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CMEIIaHHBIM HOCHUTEJeM, coiep)kamme 21 pasIudHbIi KOHBIOTaT ITHEBMOKOKKOBBIX KaICYIbHBIX
MTOJTUCAaXapUI0B-0CIIKOB, MPHUYEM KaXKAbIi W3 KOHBIOTATOB BKIIFOYACT KAICYNBHBIA IMOJHCAXapUI OT
OTIMYAIOIIETOCS cepoTumna Streptococcus pneumoniac, KOHBIOTHPOBAHHBIA JIMOO CO CTONOHSIYHBIM
anatokcuHoM (TT), mu6o ¢ CRM g7, mpudem cepoTumsl Streptococcus pneumoniae BeIOpaHs! U3 1, 3, 4,
5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F, npuuem KarncysiabHble
MOJIMCAXAPUIBI IBYX M3 CEPOTHIOB 1, 3 u 5, u onuH win 06a u3 cepoturioB 15B u 22F koOHBIOTHPOBaHBI
¢ TT, a ocranpHBIC KalCylbHBIE TMOMUCaxXapuabl KOHBIOTHpOBaHBEI ¢ CRMy,. IIpemmoxens! Taxxe
CII0COOBI TPON3BOJICTBA MTOJTMBAJICHTHBIX IPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMITO3HIIAN CO
CMCIIIAaHHBIM HOCHUTENIEM U CIOCOOBI UX MPUMEHEHUsS IS MPOPUIAKTHKH y CyObeKTa MH()EKIUU WU
3aboseBaHus Streptococcus pneumoniae.
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MNOJHUBAJIEHTHAA ITPOTUBOITHEBMOKOKKOBASA ITOJINCAXAPHUIHO-BEJIKOBAA
KOHBIOTUPOBAHHAA KOMIIO3UIIAA

HNEPEKPECTHAS CCBLIIKA HA POACTBEHHBIE 3AABKHA

[0001] B nacrosfmel 3ajdBKe HCIIPAIIUBACTCA IPHOPUTET, U OHA OCHOBAHA HA JATE IOJAYM IIPCABAPUTEILHON
sassku Ha mateHT CILIA HOMEp 62/626,509, momannoii 5 pespamt 2018 r., u Kopelickoii 3as1Bku Ha mateHT HOMep 10-
2018-0045246, monmannoit 18 ampens 2018 r., mMoMHOE ONMUCAHHE KOTOPHIX BKIIOUCHO B JAHHOM JOKYMEHT

TIOCPEACTBOM CCBIIKHA.

OBJACTb TEXHUKH

[0002] J[anHasg 3adBKa OTHOCUTCA, B LEAOM, K HMOJUBAJCHTHBIM NMPOTHUBOIHEBMOKOKKOBBIM KOHBIOTUPOBAHHBIM
KOMIIO3UIUAM CO CMCIIAHHBIM HOCUTCIEM, COACPXKAIUM UX BAKIIUHAM U crocobam MPUMCHCHUA 3TUX KOMH03I/II_II/II71

W BAKIUH JTA TpouIakTHKy y cyObekTa HH(EKUHA WM 3a00ICBAHUA Streptococcus pneumoniae.

YPOBEHb TEXHUKH

[0003] TIImeBmokOkKU (Streptococcus pneumoniae) MPEACTABIIOT COO0H TPAMIOIOKUTEIBHBIC, KOMbECBHIHEIC,
(axyapTaTEBHO aHAPOoOHBIC GakTepuu ¢ 6ojee 90 M3BECTHRIME CEPOTHIAMH. BBITO YCTAHOBICHO, YTO OOTBITHHCTBO
CEpOTUNOB S. prneumoniae BBI3BIBAT 3a00neBaHue, cpeAu HUX 23 Hambojee pPAcIpPOCTPAHCHHBIE CEPOTHIIA
00yCnaBmMBaOT MpUOM3UTENBEHO 90 % HHBA3UBHBIX 3a001eBaHUi O BceMy Mupy. CepoTHITbI KIaCCU(PUIUPYIOT HA
OCHOBE CEpOJOTHYECKOTO OTBETA HA KAIICYJIbHBIE ITONMMCAXapuabl, Hanboaee BaAXXHOTO (hakTopa BUPYICHTHOCTH JUIA
ITHCBMOKOKKOB. Kancym;nme O CAXapUuabl ABJLIHOTCA HC3aBUCUMBIMUA OT T-xmeTox AHTUTCHAMU, KOTOPBIC
HHAYLHUPYIOT BEIPAOOTKY AHTUTENT B OTCYTCTBHE T-XeIMepHBIX KIeTOK. HesaBucumble 0T T-KIETOK AaHTHICHBI, KAk
MPABWJIO, WHAYLMPYIOT AHTUTENA C HU3KOH a((GUHHOCTBIO M KPATKOBPEMEHHBIMH HMMYHHBIMH OTBETAMHU C
HE3HAYHTEIbHON HMMYHOIOTHYECKOH TaMATh HITH COBCEM Oe3 Hee.

[0004] TlepeoHavanbHBIE  TPOTHBOMHCBMOKOKKOBBIC  BAKUWHBI  BKIIOYAAA  KOMOWHAIIMM  KATCYJTBHBIX
TOTUCAXAPUIOB OT PA3TMYHbIX CEPOTUIIOB. OTH BAKUUHBEI MOTYT HAACTATh UMMYHUTETOM IIPOTHUB S. preumoniae
TIALIMEHTOB € PAa3BUTOH WU 3A0POBOH HMMYHHON CHCTEMOMH, OMHAKO OHU HE 3(P(EKTUBHBI Y MIAACHIEB, Y KOTOPBIX
OTCYTCTBYET Pa3BUTAsA UMMYHHAS CUCTEMA, U Y IOKUIIBIX THOACH, Y KOTOPBIX YaCTO HAPYIIEHA HMMYHHAS (DYHKIUA.
Z[J'UI VIyYIICHUA AMMYHHOTO OTBCTA HA IMPOTUBOIMHCBMOKOKKOBBIC BAKIIUHBEI, 0COOEHHO Y MIAACHUCB U IMMOXKUJTBIX
monel, KOTOpBle NOABEPraloTCA IMOBBIIECHHOMY PHCKY pasBuUTHi HHpeKuu S. preumoniae, KaICyIbHbBIC
TOTUCAXapUIBl KOHBIOTHPOBAIU C IMOAXOAAMMMHA OCTKAMU-HOCHTEIAMH A1 CO3MAHHA IMPOTHBOITHEBMOKOKKOBBIX
KOHBIOTHPOBAHHBIX BaKIWH. KOHBIOTAUMA C HOAXOAAIMUM OEIKOM-HOCHTEIEM H3MEHACT KaICYIbHbINA ITOIHCAXapu
C HE3aBHCHMOTO OT T-KIETOK aHTHIeHa HA 3aBUCHMBIA OT T-kmeTok antureH. Ilo CcymecTBY, HMMYHHBINH OTBET
TIPOTUB KOHBITUPOBAHHOTO KANCYNBHOTO MOMHCAXapHJA BOBICKACT T-XEIMEPHBIC KICTKH, KOTOPHIC IOMOTAXOT
HHIYUUPOBaTh Oonee CUNbHBIM W OBICTPBHIE HMMYHHBIH OTBET IIPU HOBTOPHOM KOHTAKTE C KAICYJIbHBIM
TIOTUCAXAPUIOM.

[0005] Cymectsyer, 10 KpaiiHeit Mepe, JBa MOAX0Aa K pa3pad0TKe MPOTHBOIMHEBMOKOKKOBEIX KOHBIOTHPOBAHHBIX
BAKIMH. IIOAXOA4 C OOHHMM HOCHUTCICM H IIOAXO0X CO CMCIIAHHBIM HOCHTCIICM. HMMyHOFeHHOCTB KOHBKOTATOB
PA3MYHBIX KANCYJIBHBIX MOIMCAXAPHIOB MOXET OTIHYATECA B 3aBHCHMOCTH OT ITHEBMOKOKKOBOTO CEpOTHIIA H
HCTOMBb3YeMOro Oenka-HocuTend. IIpu moaxodae ¢ OOHHM HOCHTENEM KANCYIBHBIE MOMUCAXAPHABI OT PA3IHYHBIX

CCPOTUNOB KOHBIOTUPYIOT ¢ omHUM OenkoBeIM HocuteneM. Psan Bakuusa [IPEBHAP kommanum Pfizer sasercs



TIPAMEPOM NOAX0AA C HCIONB30BAHUEM OJHOTO HOCHTEI, ITPH KOTOPOM PA3IUYHBIE KAICYIbHBIC MOTUCAXAPUIBI
KOHBIOTUPYIOT ¢ OenxoBbIM HocuteneM CRM) g7, HSTOKCHYHBIM BAPUAHTOM AU(PTEPUIHHOrO AHATOKCUHA, UMEHOIIIM
OJHY AMUHOKHCIIOTHYIO 3aMEHY TIIFOTAMHHOBOH KuCIOTH Ha rmuuH. B 2000 rogy Oplna BHepeble omo0peHa 7-
pajgeHtHas [IPEBHAP-sakumna ([IPEBHAP), comeprkamas, KamncCylbHbIC MOMMCAXapuAsl W3 CeMH HamOojee
pacmpocTpaHeHHBIX cepotumioB. 4, 6B, 9V, 14, 18C, 19F u 23F. B 13-BamentHoii Bakumue, [IPEBHAP 13,
nmobasieHbl cepotumnsl 1, 5, 7F, 3, 6A u 19A x Genxoomy Hocutemo CRM g7, Benkoseiii Hocutems, CRM g7, —
OOWH HOCHUTEIb, MpUMEHACMBIH B BakuuHe [IPEBHAP, HuKkorga He MpUMEHAIC KaK YaCTh CHCTEMBI CO CMCIMAHHBIM
HOCHTENIEM B IPOTUBOMHEBMOKOKKOBOH KOHBIOTHPOBAHHOH BaKIHHE.

[0006] Bropoii mogxox AJMM NMPOTUBOMHEBMOKOKKOBBIX BAKIMH NMPEACTABIACT COO0H MOAXOM CO CMEIMAHHBIM
HOCHTENEeM. B mogxoae co CMEMAHHBIM HOCHTENEM, BMECTO MHCIONb30BAHHA OJHOTO OEIKOBOTO HOCHUTEI,
TIPUMEHSAIOT B W O0bIIe OETKOBBIX HOCUTENEH ¢ KANCyIbHBIMH ITOJUCAXAPUAAMU OT CIEIU(PUIECKIX CEPOTHIIOB,
KOHBHOTUPOBAHHBIX C IICPBBIM O€eJIKOBBIM HOCUTCJICM, U KaICYJIbHBIMU IOACaAXapugaMHd OT APYTUX CCPOTUIIOB,
KOHBIOTHPOBAHHBIX C II0 MEHBIIEH Mepe BTOPHIM OTIMYAIOIIHMCA OCIKOBBIM HocuTeneM. Hampumep,
GlaxoSmithKline pazpadoran SYNFLORIX, 10-panentayto (ceporumsl 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F u 23F), co
CMCIIAHHBIM HOCHTENEM, NMPOTHBOTHEBMOKOKKOBYK) KOHBIOTHPOBAHHYI BAaKIUHY, B KOTOPOH HCIOIL30BAHBI B
KauecTBe OenkoBbIX Hocutenel 6enok D 77 influenzae, CTONOHAYHBIN aHATOKCHH U TU(TEpUiiHBIN aHATOKCUH. B
SYNFLORIX, cepotumnsl 1, 4, 5, 6B, 7F, 9V, 14 u 23F xonbproruposansl ¢ 6enxkom D; ceporun 18C xoHBIOTUPOBAH
CO CTONOHSYHBIM AHATOKCHHOM M cepotun 19F xoHbBlOrHpoBaH ¢ audTepuiiHbIM aHaroxcuHoM [2]. U3 11-
BajieHTHOrO mpeamecTBeHHuka SYNFLORIX Obut yaaneH cepoTun 3, B YACTHOCTH, IO MPHYMHE TOTO, YTO OH HE
moxasan cnenuddeckoi 3GpGexTUBHOCTH IO CEPOTHITY B HCCIIETOBAHUH C OCTPBIM BOCIATIEHHEM CpeJHero yxa [1].
Hpyras rpynma, Aventis Pasteur, paspadorana 11-samentnyto (cepotun 1, 3, 4, 5, 6B, 7F, 9V, 14, 18C, 19F u 23F),
CO CMEIIAHHBIM HOCHTEIEM, IIPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYIO BAKI[MHY C HCIOJIE30BAHAEM B KAUECTBE
OCITKOBBIX HOCHTENCH qU(TEPHITHOTO AaHATOKCHHA M CTOIOHMIHOTO aHaTOKCcHHA [3]. KamcympHble mommcaxapuas! OT
cepotunos 3, 9V, 14 u 18C MoryT BEI3bIBaTh 0Jee BEIPAKCHHBIA OTBET, KOT/AAa OHU KOHBIOTHPOBAHBI C TU(PTEpUIHBIM
AQHATOKCHHOM, YeM KOTAA OHM KOHBIOTUPOBAHBI CO CTOIOHAYHBIM AHATOKCHHOM [6]. Taxum 06pa3zoM, CEpOTHIIBI 3,
6B, 14 u 18C xowwloTHpPOBATU C AU(TEPUHHBIM AHATOKCHHOM, a ceporunsl 1, 4, 5, 7F, 9V, 19F u 23F
KOHBIOTUPOBAHBl CO CTOJNOHAYHBIM AHATOKCHHOM. Pa3pa0oTka 3TOH INPOTHBOITHEBMOKOKKOBOH BAaKIUHBI CO
CMEUIAHHBIM HOCHUTEIEM OBLIA IpeKpamecHa, 0TYACTH, MO TCXHUUCCKAM MMPUYWHAM U U3-3a BO3SMOXKHOCTH ITOJTYUICHUA
CHIDKCHHOTO OTBETA MPU BBEACHUU C OCCKICTOYHBIMH BaKIIMHAMH TMPOTHB Kokmoma [3]. HemaBHo cooOmamm, uTo
cepoTHnm 5, a Tarke |, HMETH OOWH W3 CAMBIX HH3KUX HaOmomaeMmbIX THTPoB OPA (omCOHO(pAromuTHPYIOIIHX
anTHTen) u3 Beex cepotumos [IPEBHAP 13, B koTopoMm Habmomamach CBsI3aHHAA KOPPeLanus MeKIy TaTpoM IgG u
aktuBHOCTEIO OPA [4]. Tarxke OBLTO BEICKA3aHO IPSAIOI0KCHHE, YTO I CEPOTHIA 3 JUTA 3AIMUTHI MOTpeOyeTCs

ropaszno Gojee BricoKad KoHueHTpauus [gG B ceiBopoTke [5].

