,9
12F 1544 25797.6 130,0 145033
14 17765.9 34321.5 12312.4 18367.4
15B 436,0 4658.6 280.,6 6711,2
18C 103154,7 158798.8 62963,5 956177
19A 19191,1 63980 9807.5 4133,7
19F 16349,2 37946.5 9838,7 127750
22F 130,0 10335,4 130,0 17058
23F 15166,5 10104,6 5835,1 4128.6
33F 146,1 359182 1414 34004,5

[00192] TIpu KOHBIOTHPOBAHWH KANCYJBHBIX moiwcaxapuaos cepotumos 1 w 5 ¢ TT konmentpamus IgG,
cnenu(puIeCKUX K CEPOTHIAM, 3HAYUTEIBHO BO3POCHA IO CPABHCHUIO C KOHIICHTpPAMCH, MOJMYYCHHOH NpH HX
koHptorupoBarmn ¢ CRMig;.  Kpommkm,  wvmmysmsuposanueile  PCV21(1/5/15B/22F)-TT,  Taioke
TIPOICMOHCTPUPOBATH 3HAYHTCIHHOE Y BEIMUCHHE KOHIEHTpanuu [gG MpoTHB TONMOTHATEIBHBIX BOCBMH CEPOTHIIOB,
orcyrcreyromux B [IPEBHAP13 (t.e. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). CHoma cepotun 9N moxazan
3HAYUTEIbHOE yBemmueHue (6onee yeM 50-kpaTHoe) mo cpasHeHuro ¢ [IPEBHAPI13.

[00193] TecrmpoBanme pynrmuoHaILHOI nvMvyHorennoctn (MOPA)

[00194] Tabmuma 6. Tutper MOPA mna 21 cepotuma yepes 2 HeICTH MOCIC BTOPHYHO W HMMY HU3AIHA
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Jxcnepumvent 1 JKCrepruMenT 2
Ceporun HPE]ZHAPI PCV21(1/5/15B/22F)-TT HPE]ZHAPI PCV21(1/5/15B/22F)-TT
1 99 294 109 214
3 479 792 740 820
4 2560 4083 2272 2671
5 1046 2696 3638 13927
6A 5624 4871 4949 2417
6B 5451 9599 4915 4516
7F 2355 2585 2414 2305
He
8 TECTUPOBAJIOC 692 - 779
b
9N 54 1860 84 1391
A% 282 165 295 371
He
10A TECTHPOBAJIOC 949 - 810
b
He
11A TCCTHPOBAJIOC 986 - 2118
b
He
12F TECTHPOBAJIOC 795 - 713
b
14 1052 2715 1659 2362
15B 59 461 79 403
18C 6257 7200 2933 3261
19A 2962 1151 3910 1794
19F 968 1874 1570 1109
He
22F TECTHPOBAJIOC 2091 - 261
b
23F 1854 1481 1956 660
He
33F TECTHPOBAJIOC 1862 - 850
b

[00195] TIpu xowstoruposannu ceporunos 1 u 5 ¢ TT ¢yukimonansasle THTPE MOPA 3HaYHTETEHO BO3POCITH IO

cpasHeHUIO ¢ THTpaMu MOPA, moiyueHHBIMEA U HX KOHBIOTHpoBaHAH ¢ CRM97.

Kpomku, nMMyHH3HPOBAHHBIC

PCV21(3/5/15B/22F)-TT, Taike NOpOACMOHCTPHPOBATH 3HAYUTCIBHBIC YBEIHUCHUS (DYHKIHOHAJIBHBIX THTPOB
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MOPA mpoTHB KaKI0T0 W3 AONMOTHATCTHHBIX BOCBMH CEPOTHIOB, 0TCYTCTBYROIUX B [IPEBHAP13 (1.¢. 8, 9N, 10A,
11A, 12F, 15B, 22F u 33F).