CYIIHOCTH U3OBPETEHUA

[0007] B pmaHHOH 3adBKC NPEAJOKCHA HOBBIC M YIYYIICHHBIC IOJUBAIICHTHBIC IPOTUBOIHEBMOKOKKOBBIC
KOHBIOTHPOBAHHBIC KOMITOZUIMH CO CMEIIAHHBIM HOCHTENIEM U COACPKAINUEC HX BAKIHUHBL B OmHOM acmexre
H300peTeHUA TPeAIOKCHA IIOJMBAICHTHAA IPOTUBOITHEBMOKOKKOBAA KOHBIOTHPOBAHHAS KOMIIO3MIMA CO
CMEIIAHHBIM HOCHTEIEM, coaepkamast 21 pa3nuiHbIl KOHBIOTAT MHEBMOKOKKOBBIX KANCYABHBIX MOMHCAXaPHAOB-
0enKOoB, MpUYeM KaXKIbIH KOHBIOTAT ITHEBMOKOKKOBOTO KAICYJIBHOTO ITOJMCAXapuaa-0enka COACPKUT OEIKOBBIA
HOCUTEb, KOHBIOTUPOBAHHBIN C KAICYIbHBIM ITOJIUCAXAPUIOM OT PA3THMUHBIX CEPOTHIIOB Streptococcus pneumoniae,

TIPU 3TOM CEPOTHIILL Streplococcus pneumoniae BIOpansl U3 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14,



15B, 18C, 19A, 19F, 22F, 23F u 33F, mpuuem O€IKOBBIH HOCUTENb mpeacTaBmaeT co0oii CRMiy7 uimu cTONOHAYHBINH
AQHATOKCHUH, ITPH 3TOM HETHIPE U3 KANCYIBHBIX MONMUCAXAPUIOB KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCUHOM, a
OCTA/IbHBIC KAICYIbHBIC MOMUCAXapuAbl KOHBIOTHpoBaHbI ¢ CRMig7, W Impu4eM ABa U3 YETHIPEX KAICYIbHBIX
TOJTUCAXAPUAA, KOTOPbIE KOHBIOTMPOBAHBI CO CTONOHAYHBIM AHATOKCUHOM, BBIOPAHBI W3 TPYIIBL COCTOAINCH U3
ceporunos 1, 3 1 5, a ocTambHBIC KAICYIbHBIC MOMHMCAXAPH B! IIPEACTABILIIOT C000ii ceporunsl 15B u 22F.

[0008] B omHOM BapuaHTEC OCYIICCTBICHUA 21-BaJCHTHOH IIPOTHBOMHECBMOKOKKOBOH KOHBIOTHPOBAHHON
KOMIIO3UIUY CO CMEIIAHHBIM HOCUTEIEM KaICYIbHBIC TOIUCAXapuabl OT CepoTurioB 1, 5, 15B u 22F kOHBOrUpOBaHE
CO CTONOHTYHBIM AHATOKCHHOM, a KaNCYIIbHBIC MOHCAXapHIbl OT CepoTHIoB 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 18C, 19A, 19F, 23F u 33F xonbtoruposansl ¢ CRM 7.

[0009] B papyroM BapuaHTe OCYILNCCTBACHUA 21-BaJCHTHOH IPOTUBONHEBMOKOKKOBOH KOHBIOTHPOBAHHON
KOMIIO3UIUU CO CMEIIAHHBIM HOCUTEIEM KANCYIBHBIC MOIUCAXaPUABL OT CepOTUIIOB 1, 3, 15B u 22F kOHBIOrHPOBAHBI
CO CTOJOHAYHBIM AHATOKCHHOM, a KaIlCYJIbHBIC TOTUCAaXapuabl OT CepoTHIios 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 18C, 19A, 19F, 23F u 33F xoustorupoBansl ¢ CRM 7.

[0010] B ngpyrom BapuaHTEe OCYIOECTBICHUA 21-BaJCHTHOW NPOTUBOIMHEBMOKOKKOBOW KOHBIOTHPOBAHHON
KOMIIO3UIUY CO CMEIIAHHBIM HOCUTEIEM KalCYIbHBIC TOIMCAXapuabl OT CepoTurios 3, 5, 158 u 22F kOHBOrUpOBaHE
CO CTONOHTYHBIM AHATOKCHHOM, a KAINCYIIbHBIC MOTHCaXapuasl OT cepotutios 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 18C, 19A, 19F, 23F u 33F xonbtoruposansl ¢ CRM 7.

[0011] . B mpyrom acnexre H300peTeHUA B AAHHOH 3a4BKe IIPEIIOKEHA MOMUBAICHTHASL IIPOTHBOITHEBMOKOKKOBAS
KOHBIOTUPOBAHHAA KOMIIO3MLMA CO CMEIIAHHBIM HOCUTENdeM, cofepxkamas 21 pasmuyHbIf  KOHBIOTAT
ITHCBMOKOKKOBBIX  KaIICYJIBHBIX HOJII/[C&XB_]:)I/IZ[OB-6GIIKOB, mpuicM Kam):[mf[ KOHBKOTAT ITHCBMOKOKKOBOI'O
KalCyJIbHOTO IoJmcaxapuna-Oeka COACp)KAT OEIKOBBI HOCHTEIb, KOHBIOTHPOBAHHBIH C  KAICYIbHBIM
TOJMCAXAPUIOM OT PA3AMYHBIX CEPOTHIIOB Streptococcus pneumoniae, TPH 3TOM CEPOTHIIBL Streptococcus
pneumoniae BeIOpaHBI U3 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F,
mpuyeM OemkoBbIA HocuTenb mpeactaBiaier codoii CRMig7 Mmi CTOMOHSAYHBIA AHATOKCHH, IPH 3TOM TPU U3
KANCYNbHBIX TONHCAXAPUIOB KOHBIOTHPOBAHBI CO CTOJOHMYHBIM AHATOKCHHOM, a OCTaJbHBIC KAICYJIbHBIC
TIOUCAXapuIbl KOHBIOTHPOBAHEI ¢ CRMi¢7, U IPHYEM TPH KATICYIBHBIX MOMUCAXAPHIA, KOTOPHIE KOHBIOTHPOBAHBI
CO CTOIOHAYHBIM AHATOKCHHOM, BBIOPAHBI U3 TPYIITLL cocToAmei u3 cepotunos 1, 3, 5, 15B u 22F. B HEKOTOPBIX
BApPHAHTAX OCYIIECTBICHUA JBA U3 TPEX KANCYIbHBIX ITOIHUCAXAPUAOB, KOTOPbIE KOHBIOTHPOBAHEI CO CTOMOHIYHBIM
AHATOKCHHOM, BBEIOPAHBI U3 TPYIIILI, COCTOAMEH U3 cepoTHIOB 1, 3 U 5, a ocTaBmIMIACA KANCyIbHBIN MOIACAXAPU,
KOHBIOTHPOBAHHBIHA CO CTOJOHIYHBEIM AHATOKCHHOM, SBJIICTCA MOTHCAXapuaoM cepotumna 15B um 22F.

[0012] B HekoTOphIX BapHaHTAX OCYIICCTBICHWA W300PCTCHUA IIOJMBANCHTHAS IPOTHBOITHEBMOKOKKOBAS
KOHBIOTHPOBAHHAA KOMIIO3HIUA CO CMEIIAHHBIM HOCHTEICM JOMOMHHUTEIBLHO COACPKUT AABIOBAHT, TAaKOH Kak
ABIOBAHT HAa OCHOBE ATFOMUHUA, BKIIOYAA, HO HE OIPaHMYMBAACH, (hochaToM amoMUHHA, CYIb()ATOM ATIOMUHUA U
THAPOKCUAOM aMIOMHHUA.

[0013] [pyroif acmekT uU300pETEHUS OTHOCUTCA K NPHUMEHCHUIO 21-BaneHTHOH IPOTHBOIHEBMOKOKKOBOI
KOH'bIOFHpOB&HHOfI KOMITO3HIIMH CO CMCIIAHHBIM HOCHUTCJIEM B KAUCCTBC BAKIIMTHBI.

[0014] Eme omuH acmexT u300peTeHHA  OTHOCHTCA K  BaKIOUHE, coaepkameid  21-BajJeHTHyIO
MPOTHBOITHEBMOKOKKOBYI) KOHBIOTHPOBAHHYI) KOMIIOZHIMIO CO CMEIIAHHBIM HOCHTENeM H (hapMaleBTHUCCKH
TIPAEMIEMOE BCTIOMOTATENBHOE BEMIECTBO.

[0015] Eme omuH acmekT OTHOCHTCA K cmocoOy mpodumaxtuku uHbexumyH wm 3aboneBaHUA Streptococcus

pneumoniae 'y TAKOTO CYOBEKTA, KAK YCIOBEK, ITPH 3TOM CHOCO0 BKITHOYACT BBEACHUE CYOBEKTY MPOPUIAKTHYCCKU



3pdextuBHOrO KOMMHMECTBA 21-BaNCHTHBIX IPOTUBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIOZUIMH CO
CMEIIAHHBIM HOCUTENEM WU COACPKAMIEH UX BAKI[HHBL.

[0016] B HexoTOpHIX BapUaHTaX OCYIIECTBICHUSA H300pETEHUSI CYOBEKT ABIACTCA 4YEINOBEKOM B BO3pacTe IO
MeHbmed Mepe 50 mer, u 3aboneBaHHE NPEACTABIACT COOOI NMHEBMOHMIO HIM HHBA3HBHOE ITHEBMOKOKKOBOE
3abomensanue (IPD).

[0017] B HexoTOpHIX BapHaHTaX OCYIIECTBICHHA H300PCTCHHA CYOBEKT ABIACTCA 4YCIOBEKOM B BO3pacTe IO
MCHbIICH Mepe 6 Heaemb, W 3a00CBAaHHE NPEACTABIACT COOOH ITHCBMOHWIO, WHBA3HMBHOC ITHEBMOKOKKOBOC
3a0onesanne (IPD) wm octpoe Bocmamenme cpegHero yxa (AOM). B HEKOTOPHIX BapHAHTAX OCYINCCTBICHUS
H300peTEHUS CYOBEKT-YEIOBEK HAXOAUTCA B BO3PACTE OT 6 HEACHL A0 5 MeT. B ApYrux BapHaHTaxX OCYIICCTBICHUS
u300peTeHUS CYOBEKT-UEIOBEK HAXOAUTCA B BO3pacTe OT 2 A0 15 mecsues wmm ot 6 A0 17 ner.

[0018] B HekoTOpBIX BapUAHTAX OCYIIECTBICHUA MH300peTeHUA 21-BaJICHTHYI0 IIPOTUBOITHEBMOKOKKOBYIO
KOHBHOTUPOBAHHYIO KOMIIO3UIUKO CO CMCIIAHHBIM HOCUTCIICM HUJIM BAKIIUHY BBOJAT BHyTpPIMBII]IG‘II—IOﬁ I/IHLCKI.[HEfI.
B HexoTOphIX  BapHaHTaX  OCYIIECTBICHMA  HM300peTeHWs  21-BaJCHTHYI  IIPOTHBOITHEBMOKOKKOBYIO
KOHBIOTHPOBAHHYI) KOMITOZHIIMIO CO CMEIIAHHBIM HOCHTENIEM HMIIH BAKLIUHY BBOJAT KAK 4aCTh CEPHUHM HMMYHH3ALHAI.
[0019] Eme ogwH acmekT OTHOCHTCI K MMMYHOTCHHOMY KOHBIOTATy cepotuma 9N Streptococcus pneumoniae,
KOTOpPBI COAEP)KUT. KAIICYIbHBIH caxapunm cepotuna 9N ot Streptococcus pneumoniae, U OEIOK-HOCHUTED,
CBA3AHHBIA C KANCYJIbHBIM CAXapUOOM, IMpHYeM OETOK-HOCHUTENb mpeAacTaBiieT codoit CRMig;. B HEeKoTOpBIX
BAPUAHTAX OCYIIECCTBICHUS NOIMBAICHTHBIX POTUBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMITO3UIIUI 1 BAKIIUH
€ KOHBIOTAaTOM HMMYHOTE€HHOTO cepoTuna 9N 1 CO CMEIMIAHHBIM HOCUTENeM (U CIIoco0ax ¢ HUMU/UX MIPUMEHEHUAX),
caxapun ceporuma IN moxer ObITh cBa3zaH ¢ CRMj97 ¢ 00pa3oBaHHEM KOHBIOTATA B COCTOSHUH, B KOTOPOM OH
AKTUBUPOBAH C MOIY4YCHHUEM CTECIICHU OKUCACHUA 2-19 mmi 5-10 u MmonexymapHoii maccel 200-700 x[la. B HEKOTOPBIX
BAPHAHTAX OCYMIECCTBICHUA MOIMBATCHTHBIX MPOTHBOMTHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HII H BAKIIUH
C KOHBIOTATOM HMMYHOTCHHOTO cepoTumia IN U CO CMEIIAHHBIM HOCHTEICM (M CITOC00aX ¢ HAMM/UX IIPAMCHCHHAX ),
KOHBIOTAT UMMYHOTEHHOTO CEpOTUIA IN MOKET UMETh MOJCKYIApHYK Maccy 500-4000 x/la.

[0020] B HexOTOPHIX BAPHAHTAX OCYINECTBICHUA IOIUBAJCHTHBIX MPOTHBOIHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3UIUI 1 BAKIUH ¢ KOHBIOTaTOM UMMYHOT€HHOTO CepoTHIa 9N U cO CMEMAHHBIM HOCHUTENIEM (U crocodax ¢
HUMM/UX TPUMEHEHUAX), COOTHOIIEHUE KAIICYIbHOrO caxapuia cepotuma 9N u Oenka-HOCUTENI B KOHBIOTATE
UMMYHOTEHHOTO cepotuma IN coctasmaeT 0,1-5 (Mac./mac.). B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHUA H300PETCHUA
cooTHowmeHue cocrasmieT 0,5-2,5.

[0021] B HexOTOpPHIX BapHAHTAX OCYLICCTBIICHUS IOJUBAICHTHBIX MTPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3UIAH M BAKUWH C KOHBIOTaTOM HMMMYHOTCHHOTO cepoTiia 9N M cO CMEIIaHHBIM HOocHTeneM (U crocodax ¢
HUMU/UX TPUMEHEHHAX), 15-60 % KoHBIOTaTa MMMYHOTEHHOTo ceporuma 9N MokeT uMeTh Ha KojoHke CL-4B
3HaueHue Ky pasHoe 0,3 i HIKe.

[0022] B HEKOTOPBHIX BAPUAHTAX OCYIICCTBICHUA MOJUBAJCHTHBIX IIPOTHBOIHEBMOKOKKOBBIX KOHBHOTUPOBAHHBIX
KOMITO3UIUI 1 BAKIMH C KOHBIOTATOM UMMYHOT€HHOTO cepoTHIia 9N U cO CMEMAHHBIM HOCHUTENIEeM (U crocodax ¢
HUMU/UX TPHUMEHCHUAX), KOHBIOTAT HMMYHOTEHHOTO cepoTHrna 9N MOXKET OBITH MPUTOTOBICH C MONTHCAXAPHIOM
cepotuna 9N, KOTOpPBI AKTHUBHPOBAH A1 IOIYYCHHA CTCHCHH OKUCHCHUA 2-19. B HEKOTOpBIX BapHAHTAX
OCYIIECTBIICHU U300pETEHN KOHBIOTAT UMMYHOTCHHOTO cepoTHIia 9N MOXKeT OBITh IPUTOTOBICH C ITOIUCAXAPUIOM
ceportumna 9N, KOTOpbI AKTUBUPOBAH T MOTYYSHUSA CTCTICHH OKUCACHUS 5-10.

[0023] B HexOTOPBHIX BAPHAHTAX OCYINECTBICHHUA IMOMUBAICHTHBIX MPOTHBOIHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3MIUI 1 BAKIWMH ¢ KOHBIOTaTOM UMMYHOTCHHOTO CepoTHIa 9N U CO CMEMIAHHBIM HOCHTENIEM (U CIocodax ¢

HUMW/UX TIPHMEHEHUAX), ecau caxapuf cepotuna 9N Streptococcus pneumoniae koHbIOrUpoBaH ¢ CRMi97 yTEM



npob6asnenus 0,02-0,19 Mxr nepifonata Ha 1 MKT caxapa, TO KOHBIOTAaT MOKET UMETh MOJIEKYLIPHYIO Maccy 500-4000
x/la, MoIIeKy IIpHO-MaccoBoe pacmpenenenue 15-60 % (Kq < 0,3) u cooTHomeHue caxapuga/oenxa 0,5-2,5.
[0024] B eme oqHOM acHeKTe B HACTOAIIEM OIMUCAHUU TAKKE IIPEJTOMKEH CIIOCO0 IIPUTOTOBICHU HMMYHOT€HHOTO
KoHBIOTaTa cepotuma IN Streptococcus pneumoniae, CIOCO0 BKIIFOUAET:

(a) mu3upoBaHHWE OAKTEPUATLHON KICTKH, MPOAYLMPYIOWEH KamnCyIbHBIA mommcaxapua ceporuma IN
Streptococcus pneumoniae, 00paboTKOI ee (hepMEHTAMH,

(b) owmcTKY KancyasHOTO caxapuga ceporuna IN Streptococcus pneumoniae 0T TA3APOBAHHONW KICTKH,

(c) axTMBALMIO KAICYNBHOTO Ioimcaxapuaa cepotuma 9N Streptococcus pneumoniae TPOBEIECHUEM
Peaxuyy ¢ OKUCIAIOIIMM aTCHTOM C IIOTYYEHUEM CTETICHU OKUcaeHus 2-19 wmm 5-10; u

(d) oOpa3oBaHue KOHBIOTATA KANCYIBHOTO caxapuaa cepotumna IN Strepfococcus pneumoniae, CBA3AHHOTO
¢ CRM, 97 myTEM CMEIMUBAHUA AKTUBUPOBAHHOTO caxapuga ¢ CRMie7.
[0025] B nexoroppIx BapHaHTax ocymecTBieHus u3oopereHus CRMig;, cmemannsiii Ha craguu (d), MokeT
pearupoBaTh C BOCCTAHABIMBAIOIIMM areHTOM C 0O0pa30BaHHEM KOHBIOTaTa C AKTUBHPOBAHHBIM KaICYIBHBIM
nonucaxapugom ceporumna IN Streptococcus pneumoniae. B HEKOTOPBIX BAPHAHTAX OCYLIECCTBICHHUA H300pETEHHA
Ha craguu (¢) 0,02-0,19 Mkr mepifogaTta MOXKET pPearupoBaTh ¢ | MKr KanCyabHOTO IMOoJMcaxapuaa ceporuma IN
Streptococcus pneumoniae ipu 20-25 °C B Teuenue 15-20 uacos.
[0026] B HEKOTOPHIX BAPHAHTAX OCYMICCTBICHHA M300PETCHUA KANCYIBHBIH momicaxapun ceporuma 9N
Streptococcus pneumoniae, TPOPEATHPOBABIIMI ¢ OKUCIDIOIIUM AareHTOM Ha CTagud (C), MOXKET HMETh
MONIeKYIpHY0 Maccy 400-900 x/la. B HEKOTOpPBIX BapUAHTAX OCYINECTBICHUSA M300PETCHUA AKTHBUPOBAHHBINA
KancypHBIH momucaxapun cepotumna IN Streptococcus pneumoniae, cmemanusiii ¢ CRM 97 Ha cTaguu (d), MoxkeT
HMETh MOJIEKY LIpHYI0 Maccy 200-700 k/la. B HexkOTOPBIX BapHaHTaX OCYINECTBICHHUA H300peTEHUA UMMy HOT€ HHBIH
KOHBIOTAT cepotuma IN Streptococcus pneumoniae MOXKET WMETh MOJCKYIApHYI0 Maccy 500-4000 x/la. B
HEKOTOPBIX BAPHAHTAX OCYIIECCTBICHUA HayanbHOe HcxomHoe cooTHomeHne CRMis; K aKTHBHPOBAHHOMY
KancyapHOMy caxapuay ceporuna IN (socutens CRM,g7: caxapua) MoskeT coctaBmats 0,5-2,5:1. B onpeneneHHBIX
BapHaHTaX OCYIIECTBICHUA IO MeHbIIeld Mepe 15-60 % UMMYHOTEHHOTO KOHBIOTATa MOKET MMETh 3HaueHue K
paBHoe 0,3 WM HIZKE, KAaK U3MEPEHO B KoJoHke CL-4B.
[0027] B HexoTOpBIX BapUaHTAX OCYIIECTBICHUA M300peTeHUs mommcaxapunx ceporuma 9N Streptococcus
preumoniae TIO HACTOAIIEMY OITMCAHMIO KOHBIOTHpoBaH ¢ CRM 97 myTem pobasnenus 0,02-0,19 mxr nepiiogara Ha
1 Mxr caxapa, IMMYHOTCHHBIH KOHBIOTAT UMEET MOJCKYIIpHYIO Maccy 500-4000 x[la, MOJECKYIIPHO-MACCOBOE
pacupenencuue 15-60 % (Kq < 0,3), kak m3Mepeno Ha komonke CL-4B, u cootHomenne CRM, ¢7/monmucaxapuga 0,5-
2,5.
[0028] BrimensmoxkeHHBIE M ApYrHe  OOBEKTH, OCOOGHHOCTM W IpeuMymecTBa 2 1-BameHTHBIX
TIPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMITO3HITHIA CO CMCIIAHHBIM HOCHTENEM CTAHYT 00JIee OUCBHIHBI U3

CACOYIOIIETO MOAPOOHOTO OMTUCAHUA.

OIIPEAEJIEHUA

[0029] [T Toro, yToOBI HACTOAIIEE PacKpbITHE OBLIO OOJIee MOHATHBIM, CHAYAIA ONPEACTICHBI HIDKE HEKOTOPBIE
TepMUHBI. JIOTIOJHUTENbHBIE OMPEACTCHU CICIYIOIIX TEPMUHOB U IPYTHX TEPMHHOB MOTYT OBbITh H3/TOKCHBI B
OIMCAHNM.

[0030] IIpu ucmonb30BaHMU B JAHHOM OIHMCAHMM M IIpUIAraeMoil ¢opMmyiae H300peTeHHs CYIIECTBHTEIBHBIX B
€IMHCTBCHHOM YHCIC BKTIOYACT B Ce0A CCBIIKH HA MHOKECTBECHHOE MHUCI0, €CITH KOHTEKCTOM ABHO HE YKA3AHO HHOC.

Tak, HampUMeEP, CCHLTKA HA «CTIOCO0» BKIHOYACT B ¢€0A OAWH WK 00jiee CIIOCO0O0B W/ WM CTAAUN TUIIA, OMUCAHHOTO



B JAHHOM JOKYMEHTE, H/WIH KOTOPBIE CTAHYT OUCBUIHBI CIICIUATUCTAM B JAHHON 0OJACTH MOCHE MPOYTEHUS 3TOTO
PACKPBITUA U T.1.

[0031] Beooums: Kak ucmonab3yeTcs B JAHHOM JOKYMEHTE, «BBEACHUE» KOMIIOZUIMU CYOBEKTY O3HAYAET AATh,
TIPUMEHHUTD WITH MPUBECTH KOMTO3HIUIO B KOHTAKT C CYOBEKTOM. BBEACHHE MOKET OCYINECTBIATECS TIOOBIM U3 PAaa
Ccroco0OB, HAmpUMEpP MECTHBIM, IIEPOPAIbHBIM, IOAKOXKHBIM, BHYTPHMBIIICYHBIM, BHYTPHOPIOIIHHHBIM,
BHYTPUBCHHBIM, HHTPATCKATbHBIM U BHYTPUKOKHBIM.

[0032] [IIpubmusumensro: Kak UCIIONB3YETCA B JAHHOM JOKYMCHTE, TEPMHH «IIPUOU3UTEIBLHOY» UITH «OKOJI0», KAK
MIPUMEHEHO K OAHOMY WM Ooliee HHTEPECYOIUX 3HAUCHHUH, OTHOCHTCS K 3HAUCHHUIO, KOTOPOEe OIU3KO YKA3aHHOMY
HOMHHATBHOMY 3HAYCHHIO. B HEKOTOPBIX BAPHAHTAX OCYMICCTBICHUA TCPMUH «IPUOTH3UTEIBHO» UM «OKOJIO»
OTHOCUTCA K TUATIA30HY 3HAYCHUH, KOTOPbIC MOMAJAIOT B mpeaesl 25 %, 20 %, 19 %, 18 %, 17 %, 16 %, 15 %, 14 %,
13 %, 12 %, 11 %, 10 %, 9 %, 8 %, 7 %, 6 %, 5 %, 4 %, 3 %, 2 %, 1 % unu MeHee B MOOYIO CTOPOHY (0OoTbIIE WITH
MEHbIIEe) OT YKA3aHHOTO HOMHHAIBHOTO 3HAYCHUS, €CITH HE YKA3aHO MHOE WM MHOE HE OYEBUIHO U3 KOHTEKCTA (3a
HCKTIOYCHUEM CJTy4aeB, KOTIAa TAKOE YUCITO PeBhImaio 061 100 % 0T BO3MOXKHOTO 3HAYCHMUA).