[00196] ITpumep S. JomoHUTE/ILHBIE CBEJCHHsI 0 MOJIYYCHHN KOHBIOrata caxapmaa-0eika cepormma 9N
Streptococcus pneumoniae

[00197] Ioayuenue 6anka knemox

[00198] Ceporun 9N Streptococcus pneumoniae (ATCC 6309) monyyanu n3 AMEPUKAHCKOH KOJICKIMH THIIOBBIX
kyipTyp (ATCC). Jlna pazMHOKEHHSA INTaMMa U YJAJICHUSA KOMIIOHCHTOB YKHBOTHOTO IPOHCXOXKICHUS MOCCBHYIO
KyJbTYPY KyJBTHBHPOBAJIM B TCUCHHE HECKOABKUX TeHepamui. @IakoH ¢ MOCEBHOH KyJIbTypOH XPAaHHIH B
xonoauasHuKe (< -70 °C) BMECTE C CHHTCTHYCCKUM TJIHLICPHHOM B KAYeCTBE KPHUOMPOTEKTOpa. [T moydeHUs
0aHKa KICTOK KJICTOYHYIO KYJBTYPY Pa3sMHOXAIM B COCBOH cpene. Ilepen 3aMOPO3KOH KICTKH KOHIICHTPHPOBATH
MyTeM LECHTPH(YTUPOBAHUS H, NMOCJE YAAICHHA HCTOINCHHOM CPEbl, OCAKACHHBIC KICTKH PECYCICHIAUPOBATIH B
CBEKEH cpeae, CoAepKale KpHOMPOTEKTOP (TAKOM KaK CHHTETUYICCKUH TTHICPHH).

[00199] @epmenmayusn

[00200] Kyasrypy u3 OaHkKa KICTOK HHOKYJIHPOBATH B MOCCBHYHO OYTBUIb, COACPXKAINYIO COCBYIO cpeay. Jo
JOCTHIKCHUS YAOBJICTBOPHTCIBHBIX YCIOBHH pOCTa KyJbTYpy HHKYOHpPOBAJIHM IPH MOCTOSHHOH Temmepatype 0e3
nepeMenmBaHud. MCmonp3ys moCeBHY0 Oy ThLUIb, KYJIbTYPY HHOKYIHPOBAIM B IOCEBHOIH (pepMEHTEp, coaep Kamuii
COEBYIO cpeny, ¢ peryaupyemoil temmeparypoii, pH u ckopocTeio nepememmBanusi. DepMEHTALMIO MPEKpaIIaIn
NOCTIC OCTAHOBKH POCTA HJIM JOCTHKeHHUS pabouel eMkocTd (pepmeHTepa. Ilocne 3aBepIueHuA (epMEHTAIMH Ty TEM
JOOABJICHUS AE3aKTHBATOPA, KICTOYHBIH AEOPHC YJALUIH C HCIOJb30BAaHHEM KOMOMHAIMH HENPEPHIBHOTO
MPOTOYHOTO IEHTPH()YTHPOBAHKA U (PHIIBTPALIHH.

[00201] Ouucmra

[00202] TIpomecc OYMCTKH ITHCBMOKOKKOBBIX IIOJHCAXAPHIOB COCTOSNT M3 MHOTOCJIOHHOW (puibpTpamuy,
MHOTOKPATHOTO KOHICHTPUPOBAHHS/ THA(DUIbTPALUH U (DHIBTPALYH/ JTFOHPO BAHHSL.

[00203] Axmueayus

[00204] KoHCUHYH KOHICHTPALMEO TIOTHCAXAPHIOB KOPPCKTHPOBATH A0 OK0JI0 2,0 I/ MyTeM MOCICI0BATCIHEHOTO
mobaeneHust WFI paccumramHOro kosmuectBa.  Ecim  HeoOxommmo, pH peakimy KOPPEKTHPOBATH 10
mpubmmsuTeTbHO 6,0, Tlocne xoppekrupoBanus pH Temmepatypy peakuwm yctaHasameamm Ha 21-25 °C. [lna
WHULOUHPOBAHUA OKHCJICHHA Ha 1 Mr caxapa moGasmumm okomo 0,024-0,189 mr mepiiogara Hatpus. Peaxumro
OKHCJICHHS MPOBOIHIH B TeueHHE 16-20 uyacos mpu 21-25 °C.

[00205] AxkTuBHpOBaHHBIM  TOJWCAXApPHJ  KOHICHTPHPOBATH H  (WIBTPOBAIM C  HCIOJb30BAHHEM
yaeTpadunsTpanuorHoit MemOpansl ¢ MWCO 100 x/la. Tlpoeommm quadunprpanmto ¢ WFI 10-kpatHOTO 00BEMa
oT 00BeMa THAPUIBTPANUHA. 3aTCM OUHINCHHBIN AKTHBHPOBAHHBIA MOTHCAXAPHI XpaHWTH pH Temmeparype 2-8 °C.
Onpenensumi  XapakTEPHCTHKH OYHINCHHOTO AKTHBHPOBAHHOTO caxapuaa mo (i) KOHICHTPAIWH Caxapuza,
OTIPEACTIEMOH KOTOPUMETPHUCCKUM aHAI30M, (ii) KOHICHTPALHH aJTbICTH/IA, ONPEACIIEMOI KOJOPHMETPHICCKAM
aHaym3oM, (iii) cTemeHN OKUCIICHHA | (iv) MOJICKYIIPHOH Macce, m3mepsemoit 9X-MALLS.