[0033] Kowuvioeam: Kax uCHOmB3yeTCS B JAHHOM JOKYMEHTE W IIOHATHO M3 COOTBETCTBYIOIIETO KOHTEKCTA,
TCPMHUHBI «KOHBIOTAT(-bI)» HIH «TITHKOKOHBIOTAT(-bI)» OTHOCHTCA K IOJHCAXapumy Streptococcis pneumoniae,
KOHBIOTHPOBAHHOMY C OENKOM-HOCHTEIEM C UCTIONb30BaHUEM M0O0H KOBAJCHTHOH WITH HEKOBAJICHTHON CTpaTeruu
OHOKOHBIOTALUH.

[0034] Cmenens oxucrenusa: Kak HCIOMBb3yeTCA B JAHHOM JOKYMEHTE, TEPMHUH «CTeNeHb oxuciacHus» (DO -
«degree») OTHOCUTCS K KOJTUYECTBY MOBTOPSIOMUXCS CAMHUL] CAXAPOB HA AMbACTHIHYIO IPYIIILY, TTOIYYCHHYIO KOTAA
OUUINCHHBIN WM OTOOPAHHBIA IO pa3Mepy caxapuja aKTHBHPOBAH C NOMOINBIO OKUCIIOIEro areHta. CTeneHb
OKUCJICHUA caxapuaa MOXKCT OBITH OnpCaciICHa C UCIOJIb30BAHUCM PYTUHHBIX MCTOOOB, H3BCCTHBIX OOBIMHEBIM
CHEUHAMCTAM B JAHHOH 00JIacTH.

[0035] Bcnomozamenvroe eeujecmeo: Kax HCHOAB3YETCA B JAHHOM AOKYMEHTE, TEPMHUH «BCIIOMOTATEIBHOE
BEIIECTBO» OTHOCHUTCA K HETEPANCBTHMECKOMY areHTY, KOTOPBIA MOKHO BKIHYATH B KOMITO3HIUIO, HAIPUMED AL
obecrieye HUA WM IIPUAAHHA JKETAeMOH KOHCUCTEHIMH WA CTA0Mm3Upyromero dddexra.

[0036] Cwmewanneni nocumens: Kax wucmone3yerca B JAaHHOM JOKYMEHTE, IPOTHUBOIHEBMOKOKKOBAA
KOHBIOTUPOBAHHAA KOMIIOZUIMA CO CMEHIAHHBIM HOCHUTEIEM OTHOCHTCA K IPOTUBOITHEBMOKOKKOBOM
KOHBIOTHPOBAHHON KOMITO3HIUH, COAepKameli 0onee OMHOTo THIA OETKOBOTO HOCHTEIA.

[0037] Ilonusanenmmuwui: Kax HCHOAB3YeTCI B JAHHOM JOKYMEHTE, TCPMHH «IOJUBAJICHTHBID» OTHOCHUTCI K
TPOTUBOITHEBMOKOKKOBOH  KOHBIOTMPOBAHHONW  KOMITO3MLIMM, COJASpKAIIeH ITHEBMOKOKKOBBIM — KaICyJbHBIH
TOMCaXapua OT 0OIee YeM OJHOTO CEpPOTHIA Streplococcus preumoniae.

[0038] 2I-sanenmuas npomugoONHEBMOKOKKOBAS KOHLIOZUPOBRAHHAA KOMAO3UYUS CO CMeulanHbIM Hocumenem. Kax
HCHOAB3YETCAd B JAHHOM  JOKYMEHTE, TEpPMHH  «21-BalecHTHaA(-ble)  IMPOTHBOITHEBMOKOKKOBAA(-bIC)
KOHBIOTHPOBAHHAA(-bIE) KOMIO3UIUA(-H) CO CMEIIAHHBIM HOCUTEAEM» OTHOCUTCA K KOMITO3ULUHU COACPKALIEH WU
cocrosAmei u3 21 pa3mMYHOTO KOHBIOTaTa ITHEBMOKOKKOBBIX KAICY/IbHBIX ITOIUCAXAPUAOB-0E/IKOB, IPHUEM KaXKIbIii
KOHBIOTAT  THEBMOKOKKOBOTO  KANCYJIBHOTO  TOJHMCAXapuga-Oenka  COmCpKUT  OCNKOBBIA ~ HOCHUTEND,
KOHBIOTHPOBAHHBIH C KATICYIbHBIM MOIHCAXAPHAOM OT Pa3IH4YHBIX CEPOTUIIOB Streptococcus pheumoniae, IPH 3TOM
CEPOTHIIEI Streptococcus pneumoniae IPpeacTaBlieHs! 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C,
19A, 19F, 22F, 23F u 33F, npuyiem OeTKOBBIN HOCHTE b IPeaAcTaBaeT co0oit CRM) 97 HTH CTOAOHMIHEIN AHATOKCHH,
1) mpu 3TOM TpPH U3 KAICYJIbHBIX IOMHCAXaPUIOB KOHBIOIMPOBAHBI CO CTOIOHAYHBIM AHATOKCHHOM, a OCTaJIbHbIC
KANCYIBbHBIC TONMUCAXapuabl KOHBIOTHPOBaHEI ¢ CRMjg7, H IpHUYEM TPH KANCYIbHBIX MONMHCAXAPHAA, KOTOPHIC

KOHBIOTHPOBAHBL CO CTOJIOHAYHBIM AHATOKCWHOM, BBIODAHBI U3 IPYIIBL, cocToAmeil u3 ceporumos 1, 3 u 5, a



ocTaBIIMiicA mogucaxapua uMmeeT cepotun 15B nmu 22F; unu 2) mpu 3TOM YETHIPE U3 KATICYIBHBIX ITOTUCAXaPUA0B
KOHBIOTUPOBAHBI CTONOHMIHBIM AHATOKCHHOM, 4 OCTANbHBIE KANCYIbHBIC OIMCAXAPHIbl KOHBIOTUPOBaHBL ¢ CRM 97,
U TIPU 3TOM JBA U3 YETHIPEX KANCYIbHBIX MOIMCAXapUIOB, KOHBIOTHUPOBAHHBIX CO CTOJOHIUHBIM AHATOKCHHOM,
BBIOpPAHBI U3 TPYIIBL, COCTOAIEH W3 cepoTurnoB 1, 3 u 5, a ocTaBmKeCH JBa KANCYIBHBIX IMOMACAXapPHAA UMEIOT
cepotumnsl 15B u 22F. B HEeKOTOpBIX BapHAHTAX OCYMICCTBICHUSA KAINCYJIbHBIC IMOJUCAXAPUIBbI OT CEPOTHIOB 1, 5,
15B u 22F KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, a OCTANbHBIC KANCYIbHBIC ITOIMCAXapPHIBI
KOHBIOrHPoBaHsl ¢ CRM;¢7. B HEKOTOPHIX BapHAHTAX OCYIICCTBACHUA KATICYTbHBIC MTOTACAXapHAB! OT CEPOTHIIOB 1,
3, 15B u 22F KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, a KaICYyJbHBIC MOJUCAXAPUIBI OT OCTANBHBIX
cepoTunos KoHBIOTUpoBaHEl ¢ CRMi97. B elme ApyroM BapHAHTE OCYIIECTBICHUS KAICYJIbHBIC MOMACAXAPHIBL OT
cepotunioB 3, 5, 15B u 22F KOHBIOTUPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, A OCTAJbHBIC KAINCYIbHBIC
TIoJUCcaxapuabl KOHBIOTHpoBaHbI ¢ CRMj97.

[0039] Monexynapuas macca: Ecmu He yKa3aHO HHOE, NPU HCIONb3OBAHHU B JAHHOM JOKYMCHTC TCPMUH
«MOJIEKYJIIPHASL MAcCay KaICyIbHOTO CaXaphaa WM KOHBIOraTa KancyIbHOTO caXapuaa-0eTka-HOCHTE I OTHOCHTCS
K CpeOHEH MOJCKYIIPHOH Macce, PacCUYMTAHHOW 3KCKMO3MOHHOH xpomarorpadmeir (SEC) B xomOmHamumm c
AHATH30M MHOTOYTJIOBOTO PAcCeSHUA TazepHOro u3nyucHus (MALLS).

[0040] Dapmayesmuyecku npuemiemoe @cnomozamenvHoe geujecmeo. DAPMANECBTHYECKH IPHUEMIIEMBIC
BCIIOMOTATENbHBIC BEINECTBA, HCMOAB3YEMBIC B JAHHOM DACKPBITUM, SBIDIOTCA TPAAULMOHHBIMH. DB kHure
Remington's Pharmaceutical Sciences, by E. W. Martin, Mack Publishing Co., Easton, PA, 15° usganue (1975),
OIMCAHBI KOMIIO3UIUH 1 JEKAPCTBEHHBIC (hOPMBL, ITOAXOAAImuUe A (hapManeBTUUecKoi JocTaBku oqHON 1w Goee
TCPATICBTUICCKUAX KOMHOSHHHﬁ, BKIIOYAs BAKIWHBI, H OOIIOJTHUTCIBHBIC (I)apMaueBTm{ecme ATCHTBI. K
TMOAXOOAIMUM (hapMALCBTHYCCKUM BCIIOMOTATEIBHBIM BEINECTBAM OTHOCATCA, HANMPUMEP, KpaxMaj, TIIOK03a,
JIAKTO34, CaxXapo3a, KEeIATHH, CONOM, PUC, MyKA, MEJI, CHIMKATe/Ib, CTEAPAT HATPUA, MOHOCTEAPAT IIMLEPUHA, TANbK,
XJIOpHUJ, HATPHA, CYX0€ 00€3KUPEHHOE MOJIOKO, IIHIEPUH, ITPOIHICHTIMKOb, BOAA, 3TAHOI H TOMY Imogo0Hoe. B
LeIoM, IPUPOJA HATONHUTENA OYJEeT 3aBHCETh OT KOHKPETHOTO croco0a BBEACHMA, KOTOPBHIA IpeaIoaraeTcs
pUMeHATh. Hampumep, mapeHTepaabHbE TeKapcTBEHHbIE (POPMBI OOBIMHO COAEPIKAT MHBEKIMOHHBIC KUAKOCTH,
KOTOPBIE BKIIOUYAKT B KAYECTBE HOCUTEA (hapMaleBTHHYECKH U (PU3HOTOTHHECKH MPHEMIIEMBIE XKUAKOCTH, TAKUE KAK
BOAY, (U3HOIOTHYECKUI CONEeBOH PacTBOP, COATAHCHPOBAHHBIEC CONEBBIE PAaCTBOPLL, OYy(epsl, BOTHYIO AEKCTPO3Y,
TIALECPUH U T.0. 79 TBEPABIX KOMITO3UIMI (HAIPUMED, TOPOIIOK, MIITIONA, TA0ICTKA WM KATICYIbHBIC (POPMBI) K
00 BIMHBIM HCTOKCUYHBIM TBEPABIM BCIIOMOTATCJIbHbIM BCIICCTBAM MOTYyT OTHOCHUTBCA, HAIpuMeEp,
(hapManeBTHIECKAE COPTAa MAHHWUTA, JIAKTO3bL, KpaxMajaa WIH CTeapaTta MarHui. B momonHEeHWe K OHOIOTHYECKA
HEUTPaIbHBIM HOCUTEIAM (hapMaLleBTHUCCKUE KOMITO3UIIH, KOTOPBIE IIPEIIIONATAI0T IIPUMEHATh, MOTYT COIEPKaTh
HeOOIbIIME KOIMYECTBA HETOKCHYHBIX BCIIOMOTATENBHBIX BEIIECTB, TAKMX KAK YBIAKHAIOLINE UITH 3MY TbTHPYIOIIHE
areHTHI, MOBEPXHOCTHO-AKTUBHBIN areHT, KOHCEPBAHTHL, a Takke Oy(depHele pH areHTH U T. I, HAIPUMED aleTaT
HATpUA WM COPOUTAH MOHOIAYpaT.

[0041] Iipogunaxmuyecku s¢gexmusrnoe xonuyecmeo. Kak OIPeAeNeHO B HACTOAMEM JOKYMEHTE, TEPMUH
«apodpumaktuyecku 3¢dexTuBHOE KOomriecTBO» MMM «HpodumakTuyecku 3GQexTuBHAI 1032» OTHOCHTCA K
KOJWYECTBY WIH 03¢, TPeOyeMBIM JIi TOrO, YTOOBI BHI3BATh WMMYHHBIH OTBET, AOCTATOMHBIA I 3aJCPKKH
HACTYIUICHUA W/WITH CHIDKCHUS YaCTOTHI W/WIH THKSCTH OJHOTO Wad 0oJiee CHMIITOMOB, BBI3BAHHBIX HH(pEKIueH
Streptococcus pneumoniae.