[00206] TIpumersror OX-MALLS nng onmpeAcncHHA MOJICKYIPHOH MAcCHl TONHCAXapuaa W KOHBIOTATOB
ToJTHCcaxXapu0B-0enkoB. s pa3acicHus MOJUCAXapHaA0B HA OCHOBE THAPOIMHAMHYECCKOTO 00hEMa HCIOIB3YIOT
3X. Jlms onpeaeneHUs MOJICKY JIPHO Macchl MPUMEHSIOT AeTEKTOP mokaszaresr npenomicHus (RI - anra.: refractive
index) W JETEKTOpP MHOTOYIJIOBOTO paccesHus jazepHoro mamyudeHums (MALLS - anrn.: multi-angle laser light
scattering). Korza ceer pearupyer C BEINECTBOM, OH PAacCEHWBACTCA. KONHUYECTBO PAacCESTHHOTO CBETA CBS3AHO C

KOHICHTpanue i, kBaapaToMm dn/dc (yaeapHOE yBEIHUYCHIE ITOKA3aTE MPEJIOMIICHIS) H MOJISIPHOM Maccoii BeImecTna.
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MoKy IPHYE0 MAcCy PACCUMTHIBAKOT HA OCHOBC CHTHANA PACCCIHHOTO CBeTa OT aetekropa MALLS u
KOHICHTPALMOHHOTO CHTHANA OT AeTekTopa RI.

[00207] Cremenp okucacumsa (DO) akTHBHPOBAHHOTO NOJHCAXAPHIA ONPCACIAIOT B BHAC 3HAYCHHA MOJICH
TIOBTOPSIOLINXCS 3BEHBECB CAXapoB, JCICHHOIO HA MOJIM QIbACTHAA. MOJH MOBTOPSIOIIMXCSA 3BEHBEB CAXapoB
OTIPEACTIIOT PA3THYHBIMHI KOJOPHMETPHUCCKHMHI METOAHKAMHE, HAIPUMED C HCIOJIb30BAHUECM aHATH3a C aHTPOHOM.
W, Monu anpaerua OnpeacsoT KOIOPUMETPUIeCKIM aHaan3oM [lapka-/koHCOHA.

[00208] HMcnoas3ys ONMUCAHHBIC BBINIC METOAMKH OMPEACTHIIH, YTO AKTHBHPOBAHHBIM KAICYJIBHBIA MOIUCAXAPUA
ceporumna 9N Streptococcus pneumoniae, TOTyICHHbBIH ONMUCAHHBIM BBIIIEC CIIOCOOOM, HMEET CTCTICHb OKUCICHUS 2-
19, 0ObraHO 5-10, 1 MOJIEKY JLIPHYIO Maccy okoJio 200-700 x/a.

[00209] Konvrozayusn

[00210] AxTuBHpOBaHHBIH MOIHCAXapua cMeIUBAIH ¢ OcnkoM-HocuTeneM CRMio7 B cooTHOmEeHuH 0,5-2 r CRM 97
Ha | T aKTUBHPOBAHHOTO MOJHCAXapHIA. 3aTeM OOBCIUHCHHYIO CMECh THO(GUIH3HPOBATH. JIHOPHIH3HPOBAHHY O
CMECh aKTUBUPOBAHHOTO mojucaxapuaa 1 CRM o7 Xxparumu mpu Temmeparype -20 °C.

[00211] JImopunru3upoBaHHYIO0 CMECh aKTHBHpOBAaHHOTO mosmcaxapuga 1 CRMiy; pacteopsuiu B 0,1 M pactsope
(ocpara HaTpui, a 3aTeM B AOCTATOUHOH CTCHEHH mepeMemnnBaiy. KoHEYHas KOHICHTpAaUMA MOJIHCAXapHIOB B
PCaKIHOHHOM PacTBOpe cocTaBiisuia 0koao 10-20 r/a. Tlocne WHHIHHUPOBAHHS KOHBIOTALWH MyTEM JOOABICHHS K
peakumoHHO# cMmecn 1,0-1,2 MOJSIpHBIX SKBHUBAJCHTOB IuaHOOOporuapuaa Hatpus (NaBH;CN), peakumro
mposoaud mpu 35-39 °C B TeueHue 44-52 vacoB. Peakuuro KOHbrOTAIMH 3aBepiuiiy jodasieHueM 0,9 % pactsopa
XJIOpHJa HATPHA TOTO K€ 00BEMa, YTO M KOHBIOTALMOHHBIH PEaKIMOHHBIH pacTBop, a 3ateM aoOasieHueM 1,8-2.2
MOJUIPHBIX SKBHBAJTCHTOB Ooporuapuna Harpus (NaBH4) 1 OnoKHpOBaHHSA HEpPEeardpoBaBLICIO ANbACTHIA.
Peaxipro 61okuposanus mposoaumy mpu 21-25 °C B TeueHne 3-6 4acos.

[00212] Pacteop kombroratoB pazdaBmum 0,9 % pacTBOpOM XIOpPHIA HATPHSA AI1 KOHUCHTPHUPOBAHHA H
maapuIsTpau ¢ Hcmoyb3oBaHHeM MemOpanel ¢ MWCO 100 x/la. Pa30aBicHHBIH pPacTBOP KOHBIOTATOB
¢umpTpoBaH yepe3 Guastp Ha 0,8-0,45 MKM W OUMINANH KOHICHTPHUPOBaHHEM H AuapuasTpanucii. [Iposoammn
auapuIBTpannio ¢ Hemosb3oBanueM MemOpansl ¢ MWCO 100 x/la, mpumenst 0,9 % pacTBop xyopuaa HaTpus
oobseMoM B 15-40 pa3 Ooabme o6beMa muadumpTpanmy. [locne 3aBeprucHus AHAQUIBTPANHH OCTABIIHICS PAaCTBOP
¢umpTpoBamm yepes GpuasTp Ha 0,2 MKM. PacTBOp KOHBIOTATOB Pa30aBILLIH 10 KOHICHTPAIMH MCHBIIC MPUMCPHO
0,55 Mr/mn, crepuIbHO OT(HHIBTPOBBIBAIH U 3aTeM XpaHuiy mpu 2-8 °C.

[00213] Ompenenamm XapakTCPHCTHKH OUHINCHHOTO KOHBIOTaTa cepoTuma IN, B 4aCTHOCTH, 1O (1) KOHICHTPALUH
Ocmka, ompemenmaeMoii komopuMmeTpuucckuM aHamm3oM (Jloypw), (ii) KOHOCHTPAIWH ATbACTHAA, ONMPCACTICMON
KOJIOPHMCTPHUCCKAM aHATH30M, (iii) COOTHOIICHHIO caxapua-Oeok, (iv) pacmpeacICHHIO MOJICKYT MO pa3MepaM
MCTOAOM 3KCKIIFO3HOHHOI xpomartorpaduu (CL-4B) u (V) MoaeKy 1apHO# Macce, mamepsaemoii 9X-MALLS.

[00214] Habnromamm n3MeHEHHE XapaKTCPUCTUK KOHBIOTaTa ceporuna 9N mpu BapbUPOBAHHH CTCTICHH OKHCIICHUS
(DO). Pesymsrar mpuBeacH B Ta0mMIC 7.

[00215] Tabmmma 7.

Homep xonbIOTAT 1 2 3 4 5 6
Moxne Hasg Macca aKTHBUPOBAHHOTO
P P 582 619 459 563 490 427
nosmcaxapuaa, kJla
DO 18,2 9.4 7.4 6,7 43 2.3
Hcxomaoe cootrHotmicHue (P:S) 0.8:1
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Homep konbrorar 1 2 3 4 5 6
KonuenTpanus nmoymcaxapuaa B 200
KOHBIOTAIIMOHHOM PEAKIIHOHHOM PacTBOPE, I/

% BBIXOA KOHBIOTATA 53 43 39 32 33 39
CooTHoIICHHE caxapua-0eIok 2.1 1.5 1.3 1,1 1,0 0,78

% cBOOOTHOTO caxapuaa 44 28 22 20 21 31

% MOJICKY IIPHO-MACCOBOC PACIPEACIICHIC 52 49 50 55 44 31
Moneky ipHas Macca KoHbIorara, k/la 860 1110 1912 1168 1189 1160