[0042] [IIpoguaaxkmuxa: TepMmuH «mpoduIakTHka», HCHONAB3YEMBIA B JAHHOM JOKYMEHTE, O3HA4aeT
MPEIOTBPALICHUE IPOABICHUA OOIC3HU, 3aACPKKY €€ MIPOSBICHUS W/HTH CHIDKCHUC YaCTOTHI H/WTH THKECTH OJHOTO

nm 6onee CHMITOMOB OINPEICICHHOrO 3a00NCBAHMA, HAPYIICHHA IIH COCTOAHHA (HApUMEP, WH(MEKUUIU



Streptococcus pneumoniae). B HEKOTOPBIX BAPHAHTAX OCYIIECCTBICHUA U300PETCHUA NPOPUIAKTUKY OLCHUBAKOT HA
TIONYJIALUOHHOH OCHOBE TakuM 00pa3oM, YTO CUUTAETCH, YTO areHT OOECIEYUBACT MPO(YUIAKTHKY B OTHOINECHUU
KOHKPETHOTO 3a00JIeBaHUSA, HAPYUICHUS WIM COCTOSHUA, €CIM HAOMOJAETCS CTATUCTHYECKU 3HAYMMOE CHIDKCHUE
Pa3BUTHA, YACTOTHI H/WUTM HHTEHCUBHOCTH OJHOTO MU 00Jiee CHMIITOMOB 3a00/IeBaHUA, HAPYIICHU WIH COCTOSHUA
B IOMYJIALMH, TIOJBEPKCHHOH 3TOMY 3a00J1eBAaHIIO, HAPYIIEHUIO WA COCTOSHHIO.

[0043] Cy6wvexm: Kak uCnomb3yeTcs B JAHHOM JOKYMEHTE, TEPMUH «CYOBEKTY» 03HAYACT MOO0C MICKOHUTAIOIIEE,
BKJTIOYAS MBIIICH, KPOIMKOB W MOACH. B HCEKOTOPBIX BApHAHTAX OCYIOECTBACHUSA H300PETCHUA CYOBEKT
MPEACTABIACT COOOH B3POCIOTo, MOAPOCTKA WM peOeHKA. B HEKOTOPHIX BApHAHTAX OCYIICCTBICHUA H300PCTCHUS

TPUMCHAKOT TCPMUHBI «UHIUBUI WU «ITAITUCHT» U OHU ITPCTHAZHAYCHBL OBITh B3AUMO3AMCHACMBIMH C ((Cy6’BeKTOM>>A

INOAPOBHOE OINMMCAHHUE CYIIHOCTH N30BPETEHHUA

[0044] Cremyromee omucaHWE PACKPHITOrO(-bIX) BAPHAHTA(-0B) OCYMIECCTBICHHA W NPUMEPOB ABIHICTCA MPOCTO
WUTFOCTPATHBHBIM IO CBOEH IMPUPOAEC W HUKOMM 00pa30M HE NMPEAHAZHAUCHO A OTPAHMHMCHHA H300PETCHUS, €T0
MPUMEHEHHUA W UCTIOJIb30BAHUH.

[0045] B pmaHHOH 3adBKC INPEAIOKCHA HOBBIC M YIYYIICHHBIC IOJUBAIICHTHBIC IIPOTUBOIHEBMOKOKKOBBIC
KOHBHTUPOBAHHBIC KOMIIO3UIUU CO CMCIIAHHBIM HOCUTCJICM U COACPKAINUEC UX BAKIIWHBIL. HOCKOJ'[I:Ky O€IKOBBI
HOCHUTCIIb, CRM197, PAaHHCC HUCIOJIB30BAJICA B ITPOTHBOITHCBMOKOKKOBBIX KOHBHTHPOBAHHBIX BAKIUWHAX C OOHUM
HOCHTEJICM, B JAHHOH 3aiBke omucaHo mpuMmcHeHHe CRMig; B NIPOTHBOMHEBMOKOKKOBOW KOHBIOTHPOBAHHOU
BAKI[MHE CO CMCIIAHHBIM HOCHTENEM. B YaCTHOCTH, B JAHHOH 3aj4BKC OMHCAHO KOMOMHHUPOBAHHOE NMPHMEHCHUE
CRMi97 ¥ CTOJIOHAYHOTO AHATOKCHMHA B KauecTBe OEIKOB-HOCHTENEH A CHelU(pUISCKUX ITHEBMOKOKKOBBIX
CEPOTHUIOB B MOIUBAICHTHBIX IIPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIOZUIMAX 1 BAKIMHAX.

[0046] Kax 06cy>kaan0Cch BbINE, HMMYHOTEHHOCTh KOHBIOTATOB PA3IMYHBIX KANCYIBHBIX MOIMCAXapHIOB MOXKET
OTIIMYATHCA B 3aBUCHMOCTH OT ITHEBMOKOKKOBOTO CEPOTHIIA U HUCHOIb3YeMOro Oelka-HOocUTedd. B maHHOM
OTPUIOKCHUH OMUCHIBACTCA YCIICITHAA KOHBIOTrallid CCPOTUIIA 3 CO CTOJOHIYHBIM AHATOKCHHOM B COCTABE BAKITUHBI
CO CMEINAHHBIM HOCHTEJEM, HECMOTPA HA MPE’KHUE MOJ0KEHHA O TOM, UTO cepoTun 3 ObL1 Oosee MMMYHOTECHHBIM
TIPH KOHBIOTAMH C JU(TESPHUHHBIM AaHATOKCHHOM, a HE CO CTOIOHIIHBIM AaHATOKCHHOM [6]. B 3as1BKe Taroke omucaHa
ycmemHas KoHploramus cepotumoB 1, 5, 15B u 22F co cTOMOHAYHBIM AaHATOKCHHOM B COCTaBE BAKIMHEI CO
CMCIIAHHBIM HOCUTENEM. B Hell Takske PaCKPHIBACTCA HCOKHUIAHHOE OTKPBITHE, YTO BRIPAOOTKA AHTUTE HA CEPOTHIL
3, KOHBIOTHPOBAHHBIA CO CTOJOHAYHBIM QHATOKCMHOM B TIOJUBAJICHTHOH, Hampumep 21-BaJeHTHOH,
TIPOTUBOITHEBMOKOKKOBOM KOHBIOTHPOBAHHONW KOMITO3UIIMHU CO CMEIIAHHBIM HOCHUTENEM ObLTa PUMEPHO B 4,5 pas
BBIIE, 4YeM INpH KoHbIOTUpoBaHHMU ceporuna 3 ¢ CRMig; B 13-BaNeHTHOH NIPOTUBOITHEBMOKOKKOBOM
KOHBIOTHPOBAHHOM KoMmo3uLuy ¢ ogauM HocuteneM ([IPEBHAP 13).

[0047] Kpowme TOTO, JAHHOE HEO’KUIAHHOE OTKPBHITHE HE OTPaHHYMBAIOCH CEPOTHIIOM 3, HO Takke HAOIIOJAIOCh
11 OpYyTUX  CEPOTHIIOB, KOHBIOTHPOBAHHBIX CO  CTOJOHAYHBIM  AQHATOKCHHOM B  IIOJWBAJICHTHOH
TPOTHBOITHEBMOKOKKOBOH KOHBIOTHPOBAHHON KOMITO3HIMH CO CMEIIAHHBIM HOocHTeNeM. Hampumep, Kak moxa3aHO
B IIpUMEPAX, KOHBIOTALHA CEPOTHIOB 1 1 5 W 3 1 5 co CTONOHAYHBIM AHATOKCHHOM CO CMEUIAHHBIM HOCHTENEM,
TIPOTHBOITHEBMOKOKKOBASA KOHBIOTHPOBAHHASL KOMIIO3ULMA C OCTAABHBIMH CEPOTHUIAMH, KOHBIOTHPOBAHHBIMH C
CRM97 (Hanpumep, PCV21(1/5/15B/22F)-TT u PCV21(3/5/15B/22F)-TT) HEeN3MEHHO HHAYIUPOBAIA 3HAYUTCITHHO
VCUJICHHBIC OTBEThI AHTUTETI HA CEPOTHIILI, KOHBIOTHPOBAHHBIC CO CTOJOHIYHBIM AHATOKCHHOM, IO CPABHEHUIO C
BbIpaboTKoi aHTHTEN (0TBEeT IgG Miu tuTpsl MOPA) mpoTuB Tex ke CEPOTUIOB, KOHBIOTUPOBAaHHBIX ¢ CRMi97 B

TIPOTHBOITHEBMOKOKKOBOI kKoHBIOrHpoBaHHOH koMmo3umun (IIPEBHAP 13) ¢ omHEM HOCHTETEM.



[0048] CronOHsAYHBIA AHATOKCHUH 3HAYMUTENHLHO Oodpme no pasmepy, uem CRMiy;. CneposarenbHo,
KOHBIOTUPOBAHUE TPEX WM 4deThpex cepotumos 1, 3, 5, 15B u 22Fco CTONOHSAYHBIM AHATOKCHHOM B COCTAaBE
BAKI[MHBI CO CMEIIAHHBIM HOCUTEIEM IPUBOJUT K CHIDKCHHOMY OTHOIICHHIO Momicaxapuia k Hocuremo («PS/Cy)
JUTA TEX CEPOTHUIOB, KOHBIOTHPOBAHHBIX CO CTOJIOHAIHBIM AHATOKCHHOM II0 CPAaBHEHUIO ¢ cooTHomeHueM P S/C tex
K€ CCPOTUIIOB, KOHBIOTUPOBAHHBIX C OAHUM HOCUTCIICM, KOTOpI:Iﬁ MCHBIIC, UCM CTOJOHIYHBIA AHATOKCHH, TaKOH’ KaK
CRM,y7. Taxum oOpa3oM, MOIXOA CO CMEIIAHHBIM HOCHTEJICM, OTMCAHHBIA B JAHHOH 3afBKE, MOKET OBITH
WCTIOIb30BAH /1A MOHIWKeHUA oTHOmeHuA PS/C ansg ogHoro mwm 6onmee cepotunos 1, 3, 5, 15B mwmm 22F.

[0049] Omucannas B naHHOI 3asBKe 21-BaJCHTHAS IMPOTUBOITHEBMOKOKKOBAA KOHBIOTMPOBAHHAA KOMITO3HLA CO
CMEIIAHHBIM HOCHTEIEM TAK)KE BKIFOYACT MHEBMOKOKKOBBIC CEPOTHIIBI, HE OXBAYCHHBIC B HACTOAIICE BPEMS TPeMSA
TIPOTUBOITHEBMOKOKKOBBIMU KOHBIOTUPOBAHHBIMU BAKIIMHAMY, JOCTYITHBIMU B HACTOAIIECE BPeMA HA MUPOBOM PBIHKE:
TIPEBHAP (B HexoTOpbIX cTpaHax HasbBaeTca [IpeseHap), CMH®JIOPHMKC u TIPEBHAP 13. BcrpeuaeMocTh
3360J'I€B&HI/IfI, BBI3BAHHBIX HCOXBAYCHHBIMU B HACTOAIICC BPEMA IMHCBMOKOKKOBBIMU CCPOTUMAMHU, PACTCT, YTO
OTYACTH CBfA3aHO C PA3BUTHEM PE3UCTCHTHOCTH K AHTHOAKTEPHAIBHBIM IIPElapaTaM, YBEIHUEHHEM KOJIMIECTBA
TAIMEHTOB C OCMA0NEHHBIM HMMYHHTETOM H OTCYTCTBHEM HMMYHHOTO AaBicHHA. HampmMmep, HH ogHA u3
JOCTYIHBIX B HACTOAIIEE BpeMA IPOTUBOIMTHEBMOKOKKOBBIX KOHBIOTMPOBAHHBIX BAKIUH HE COACPKUT cepotum IN.
Kpowme Toro, Hu 01HA U3 JOCTYIHBIX B HACTOAIIECE BPEMSA MPOTUBOITHEBMOKOKKOBBIX KOHBIOTUPOBAHHBIX BAKIUH HE
comepxut cepotumsl 8, 10A, 11A, 12F, 15B, 22F u 33F. B HacTosA1eM OMUCAHUU MPOACMOHCTPUPOBAHO YCIIECIIHBINA
BapuaHT peamusauuu cepotunmos 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F B NOPOTUBONHEBMOKOKKOBON
KOHBIOTHPOBAHHON BAaKIMHE CO CMEIIAHHBIM HOcUTedeM (CTOMOHMIHBbIH aHaTokCcuH U CRMige7), a Tawke TO, 4TO
cepotun IN HHIYUHPOBAI BEIPAOOTKY AHTHUTEN, KOTOpas ObLu1a 0koj10 oT 40 10 50 pa3 BbImIe, YeM BRIpAOOTKA AHTUTET
ot [IPEBHAP13.

ITHEeBMOKOKKOBBIIT HO/IICaXapiAHBIH ceporur IN

[0050] Tlomucaxapuz cepotuma 9N MOKHO IMOIY4aTh HETOCPSACTBCHHO OT OAKTEPHi C IOMOINBIO MPOLEIYPHI
BBLICICHUSA, U3BCCTHONM OOBIUHBIM CIICLHATMCTAM B JAHHOH 00JACTH (BKIHOYAA, HO HE OTPAHHYUBAACH METOJAMH,
packpeIThiMH B TyOmukamus 3aseku Ha mateHT CIIA Ne 2006/0228380). Kpome TOro, caxapua MOKHO
TIPOAYLIUPOBATH C UCIONIb30BAHUEM IIPOTOKOIOB CUHTE3A.