[00216] Habmrogamm u3MEHCHHC XapaKTCPHCTUK KOHBIOrata cepotuma 9N mpH BapbHPOBAHHH COOTHOIICHHS

CMCIIHMBAaHMA AaKTHBHPOBAHHOTO noimcaxapuna ¥ CRMie7 BO BpeMsI KOHBIOTaMH. Pe3yibrar npuseacH B TaOIMIE

8.
[00217] Tabsuma 8.
Homep koHBIOTAT 7 8 9 10 11
MounekyIpHas Macca akTHBHPOBAHHOTO
nmomcaxapuaa, kJla 287
DO 5,6
Hcxomnoe cootHomeHue (P:S) 2:1 1,5:1 1:1 0,67:1 0,5:1
KonuenTpanus nmoymcaxapuaa B 200
KOHBIOTAIIHOHHOM PEAKLIHOHHOM PAacTBOPE, I/
% BBIXOJA KOHBIOTATA 25 50 43 41 66
CooTHOIICHHE caxapua-0eIoK 0,71 0,85 1,0 1,2 1,8
% cBOOOHOTO caxapuaa 5 6 15 27 62
% MOJICKY IPHO-MACCOBOC PACIPCACIICHIC 52 58 50 40 22
MosekyaspHas Macca KOHbrOTara, k/la 3720 3713 1327 1016 545

[00218] Habmogamm W3MCHCHHC XAPAKTCPHCTHK KOHBIOTaTa cepoTHma 9N mpH BapbHPOBAHWH KOHICHTPALUH

MOJTUCAXAPHIOB B KOHBIOTAIIHOHHOM PSAKIHOHHOM PAacTBOpE. Pe3ysisTaT mpHBEACH B Ta0IHULE 9.

[00219] Tabmwma 9.

Homep konbroraT 12 13 14 15 16
MounekyspHasd Macca AKTHBHPOBAHHOTO
nosmcaxapuaa, kJla 200
DO 6,1
Hcxomroe cootrHomcHue (P:S) 0.8:1
KonueHTpanus nmoimcaxapuaa B
KOHBIOTAIIMOHHOM PEAKIIHOHHOM PacTBOPE, I/ 100 122 10 17> 200
% BBIX0Aa KOHBIOTATA 20 31 28 40 42
CooTHomICHHE caxapua-0eIoK 1.0 1,0 0,93 0,99 0,97
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% cBOOOTHOTO caxapuaa 32 30 22 21 18

% MOJICKY IIPHO-MACCOBOC PACIPEACIICHIC 17 27 40 47 54

MonekyaspHad Macca KOHbIOTara, k/la 560 546 845 932 1438

[00220] IIpumep 6. Ananuz ummyHozennocmu

[00221] ToToBHIM MOHOBAJCHTHYIO KOHBIOTHPOBAHHYIO KOMITO3HIMIO, COACPKANIYI0 KOHBIOTAT caxapuaa-Oeiaka
ceporuma 9N Streptococcus pneumoniae, KOHBIOTHPOBaHHBIH ¢ CRM97.

[00222] MIMMyHOTCHHOCTh MOHOBAJICHTHBIX HMMYHOTCHHBIX KOMIO3uImid Tadmun 11-13 aHATH3HPOBAIH METOIOM
tRepaodazuoit UGA. Onpenensim CHIBOPOTOUHY IO KOHICHTPALMIO CepoTHn-crienudpmucckux IgG.

[00223] TIate caMOK HOBO3CTAHACKUX OCIBIX KPOJMKOB BECOM 2,5-3,5 Kr HMMYHH3HPOBATH MPCIJIOKCHHOMH
KIMHUYCCKOH M030# I ueaoBeka (kowprorat 2.2 mkr, + 0,25 mr/mn amomunus B Buae AIPO4) Ha 0 Henmene
MOCPEACTBOM BHYTPHMBIIICYHOTO IMyTH BBEACHHA. KpOJIMKOB CHOBA HMMYHH3HPOBAIH HA HEACIC 2 C MOMOIIBIO
KOHBIOTHPOBAHHOH BAKIIHHBI B TOH KE 103¢, M OTOMpaIu 00pa3usl KpoBH Ha Heaeme 4. [t 06pa31oB CBIBOPOTKH HA
Hegese 0 1 Heaene 4 MpoBOIIIIN cepoTHn-criecimpuueckuii TBepaodasusiit UDA.

[00224] Pesymprar anamm3a mokazaH B Tabmune 10, Y KpoNHMKOB, HMMYHH3HPOBAHHBIX MOHOBAJICHTHOM
KOHBEOTHPOBAHHOH KOMIO3HIHEH (KOHBIOTaT HOMEP 8), HAOI0IaI0Ch 3HAYUTEIBHOE YBEIHUCHHE 00miero Tutpa IgG
i ceporuna IN. 'V KpoJIMKOB, IMMYHH3HPOBAHHBIX APYTHMH KOHBIOTaTAMH, TAKKe HAOIIOJANIOCh 3HAUYUTEIBHOC
yBemmueHue odmiero turpa IgG.

[00225] B tabmuue 10 mokazaH pe3yibTaT H3MEPCHHS KOHUCHTpanuu IgG mociae HMMMYHH3AIMH KPOJHKOB
KOHBIOTATOM HOMep 8 13 TabuIp! 8.

[00226] Tabmuma 10.

Konuenrpanus [gG (Ex/mu)

Ceporun IIpenBapureabHAs HMMY HH3ALUA ITocnenyromas HMMyHH3ALHA

ON 130,0 656 3453

[00227] TlockoapKy B JAHHOM OTIHCAHHH OITHCAHBI OHH HJTH O0JICC THITOBBIX BAPHAHTOB OCYIICCTBJICHUSA, CPCTHCMY
CHCUHUATHCTY B JAHHOH 007acTH OyIeT HOHATHO, YTO B HETO MOTYT OBITh BHECEHBI PA3JIHYHBIC H3MCHEHHS TT0 (popme
H B JAcTaIAX O¢3 OTCTYIUICHHUA OT CYTH W 00bEMa HWACH H300PCTCHHA, KAK 3TO OMPSACICHO CICAYIOmEH (popMymoi
H300pETCHUSL.

JINTEPATYPA

[00228] B HacTosmeii 3a9BKC MHTHPYEOTCA CICAYIOIMNC CCHUTKH, W OHH JAIOT OOMIYI0 WH(POPMALHIO, KACAFOIIYEOCT
TCXHHICCKOH 00TACTH, a TAKKE MPCIOCTABIAIOT OMUCAHUS AHATM30B H APYTHC MOAPOOHOCTH, 00CYKIACMBIC B 3TOH
3agBke. Creayromue CChTKH BKIFOUCHBI B JAHHBIA JOKYMCHT IIOCPEACTBOM CCHUTKH B IIOJTHOM OOBEME.
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OOPMVYIJIA U30BPETEHUS

1. INonmuBaneHTHAd MPOTHBOITHEBMOKOKKOBAA KOHBIOTHPOBAHHAA KOMIIO3HIUA CO CMCIIAHHBIM HOCHTENEM,
cogepskamas 21 pa3nuyHBIN KOHBIOTAT ITHEBMOKOKKOBBIX KANCYJBHBIX ITOJIHCAXAPHIOB-OCIKOB, MPHYEM KaOKIBIH
KOHBIOTAT ~ ITHEBMOKOKKOBOTO  KAICYJBHOTO  IOJHCAXapuaa-Oemka  COACPKHT  OCIKOBBIH  HOCHTEIb,
KOHBIOTHPOBAHHBIH C KaICyIbHBIM MOJIUCAXAPUIOM OT PA3IHYHBIX CEPOTHIIOB Streplococcus pneumoniae, PU STOM
cepotuel Streptococcus pneumoniae BeIOpansl w3 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C,
19A, 19F, 22F, 23F u 33F,

mpuyeM OCITKOBBIN HOCHTEb peAcTaBiaeT co60it CRM 97 Wil CTOIOHAYHBIN AHATOKCHH, H

U TP 3TOM HYETBIPE U3 KAICYJIbHBIX MOJHCAXAPUIO0B KOHBIOTHPOBAHBI CO CTOJOHMYHBIM AHATOKCHHOM, a
OCTQJIbHBIC KaICYJIbHbIC MOIHCAXapHIabl KOHBIOTHPOBAaHEI ¢ CRMg7, pHUYEM YeTHIPE KANCYJIBHBIX MOJIHMCAXapH/A,
KOTOpBIC KOHBIOTHPOBAHBI CO CTOJOHIYHBIM AHATOKCHHOM, HMEIOT cepoTHItsl 15B, 22F, a 1Ba cepoTuna BHIOpaHbI U3

TPYIIBL, COCTOAIIEH U3 cepoTUNoB 1, 3 u 5.