[0051] IDIramm cepotuma 9N Streptococcus pneumoniae MOKHO TOIY4aTh U3 KOJUIEKIUH CTaHIAPTH3UPOBAHHBIX
KyIeTyp (Hampumep, JIabopatopus pedepeHTHBIX CTpenToKokKkoB (Streptococcal Reference Laboratory) LlenTpos
KOHTPOJII W PO(HIAKTAKA 3a00neBanuii (r. ATmanTa, mTat HKOPIKA)) WM KIHHAYSCKAX 00pasLoB.

[0052] DBaxTepuabHYIO KIETKY OOBIMHO BBRIPAIMMBAKOT B TAKOI cpelde, Kak coemad cpema. llocie (epMeHTaImH
OakTepHATLHOW KIICTKH, MPOAYIHPYIOMICH KANCyIbHBIN moimcaxapuna cepotuma IN Strepfococcus pneumoniae,
OaxkTepHaTbHYI0 KICTKY TH3UPYIOT AT MOMYYCHHA KICTOYHOTO mu3aTta. llommcaxapunm ceporuma 9N MOKHO
BBLICIATE U3 KIETOYHOTO JH3aTa C HCIOIB30BAHUEM H3BECTHBIX B JAHHOW OOJACTH METOAWK OYUCTKH, BKIIOYAS
LEHTpU(YTUPOBAHUE, TIYOUHHYIO (UIBTPALUIO, OCAXKICHHUE, VIbTpaQUIbTPALMO, 00pabOTKY AKTUBHPOBAHHBIM
yrieM, JUa(UIbTPALUI0 HW/UIM KOJOHOYHYKO Xpomarorpapuio (BKIIOYAA, HO HE OTPAHHYUBAACH METOJAMH,
packpeIThiMH B myOmukanus 3agBkd Ha mateHT CLIIA Ne 2006/0228380). OuuimeHHBIH KACYIbHBIA MOTHUCAXAPHUT
cepotuna 9N MOKHO NMPUMEHATH JJI1 IMPUTOTOBICHUSA MMMYHOTCHHOTO KOHBIOTaTa. KamnCynbHBIH Iomicaxapun
ceporuna 9N, MONyYeHHBIH OYMCTKOH momucaxapuaa ceporuma IN w3 muzata Strepfococcus preumoniae, |
HEeo0A3aTeIbHO OTOOPAHHBIN IO pa3Mepy OUUINECHHBIA INOIMCAXapUI MOKHO XapaKTEPU30BaTh IO Pa3IHUHBIM
TapaMeTpaM, BKIIOYAA, HApUMEpP, MOJICKYLIPHYI0 Maccy (MM) kancyapHOro noaucaxapuaa ceporuna 9N.

[0053] B HexoTOpBIX BAapHAHTAX OCYINECTBIACHUA W300PETCHUA OYHINCHHBIA ITONMUCAXAPHJ, OYHINCHHBIA OT

ceporuna N Sirepiococcus pneumoniae IEPEA, KOHBIOTAUECH MOXKET UMETh MOJEKYJIAPHYIO Maccy 5-5000 x/la. B



HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUA H300pETEHHA KATCY IbHBIA mommcaxapua cepotumna 9N nepen koHbroranuei
MOKET UMETb MOJIEKYIApHYI0 Maccy 50-1000 x/la. B HEKOTOpBIX BApUAHTAX OCYIIECTBICHHUA H300pPETCHUA
KanCyIbHBINA monucaxapun cepotuna IN nepes KOHBITalMel MOYKET UMETh MOJIEKYJLIPHY10 Maccy 70-900 k/la. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUA H300peTeHHA KaICy IbHBIA mommcaxapun cepotumna 9N nepen koHbroranuei
MOKET HUMETb MONEKYIIpHYI0 Maccy 100-800 x/la. B HEKOTOpBIX BapWaHTAX OCYIIECTBICHHA H300pPCTCHHA
OUMINCHHBIN KANCYIBbHBIA MOTHCaxapua cepoTurna 9N MOYKHO aKTHBHPOBATH NEpe KOHBIOTANUEH, YTOObI Oy IUTh
MoOJIeKyLIpHY 0 Maccy 50-800 x/la, 80-780 x/a, 100-770 x[da, 120-760 x/[a, 140-750 x[a, 150-740 x/a, 160-730
x/Ma, 170-735 x/a, 180-720 x[a, 190-710 x/da, 200-700 x/a, 220-690 xa, 240-680 x/la, 260-670 xda, 270-660 x/la
W CXOAHBIE AUAMA30HBI MOJCKY/LIPHBIX Macc. JIro0oe menoe 4ucio B Impeaenax MOoOOTo U3 BHIMICYKAZAHHBIX
JUANA30HOB MPEAIONATAETCA B KAYESCTBE BAPHAHTA OCYIIECCTBICHU U300 PETCHUA 10 HACTOAMIECMY OIUCAHUIO.
[0054] AxtuBupOBaHHBII moaHCaxapux cepotuna 9N MOXKHO XapaKTepH30BaTb IO CTENEHH OKUCICHUA U
MOJICKYJIIPHO# Macce. B HEKOTOpBIX BapHAHTAaX OCYMICCTBICHUSA H300PETCHUA AKTUBUPOBAHHBIA MOTHCAXAPHUIT
cepotumna 9N MOKET UMeTh cTeneHb oxucaenus 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 umu 5-10.

[0055] Tlommcaxapua MOKET CTAHOBHTECA HEMHOT'O MCHBIIAM II0 PasMEpPy BO BpeMs 0OBIMHON MPOLEAYPhI OUHCTKH.
Kpome TOro, Kax OMMCAaHO B HACTOALIEM OIMCAHHH, MONMCAXapHJ MOYKHO IOJABEprarh oTOOpY IO pa3Mepy mepen
KOHBIOTAIMEH.  YIOMSHYTBIA BBINIE JUANA30H MONEKYTAPHBIX MAacC OTHOCHTICA K TaKOMY OYHINCHHOMY
TIOJUCAXapUay IOCIe KOHEYHOH cTamuu oTOopa Mo pa3Mepy (HampuMep, MOCIe OMUCTKH, THAPOIN3A U AKTHBALUN)
Tiepe T KOHbIorauuei.

INo/mBajieHTHLIE MPOTHBOIMHCBMOKOKKOBLGIC KOHBIOI'IPOBAHHBIC KOMITO3UIUHA €O CMCIIAHHBIM HOCUTEJIEM U
CIIOCOOBI MX MOJTyIeHUS

[0056] B pmaHHOM PACKpHITUH TIPEAJIOKEHA IOJMBAICHTHAS IPOTHBOITHCBMOKOKKOBAS KOHBIOTUPOBAHHAS
KOMIIO3MIAA CO CMEIIAHHBIM HOCHTEIEM, COJEPKAMAA HWIH COCTOAmMAd H3 21 pa3smMuHOTO KOHBIOraTa
ITHEBMOKOKKOBBIX ~ KAIICYJIBHBIX  ITOJUCAXAPUIOB-OCTKOB, NPUYEM KAKIBIH KOHBIOTAT ITHEBMOKOKKOBOTO
KANCYJIBFHOTO  MOJMMCAXapuaa-0eqka COOCP’KUT OCNKOBBIM HOCUTE!Ib, KOHBIOTHPOBAHHBIA C  KAINCYJIbHBIM
TOJIUCAXAPUAOM OT PA3NMUYHBIX CEPOTUIIOB Sireplococcus pneumoniae, TPU ITOM CEPOTHUIBI Sireptococcus
pneumoniae TPEACTABIAIOT co00it 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, npuiem GenkoBbIif HocUTeb npeacTasiieTr co6oit CRMi¢7 WM CTONOHIYHBI AaHATOKCUH, ITPU 3TOM 3-4
W3 KaINCYJIbHBIX IOJHMCAXapUIO0B KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, a OCTAJbHBIE KAICYIIbHbBIC
TOIMCaXapuabl KOHBIOTHPOBAHbI ¢ CRM 97, 1 ipreM 3-4 KancCyabHBIX ITOJIMCAXapuaa, KOTOPble KOHBIOTHPOBAHEI CO
CTOMOHMIHBIM AHATOKCHHOM, BRIOPAHBI W3 TPYIIIEL, cocToAmel u3 ceporunos 1, 3, 5, 15B u 22F. B onpenencHaOM
BapHaHTE OCYUIECTBICHHA TPH KAINCYJIbHBIX IMOMMCAXaPUAA KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, 2
OCTAIbHBIC KAIICYNBHBIC MOMUCAXapuabl KOHBIOTHPoBaHbl ¢ CRMi¢7. B onpeaencHHOM BapHAHTE OCYINECTBICHUA
YETHIPE KANCYIBHBIX IMONMHCAXAPUJA KOHBIOTHPOBAHBI CO CTOJIOHAYHBIM AHATOKCHHOM, a4 OCTAJBHBIC KAICYIbHBIC
TIOJUCaxapuabl KOHBIOTHpoBaHbI ¢ CRMi7.

[0057] B opmHOM acmekTe JAHHOIO PpACKPBITUA IPEANOKCHA MOMUBANCHTHAA NPOTUBOIHEBMOKOKKOBAA
KOHBIOTHPOBAHHAY KOMIIOZHIMA CO CMEIDAHHBIM HOCHTENEM, COAEprKalmas WM cocTosfmadt w3 21 pasmraHoro
KOHBIOTATa THEBMOKOKKOBBIX KAICYJIbHBIX MOIHCAXAPHIOB-0CIKOB, MPHIEM KaXKIbIH KOHBIOTAT THEBMOKOKKOBOTO
KaICyJIbHOTO IIOJIMCAXapuaa-Oenka COAEP/KUT OENKOBBIE HOCHTEIb, KOHBIOTMPOBAHHBIH C  KaICYIbHBIM
TMONCAXAPUIOM OT Pa3AWYHBIX CEPOTHIIOB Streptococcus pheumoniae, TPH 3TOM CEPOTHIBL Sireptococcis
pneumoniae TpeAcTaBieHSH 1, 3, 4, 5, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u

33F, nprdeM OeKOBBIH HOCHTENb NMpeAcTaBiaeT c000i CRM1y7 MM CTONOHAYHBIN AHATOKCHH, IIPH 3TOM 4YETHIPE U3
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KANCYNbHBIX IIOMHCAXAPHAOB KOHBIOTHPOBAHBI CTONOHAYHBIM AHATOKCHHOM, a OCTANbHBIC KAICYIbHBIC
Toucaxapuabl KOHBIOTUPOBAaHEI ¢ CRMig7, W TpH 3TOM JBa M3 YETHIPEX KANCYNBHBIX ITOJUCAXAPUMIOB,
KOHBIOTUPOBAHHBIX CO CTONOHAYHBIM AHATOKCHHOM, BBIOPAHBI M3 TPYIIIBL, cocTosmed u3 ceporunos 1, 3 u 5, a
OCTaBIIMECA ABA KANCYIBHBIX MOTUCAXAPUAA UMEIOT cepoTunsl 15B u 22F.

[0058] B ogHOM BapHaHTE OCYIICCTBACHHA KANCYJIbHbIE IOMHCAaxXapuabl OT cepotumoB 1, 5, 15B u 22F
KOHBIOTHPOBAHBI CO CTOJTOHAYHBIM AHATOKCHHOM, a OCTANbHBIC KAICYNIbHBIEC IIOMCAXaPHAbl KOHBIOTHPOBAHBI C
CRMiy7. B apyroM BapHaHTE OCYIIECTBICHHSA KaICYNBHBIC IOMMcaxapuasl oT cepotumosB 1, 3, 15B u 22F
KOHBIOTHPOBAHBI CO CTOJTOHAYHBIM AHATOKCHHOM, a OCTANbHBIC KANCYNbHBIC IOIMCAXAPUAbI KOHBIOTHPOBAHBI C
CRM,y7. B eme apyroMm BapuaHTE OCYIIECCTBICHUA KANCYIbHBIC MOAMCAXapHAbl OT cepotunos 3, 5, 15B u 22F
KOHBIOTUPOBAHBI CO CTOJOHMYHBIM AHATOKCHHOM, & OCTANIBHBIC KAICYJIBHBIC IONMUCAXAPHABl KOHBIOTHPOBAHBI C
CRM,q7.

[0059] B BakumHe Ha OCHOBE KOHBIOTATa IOMHCAXapua-Oenok, OenoK-HOCUTETb KOHBIOTHPOBAH C
TOJTACAXAPUAHBIM AHTUTCHOM, TJIABHBIM 00pa3oM, 4YTOOBI CIOCOOCTBOBATE MMMYHHOMY OTBETY (HAIIpHMED,
BEIPA0OTKE AHTHUTEN) HA IIOJMCAXAPUIHBIA AHTHICH. DBEIKH-HOCHTEM NPEOIOYTHTENEHO SBILIIOTCA OenKamu,
KOTOPBIC HETOKCHYHBL. DBeNKH-HOCHUTEIM JO/DKHBI OBITh MOAJAKOIUMCA KOHBIOTAMH C ITHEBMOKOKKOBBIM
TIOTHCAXAPHIOM C UCIIOIb30BAHHEM CTAHAAPTHBIX ITPOLEAYP KOHBIOTAlHHU, Kak Ooee MogpoOHO 00CYKIaeTCs HIKE.
Bemxu-HocuTem, nmpumeHseMsble 21-BAJCHTHBIX IMPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIOZHIMAX CO
CMEIIAHHBIM HOCHUTEIEM, MPEACTABIAOT co00i cTonOHAuHbI aHaTOkCUH (TT) u CRMig7, kaxkaplii U3 KOTOPBIX
HCTIOb30BAJICA B COCTABE IPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIUH, HO HUKOIJA B OJHON U TOH xe
BAaKI[HHE CO CMEIIAHHBIM HOCUTEIEM.