2. [NomBaneHTHAA TPOTHBOITHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMIIO3HIHA CO CMCIIAHHBIM HOCHTEIIEM IO
m. 1, B xoTOpoi#i KancyibHBIC MOIHCAXapuabl 0T cepoTumnoB 1, 5, 15B u 22F KOHBIOTHPOBAHBI CO CTOJOHAYHBIM
AQHATOKCHHOM, a KaICyJIbHbIC MOJUCAXapuIsl OT cepoTuroB 3, 4, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 18C,
19A, 19F, 23F u 33F xoustoruposans ¢ CRM 7.

3. INomiBaneHTHAA NPOTHBONTHEBMOKOKKOBAs! KOHBIOTHPOBAHHAS KOMITOZHIIMA CO CMEIIAHHBIM HOCHTENEM II0
m. 1, B KOTOPOH KamcCyJbHBIC MOJTHCAXapHIbI OT cepoTHnoB 1, 3, 15B u 22F KOHBIOTHPOBAHBI CO CTOJIOHIYHBIM
AHATOKCHHOM, a4 KAINCyJIbHBIC MOJIHCAXapuasl OT cepoTHmoB 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 18C,
19A, 19F, 23F u 33F xonsrorupoBanbl ¢ CRM; 7.

4. [NomBaneHTHAA TPOTHBOITHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMIIO3HIHA CO CMEIIAHHBIM HOCHTEIEM IO
m. 1, B KOTOPOH KamcyJbHBIC MOJNHCAXAPHIBI OT CepoTHIOB 3, 5, 15B m 22F KOHBIOTHPOBAHBI CO CTOJOHIYHBIM
AHATOKCHHOM, a KAINCYJBHBIC MOJHCAXapuasl OT cepoTumoB 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 18C,
19A, 19F, 23F u 33F xorsroruposanbl ¢ CRM;g7.

5. TlomBancHTHAS MTPOTHBOIMTHECBMOKOKKOBASI KOHBIOTHPOBAHHAA KOMIIO3HIUA CO CMCIIAHHBIM HOCHTCJIEM IO

J'IIO60My U3 NPCAMCCTBY OINNX MY HKTOB, JOMOJTHUTCIIBHO COACPKAIIAS AABOBAHT.

6. TlomBancHTHAS MPOTHBOIMMTHECBMOKOKKOBASI KOHBOTHPOBAHHAA KOMIIO3HIAA CO CMCIIAHHBIM HOCHTCIICM IO

. 5, B KOTOPOH aJBIOBAHT MPCACTABIACT COO0IT ABIOBAHT HA OCHOBC AFOMAHHUSL.
7. [NomiBaeHTHAS TPOTHBOTHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMITO3UIHS CO CMEIIAHHBIM HOCHTEJIEM I10
m. 6, B KOTOpPOH axbIOBAHT BBIOPAH M3 TIPYINIBI, cocTosAmeld w3 (Qocdara amoMuHHA, cyabpara aTFOMHHHI U

THAPOKCHAA A TFOMAHMA.

8. TlomBancHTHAS MMPOTHBOIMTHEBMOKOKKOBASI KOHBIOTHPOBAHHAA KOMIIO3HIAA CO CMCIIAHHBIM HOCHTCIICM IO

. 7, B KOTOPOH aIBFIOBAHT MPEACTABIACT Co001 (pocat amroMuHMS.
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9. INonmmBaneHTHAA TPOTHBOIMHEBMOKOKKOBAS KOHBIOTHPOBAHHAA KOMIIO3HIHA CO CMEIIAHHBIM HOCHTEIEM IO
moO0My U3 MPEALICCTBYIONMX My HKTOB, B KOTOPOH:

Karcy IHbIH mosmcaxapu oT ceporuna 9N xkorbroruposad ¢ CRMig7 B COCTOSIHHH, B KOTOPOM KaIlCy IbHBIH
MOJHCAXapHA OT cepoTuna 9N akTHBHPOBAH C MOJIYUCHHEM CTCNCHH OKUCICHHA 2-19 mmn 5-10 U MOJICKYyIAPHOH
maccel 200-700 ka;

KOHBIOTAT, O00Pa30BaHHBIH MEXIy KamnCyJIbHBIM IoiucaxapuaoM oT ceporuma IN m CRMpy;, mmeer
MOJIEKY JLIPHYEO Maccy pasHyro 500-4000 x/Ia;

COOTHOIICHHUC KaINCyIbHOTO moyncaxapuaa ot ceporuna 9N u CRM 97 B KOHBIOTaTe, 00Pa30BAHHOM MCHKIY
KancyJbHBIM moucaxapuaoM ot ceporuma 9N u CRM o7, cocrasmter 0,5-2,5 (mac./mac.); u/wmm

15-60 % xoHBIOTaTa, 0OPA30BAHHOTO MEKAY KAINCYJBHBIM moiucaxapuaoM ot cepotuna IN u CRMigr,

umeeT 3HaueHne Kq pasaoe 0,3 wm Hipke Ha kostonke CL-4B.

10. IIpumeHEHHE TOIUBATICHTHON MPOTUBOMHEBMOKOKKOBOM KOHBIOTHPOBAHHON KOMIIO3ULUU CO CMELIAHHBIM
HOCHTEJIEM IO TFOOOMY M3 IPEAMICCTBY FOIMX Iy HKTOB /IS IPO(UIAKTHKY Y CyObeKTa HH(DEKIMH HITH 3a00JICBAHUS

Streptococcus pneumoniae.

11. BammHa, CoACpKaAaA MOJUBAJICHTHYH) MPOTHBOIMMHCBMOKOKKOBYH) KOHBIOTHPOBAHHYIO KOMITO3HIIUIO CO

CMEIIAHHBIM HOCHTEIIEM II0 TF000My W3 1. 1-9 u (papManeBTHYECCKH IPHEMIIEMOE BCIIOMOTaTEIbHOE BELIECTBO.
12. Cnoco6 npo(unakTHky y cyObekTa HHPEKIHH Wik 3a001eBaHus Streptococcus pneumoniae, BRIFOUAIOIIHIH
BBEICHHE CYOBEKTY mpoQuiaakTHuecku 3(P(PSKTHBHOTO KOJIHYCCTBA MOJIHBAJIICHTHOH IPOTHBOMHEBMOKOKKOBOM

KOHBIOTUPOBAHHOH KOMITO3HIIHH CO CMEIIAHHBIM HOCHTEJIEM I10 JEOOOMY U3 Il 1-9 mimm BakuuHsl mo 1. 11.

13. Cnocob mo m. 12, B KOTOPOM CyOBEKT SABISICTCSA YCJIOBCKOM B BO3PACTEe MO MeHbHIeH mepe 50 jer, u

3200JICBAHAC MPCACTABILICT COO0H MHCBMOHHIO HJTH HHBA3HBHOC ITHCBMOKOKKOBOC 3a00eBanue (IPD).
14. Cnoco0 mo m. 12, B KOTOPOM CYOBCKT SIBISICTCS HEITOBEKOM B BO3PAcTE IO MCHBINCH MEpe 6 HEACTb, H
3200JICBAHAC TPSACTABICT COOOH NMHCBMOHHWIO, WHBA3HBHOC IMHCBMOKOKKOBOC 3aboneBanue (IPD) mmm octpoe

BOCTIAJICHHC CpeaHero yxa (AOM).

15. Cmoco6 mo 1. 14, B KOTOpPOM CYOBCKT HAXOAUTCS B BO3PACTE OT 6 HEACTH A0 5 JeT, OT 2 10 15 MecAnes win oT 6

no 17 ner.

16. [Tpumenenwne mo . 10 wm cioco6 no modomMy w3 min. 12-15, B KOTOpOM CyOBEKT SIBIICTCS YSTOBEKOM.

17. Cnocob no mobomy u3 min. 12-16, B KOTOPOM IOJIHBAJICHTHY O IIPOTHBOITHEBMOKOKKOBYFO KOHBIOTHPOBAHHY O

KOMITO3HUIUIO CO CMCIIAHHBIM HOCHUTCJICM HJTH BAKIIUHY BBOIAT Iy TEM BHyTpHMbIIHC‘IHOﬁ HHBCKIIHH.

18. Cmocob no modomy u3 min. 12-17, B KOTOPOM IOJIHBAJICHTHY IO IIPOTHBOITHEBMOKOKKOBYFO KOHBIOTHPOBAHHY IO

KOMITO3HIUIO CO CMCIIAHHBIM HOCHTCJICM HJIH BAKIIHHY BBOJAT KaK YaCTh CCPHH HMMyHHSaHHﬁ.
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