[0060] CRMi97 mpeacTaBiseT co0OH HETOKCHYHBIN BAPUAHT (T. €., AaHATOKCHH) JH(TEPUIHOTO TOKCHHA, KOTOPBIT
COXPaHACT HMMYHOJIOTHYCCKHE CBOHCTBA JU(PTCPUIHOTO TOKcHMHA gukoro Tuma. CRMjg7 oToMuaeTcs oT
Ju(TepuitHoro TOKCHHA AUKOTO TUIIA IO OJHOMY OCHOBAHHIO B CTPYKTYPHOM I€HE, YTO IMPHBOJHUT K 00PA30BAHMIO
OTHOI AaMUHOKHCITOTHOH 3aMCHBI Ty TAMHHOBOM KUCTOTH HA ruuH. CRM)97, KAk IPaBAIIO, BBEIOCIIAIOT U3 KYIBTYP
mramma C7 (B197) Corynebacterium diphtheria, BRIpaIIEHHBIX HA CPEAC HA OCHOBE AMHHOKHCIOT Ka3eWHA U
JAposoKeBOro 3kcTpakta. CRMiy7 MOKHO OYUINATB ITOCPEACTBOM VIBTPAQUIBTPALMH, OCAXKICHUEM CYIb(aToM
aMMOHMA M HOHOOOMEHHOH xpomarorpadueil. B anprepHatuBHOM Bapuante, CRMj¢7 MOXHO IOIy4YaTbh
PEKOMOUWHAHTHBIM CcITOCO0OM B cooTBeTCTBHH ¢ mateHTOM CIIIA No 5,614,382, kOTOpBIA TEM CAMBIM BKIIIOYCH B
JAHHBIH JOKYMEHT TIOCPEICTBOM CCBUIKM B IIOJHOM OOBEME. CRM,97 Hncmoms3oBamH B COCTaBe
MPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIMH, HO HHUKOIJA KAK KOMIIOHEHT BAKUWHBEI CO CMEIIAHHBIM
HOCHTENIEM.

[0061] CronGHIYHBIN AHATOKCHH MOTYYAIOT W UCIIOIB3YIOT BO BCEM MAPE [T ITUPOKOMACIITAOHOH MMMYHHI3ALUTH
TPOTHUB CTOJOHIKA (WITH TpU3Ma), Be3BaHHOTO Clostridium tetani. CTONOHAYHBIA AHATOKCHH TAKJKE MMPUMCHSIOT KAK
CaMOCTOATENBHO, TaK U B KOMOWHAIMU C MPOTHUBOAUG(GTEPUIHBIMH H/UIM IPOTUBOKOKTIOIIHBIMH BAKLIUHAMHU.
Hcxoausii 610K, CTONOHAIHBIN TOKCHH, OOBMMHO MOMYYAOT B KYIbTYpax Clostridium tetani. CTONOHIYHBIA TOKCUH
TPEACTaBIICT co00i Oenok Maccoif okoo 150 x/la u cocrout u3 aByx cyowseauaui (okomo 100 k/la u oxomo 50 x/da),
CBA3ZAHHBIX JUCYTbGUAHOH CBA3pl0. TOKCHH, KAk TPAaBUIO, HINAIOT TOKCHYHBIX CBOWCTB C ITOMOIIBIO
(hopManbaeruaa, ¥ OH MOXKET OBITH OUMINCH W3 KyJIbTYPAIbHBIX (PAIBTPATOB C HCIIOJH30BAHUEM TAKUX M3BECTHBIX
CIoco00B, KaK OCaKACHHUE CYIb(haTOM aMMOHHUA (CM., HampumMep, [7], [8]) wmm XxpomaTorpapuueccKuX METOTUK, KaK
omucano, HanpuMep, B WO 1996/025425. CToaOHHBIA TOKCHH TAKKe MOXKHO HHAKTHBAPOBATH PEKOMOMHAHTHBIMH

TCHCTHMCCKUMU CPCACTBAMU.
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[0062] CronOHAYHBIH AHATOKCHH TAKKE NPUMEHATH KAaK OCIOK-HOCUTENh B JOPYTUX BAKUMHAX, BKIHOYASL
TIPOTUBOITHEBMOKOKKOBBIC KOHBIOTHPOBAHHBIE BAKIUHBIL. Ho wucnonb3oBaHue CTONOHAYHOTO TOKCUHA B
TIPOTUBOITHEBMOKOKKOBOH KOHBIOTHMPOBAHHON BAaKIMHE CO CMEIIAHHBIM HocuteneM B komOuHamuu ¢ CRMier
TpeAcTaBIeT coO0H HOBBIN MOAXON. B M3BECTHOM YPOBHE TEXHHKE OTBEPTaeTCA M KOHBIOTUPOBAHUA CEPOTUIIA
3 €O CTOTOHMMHBIM AHATOKCHHOM B HpOTPIBOHHGBMOKOKKOBOfI KOH’bIOFP[pOBﬂHHOﬁ BAKIIMHC CO CMCITAHHBIM
HOCHTEJIEM, IIOCKOIbKY ITOKA3aHO, YTO CepoTun 3 Oonee MMMYHOTEHEH, KOTJa KOHBIOTHPOBAH C AU(PTEPUIHHBIM
AHATOKCHHOM ITO CPABHEHUIO CO CTOJIOHAUHBIM AHATOKCHHOM [6].

[0063] IIHEBMOKOKKOBBIE KANCYIbHBIC MOIMCAXAPUAB]L, IPHMEHACMBIC B KOMITO3UIMAX U BAKINHAX, ONUCAHHBIX B
JIAHHOM JOKYMEHTE, BKIHOUYAKIIUE B ceOA KANCyIbHbIE MOMMCAXapuabl 0T cepoTuros 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N,
9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F, MOryT ObITh MOIYYCHBL U3 Streplococcus pneumoniae
C HCTIONB30BAHUEM 000 MOCTYMHOH METOMUKHU, BKIIOYAS CTAHNAPTHBIC METOAUKM, H3BECTHBIE CpEIHEMY
CIIEIUAITUCTY B JAHHOW 00JACTH TEXHUKH, BKIIIOYAA, HapuMep, omucanubie B WO 2006/110381, WO 2008/118752,
‘WO 2006/110352, u y0m. 3asBok Ha mateHTHI CLLIA Ne 2006/0228380, 2006/0228381, 2007/0184071, 2007/0184072,
2007/0231340, 2008/0102498 u 2008/0286838, Bce M3 KOTOPHIX BKIIIOUEHHI B JAHHBIA JOKYMEHT ITOCPEACTBOM
CCBUIKM BO BCe cBoeit moaHoTe. Hampumep, Kakaplii CEpOTUIl MMHEBMOKOKKOBOI'O KAIICYJIBHOTO MOUCAaxXapuaa
MOKHO BBIDAIIMBATh B KyJIbTYPATBHOH cpene (Hampumep, coeBoil cpeae). KieTku mM3UPYIOT, U OTHAECNbHBIC
TIOUCAXAPUIbl MO’KHO OYMINATH OT JNU3aTa MOCPEACTBOM LECHTPU(YTHPOBAHUS, OCAKACHUA, YIbTpaGuIbTparuu
W/WIH KOJIOHOYHOH XpomaTorpapuu. Kpome Toro, MHEBMOKOKKOBBIN KANCYIbHBIA TOTUCAXAPUT MOYKHO ITOTYUYATH C
HCTIOIb30BAHUEM ITPOTOKOIOB CHHTE3A.

[0064] KancympHBIE momHCaxapun Streptococcus phneumoniae COREPYKUT ITOBTOPSIOIIUECT OJMTOCaXapHIHbIE
3BCHBA, KOTOPBIC MOTYT COACPKATH A0 8 0CTATKOB caxapos. KamcynbHbINH caxapuaHbIA AaHTUTCH MOYKET IPEACTABIIATh
co0OH TOMHOpPA3MEPHBIH TMONMUCAXapud, WIM OH MOKET OBITh YMEHBIICH IO pa3Mepy (HampuMep, Ha OJHO
OUIOCAXapuIHOE 3BCHO MO KOpOdYe, YEeM CaXapuiHad LEHb HATHBHOM JAMHHBI W3 TMOBTOPSIOIIUXCS
OJIMTOCAXapUIHBIX 3BCHBEB). PazMep KANCYIBHBIX MOMHCAXAPHAOB MOJKHO YMEHBIIATH PA3IMYHBIMH CHOCOOaMHU,
U3BECTHBIMU B JAHHOM 00/IACTH TEXHUKU, TAKUMH KaK 00pab0TKA ¢ KUCTOTHBIM THAPOIU30M, 00paboTKa NEPOKCHAOM
BOJOPOJA, H3MEHEHUE Pa3MEPOB TOMOTEHU3aTOPOM BBICOKOTO JABICHUA, C TIOCACAYIOMEH 00paboTKol mepokcuIomM
BOJOPOJA U ITOTYUYESHU OTUTOCAXapUAHBIX (PPATMEHTOB, WU MUKpO(Qmonu3amuei.

[0065] IIHEBMOKOKKOBBIH KOHBIOTAT KAXKIOTO H3 CEPOTUIIOB MOKHO IOIYy4YaThb KOHBIOTMPOBAHUEM KATCYIBHOIO
ToIMCaxXapuaa U3 KaKA0TO CEPOTHIIA C OETKOM-HOCUTENEeM. [3 pa3miHBIX THEBMOKOKKOBBIX KOHBIOTATOB MOYKHO
TOTOBHTH JEKAPCTBSHHYIO (HOpMY B BHIE KOMITO3HIIHH, BKIIOYAS JOZHPOBAHHYIO (hopMy OTHOKPATHOTO IPHMEHEHHS.
[0066] [ns TpUTOTOBICHHA KOHBIOTATAa IIOMUCAXapHAa-OeiKa, KaICyJIbHBIA ITOMMCAXapuj, NOIYYCHHBIA W3
K@KIO0T0 ITHEBMOKOKKOBOTO CEPOTHUIIA, MOXKHO XMMHYECKM AKTHBHUPOBATH TAKUM 00pa3zoM, YTOOB! KANCyIbHbIH
TIOUCAXAPU MOT BCTYNATh B Peakuiio ¢ 6enxkoM-HocuTeneM. Cpasy Mociae aKkTHBHPOBAHUA, KAXKABIA KATCYIbHBIH
TOJUCAXAPUT MOXKHO OTACNBHO KOHBIOTUPOBATH C OEIKOM-HOCHTENEM C OOpa3oBaHUEM TIIMKOKOHBIOTATA.
XUMHYECKYI0 aKTHBALMIO MOIUCAXAPUIA U MOCIETYIOIY0 KOHBIOTAMIO ¢ OEMKOM-HOCUTEIEM MOXKHO JOCTUTATh
TPATUITHOHHBIMUA cocobaMu. HaanMep, BUIIMHAIBHBIC TUAPOKCUIIBHBIC TIPYNNbI HA KOHIC KaICYJIbHOIO
TOJMCAXapUIa MOXKHO OKHCIIITh OO AaMbACTHIHBIX TIPYII TAKMMH OKHCIDIIOIUMH areHTaMH, KaK IIepHoAaThl
(BRTFOUAS TIEPHOAAT HATPHA, IEPHOJAT KaauA WIH IICPHOTHYIO KACIOTY), KAK OMHCAHO, HampuMep, B mat. CILIA Ne
4,365,170, 4,673,574 u 4,902,506, KOTOPBINA T€M CaMbIM BKIFOUCHBI B JAHHBIA JOKYMCHT ITOCPEACTBOM CCBLIKH BO
BCelt cBoeit moHOTE. [lepiiomaT caydaifHBIM 00pPa30M OKUCIACT BUIUHATBHEIC THAPOKCHIBHBIC TPYIIIEI YITICBOAA C
00pa3oBaHUEM PCAKIMOHHOCTIOCOOHOH anmbACTHOHOW Tpymmbl W BbBBIBAaeT pacmernenue cemu C-C.  Tepwmun

«mepHoAaT» BKIIOYACT KAk MepionaT, Tak U NMepHOAHYI0 KUCIOTY. /JIaHHBIN TEPMUH TAKKE BKIIOYAECT B CEOA Kak

12



metanepiionar (104.), Tak u opronepiionar (I0ss.). TepmuH «mepitogary» Takke BKIHOYACT B Ce0A PA3TUUHBIC COMU
niepiiogaTa, BKIOYad nepionat HaTpus U nepionaTt kamid. B HEKOTOPBIX BAPHAHTAX OCYINECTBICHUA N300peTEHUA
TIOJMCAXapUT MOYKHO OKUCILATH B IIPUCYTCTBUU MeTariepiiogara HaTpus.

[0067] B HexkoTOpHIX BapHAHTAX OCYIHECTBICHHUA H300peTEHNUA MEPHOAAT MOKHO ITPUMEHATH B KOIHIECTBE OKOJIO
0,03-0,17 Mxr Ha 1 MKT mojmcaxapuga. B HEKOTOPHIX BApPHAHTAX OCYIICCTBICHUA W300pETEHUA MePHoaaT MOKHO
TPUMEHATH B KomuuecTBe 0koio 0,025-0,18 mxr wmu oxoso 0,02-0,19 mxr Ha 1 Mkr momucaxapuga. Ilpu sxenaHuy,
caxapux MOKHO aKTHBHPOBATh B IIPEJEIaX BbINICYKA3aHHOTO IUANA30HA. 3a IpeaeiaMy JAHHOTO JUATIa30HA MOSKET
TOAYYUTHCA HEYAOBICTBOPUTEIBHBIN PE3YIbTAT.

[0068] Ilomucaxapugpl TaKKe MOKHO AKTHBHPOBATH C IOMOWBH  |-ITMaHO-4-TUMETUIAMUHOTIUPUITHUA
terpadropbopara (CDAP) ¢ 0Opa3oBaHUEM LIUAHATHOTO CIOXKHOTO 3(pHpa. AKTUBUPOBAHHBIN MMOMCAXAPUA 3aTEM
COCOUHAIOT HETIOCPEICTBCHHO HITM MOCPEACTBOM CHECHCEPHOH W IMHKEPHOU TPYNITEI C AMUHOTPYIIIIONH Ha Oemke-
HOCHTENE.

[0069] Hampumep, cmeficep MOXKET TNPEACTABIATH COOOH NHUCTAMHH WIM [UCTEAMHH I ITOIYYCHUS
THOJTMPOBAHHOTO ITOJIMCAXAPHA, KOTOPBIA MOXKET COCOUHATHCA C HOCHTEIIEM IOCPEICTBOM IIPOCTON THOI(DHUPHOIH
CBA3M, IIOMy4aeMOH IIOCIE PpEaKIUHd C aKTUBUPOBAHHBIM MAaJEHMHUIOM OeNKOM-HOCUTETdEeM (HAmpuMmep, ¢
HCTOB30BaHUEM  N-[y-MaTeUMUI00yTHPHIOKCH | CYKIMHUMUTHOTO  ciaokHoro  adpmpa  (GMBS)) wm
TaJOTCHALICTHIMPOBAHHBIM O€IKOM-HOCHTEIEM (HAMPUMED, ¢ UCIOIb30BAHUEM HOJANECTUMHANA, N-CYKIMHAMUTUIT
Opomauerara (SBA; SIB), N-cyxkuumHumumii(4-iiomanetumamunooeHzoata (SIAB), cyabpocykuuHuMuAmi(4-
omanetum)amuHooeHs3oara (cynb(o-SIAB), N-cykumnmmunun #omauerata (SIA) wmd  cykuuHUMEAWT 3-
[6pomanieTamuno|nponmonata  (SBAP)). TIpenmouturenpHO, LMAHATHBIA CIOXKHBIH dup (HE0OA3aTEIBHO,
momyueHHbIH MetogamMu xumuu COAP) COeAMHMIOT ¢ TCKCAHTUAMUHOM WITH JUTHAPASHAOM ATUITHHOBON KHCIOTHI
(AOH), 1 aMHHOIIPOU3BOJHOE CaxXapuaa KOHBIOTHPYIOT ¢ OSIKOM-HOCHTEIECM C HCIOIB30BAHHEM METOJA XHMHH
kapOogummuaos (Hampumep, EDAC nm ED C) mocpeacTBoM KapOOKCHITLHOL IPYIITEI HA OCTKOBOM HOocHTene. Takue
KOHBIOTATHI OmrcaHbl, HampuMmep, B WO 93/15760, WO 95/08348 u WO 96/129094, Bce W3 KOTOPBIX TEM CaMbIM
BKJTKOUCHBI B JAHHBIA JOKYMEHT OCPEACTBOM CCBIIKH BO BCEH CBOCH MOTHOTE.

[0070] KoHnbloramuu AKTUBHPOBAHHBIX KAICYIbHBIX IOMMCAXAPUAOB H OENKA-HOCUTEII MOXKHO JOCTHUTATh,
HATIpUMED, IyTeM BOCCTAHOBUTEILHOIO AMUHUPOBAHUS, KAK OIIMCAHO, HATIpUMED, B IMyO1I. 3a1BoK Ha mateHTs! CIIIA
3asB0oK Ha mateHThl CITA Ne 2006/0228380, 2007/0231340, 2007/0184071 u 2007/0184072, WO 2006/110381, WO
2008/079653 m WO 2008/143709, BCE U3 KOTOPBIX TEM CAMBIM BKJIFOUCHBI B JAHHBIA JOKYMEHT IIOCPEICTBOM CCBHIIKH
BO BCEH cBoell momHoTe. Hampumep, aKTHBHPOBAHHBIC KANCYIbHBIC MOTUCAXAPHILI W OCTOK-HOCHTCIH MOTYT
BCTYIIAaTh B PEAKUHI0O C BOCCTAHABIHMBAIOIIMM AareHTOM C 0O0pa3oBaHHEM KOHBIOTaTa. lloaxopsimue
BOCCTAHABIIMBAIOIIME Ar€HTHl BKIIOYAIOT OOPOTHAPHIBI, TAKME KAK LMAHOOOPOTMApUA HATpusi, OOpaH-MHPUIUH,
TPUALICTOKCHOOPOTHAPUI HATpudA, HATpua Ooporuapui, win OOporuapuaHasd HOHOOOMEHHas cMona. B koHne
peakuud BOCCTAHOBICHUA B KOHBIOTATAX MOTYT OCTAaBAaTbCA HEMPOPEATUPOBABIINE ANbACTHAHBIC TPYIIIBL
HenpopearupoBapmue ambJCTUAHBIE TPYIIBI MOXKHO ONOKMPOBATH C  HCIOJNB30BAHHEM  ITOJXOIAIIETO
ONMOKUPYIOIIETo areHTa, Takoro kak 6oporuapun Hatpud (NaBHy). B omHOM BapuaHTE OCYINECTBICHUA H300PETCHUA
PeaKLHIO BOCCTAHOBIICHHU A BHITOIHAIOT B BOJHOM PacTBOpUTENE. B ApyroM BapHaHTE OCYMECTBICHUA H300pETCHUA
peaKunio BOCCTAHOBICHUA BBHITOJHSIOT B ANPOTOHHOM pAcTBOpHTENe. B OXHOM BapHaHTE OCYIIECTBICHUA
H300PETCHUA PEAKIHIO BOCCTAHOBICHHUS BRIMOMHAIOT B pacTBoputene JIMCO (mumetuncymbporcuae) um B JMD
(muverungpopmamuae). Jpyrie BO3MOXKHBIE BOCCTAHABIIMBAIOIIME ATCHTHI BKIIOYAIOT, HO HE OTPAHUUMBAIOTC UMH,
aMuH-00paHbL, TAaKWC KAK TUPHIWH-OOpaH, 2-MUKONHH-OOpaH, 2,6-Tu0OpaH-METAHON, IUMETHIAMHH-OOpaH, t-

BuMeiPrN-BH3, 6en3unamus-BH3 wm 5-3tun-2-metummupuaun-6opan (PEMB).
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[0071] AKTHBHpPOBAHHBIC KANCYJBHBIE MOIMCAXAPUIbl MOKHO KOHBIOTHPOBATH HEMOCPEACTBEHHO C OEIKOM-
HOCHTEJIEM WM ONOCPEIOBAHHO IMyTeM NPUMEHCHUA CIielicepa WM JTHMHKEPA, TAKOTO KAK OW(pYHKIUMOHATbHBINA
TUHKEp. JIMHKep HeoOA3aTebHO NMPEACTABIAET Co00H reTepoduByHKIIMOHANIBHBIH UM TOMOOU(BYHKIMOHANBHBIIH,
CONCPIKAINUI, HATPUMEP, PEAKLHOHHOCITOCOOHYI) AMUHOTPYNITY W PEAKIHOHHOCIOCOOHYIO TPYNIy KapOOHOBOH
KHCJIOTBI, 2 PEaKIMOHHOCTIOCOOHBIE AMUHOTPYIIITHI HJIH IBE PEAKIHOHHOCIIOCOOHBIE IPYIIIHI KApOOHOBOH KHACIOTHL
[0072] B apyrux momXxomsmuX METOIUK A1 KOHBIOTALMA NMPHMCHMIOT KapOOAMUMUIBI, THAPA3HIL], AKTHBHBIC
CHOKHBIC 3(UpBL, HOPOOPaH, M-HUTPOOCH30MHYI0 KHCA0TY, N-ruapokcucykmuaumug, S--NHS, EDC, TSTU, kak
OIMMCAHO, HATIPUMEP, B MyOTUKANWH MEKTYHAPOTHOW 3ai1BKH Ha mateHT Ne WO 98/42721, kotopas BKIIIOUCHA B
JIAHHBIA JOKYMEHT IOCPEACTBOM CCBHUIKH BO BCel cBOEH momHOTe. KOHBIOralua MOXKET BOBICKATh KAPOOHUIHHBI
JTAHKEP, KOTOPBIA MOXET 00pazoBaThCA IyTEM pPEaKUUd CBOOOJHONW THAPOKCHIBHOM rpymmbl caxapuga ¢ 1,1'-
xapOonummuumuaaszonom (CDI1) (cm. Bethell et al. (1979) J. Biol. Chem. 254:2572-2574; Hearn et al. (1981) J.
Chromatogr. 218:509-518) ¢ mocnenyromeii peakiueii ¢ 6eaxoM ¢ 00pazoBaHueM kKapOaMaTHOU CBA3H. ITOT MPOLECC
MOKET BK/IIOYATh BOCCTAHOBJICHHE AHOMEPHONW KOHIEBOW TPYNIBI B NEPBHYHYI0 THAPOKCHIBHYIO TIPYIILY,
HEOOM3ATCIPHYI0  3AIIUTY/CHATHE 3alIUTHl TIEPBHYHOW THAPOKCHIBHOW TPYNIBL, PEAKUHMI0 IECPBHYHON
rugpokcuibHOH rpymmsel ¢ CDI ¢ oOpazoBanmeM mpomekytounoro mpoaykra CDI kxapbamara W coeIWHCHHS
mpoMexyToyHoro mpoaykra CDI1 xkapGamara ¢ aMuHOTpymmoii Ha Oenke.

[0073] CoorHowmeHne mnomcaxapuna U OENKA-HOCUTETd [I1 NPOTUBOIMHEBMOKOKKOBBIX KOHBHOTUPOBAHHBIX
BAKUMH, KaK ITpaBUIO, Haxoautca B guamazone 0,3-3,0 (Mac./mac.), HO MOXET BapbUpPOBATh OT CEPOTHUIA.
COOTHOIIECHUE MOJKET OIpPEeAETAThCA MO0 HE3aBUCHMBIM H3MEPEHHEM KOMYECTB IPUCYTCTBYHOIMUX Oelka U
TOJHCAXapuia, WIH METOAAMH, KOTOpble JAIOT IPAMOE COOTHOIICHHE, M3BECTHBHIMHU B JAHHOH 00JACTH TEXHUKHU.
Metoapl, Brmoyaromue 'H SIMP cnexrpockonuio um DX-BOKX-VY®O/KP ¢ ABOHHBIM OTCIEKUBAHUEM (HAIPUMED
TOKA3aTelTb MpeToMIcHuA H Y@, Ha o0mee CoacpKaHWEe BEIICCTBA H OCNIKA, COOTBETCTBCHHO), MOTYT ONPEACIATH
PO UL COOTHOIIEHHUS Caxapuaa/Oeika o pacpeACICHIIO Pa3MEPOB KOHBIOTATOB, a TAKKE METoAoM DX -BIXKX-
MALLS nm MALDI-BII-MC.

[0074] Taxum oO0Opa3oM NOXYYCHHBIC KOHBIOTATHI IOMHCAXAPHAOB-OCNKOB MOKHO OYHINAT, M 00Oramarh
pasmuHBIME  crmocofamMu. OJTH  CHOCOOBI  BKIKOYAKT  KOHIUECHTPUPOBAHUE/UAQUIBTpALUIO, KOJOHOYHYIO
xpomarorpaduro u rmyouHHOE (pUIbTpoBaHUE. OUUINEHHBIC KOHBIOTATHI MOTHCAXAPUIOB-0€TKOB KOMOMHUPYIOT I
TOy4YCHU Tpemnapara 21-BaneHTHON IPOTUBOMHEBMOKOKKOBON KOHBIOTMPOBAHHONW KOMITO3ULIMU CO CMEIIAHHBIM
HOCHTEJIEM, KOTOPYIO MOJKHO IIPHMEHAThH B KAYECTBE BAKIHHEL

[0075] TIIpuroToBneHHE NEKAPCTBEHHOH (HOPMBI BAKIMHHON KOMITO3HIMHI MOYKET BBIIOHATECS C UCTIOIb30BAHUEM
MPU3HAHHBIX B JAHHOH 00JACTH CITOCOOOB. BAKIIMHHYIO KOMITO3HIHIO TOTOBAT B BUAC MPEMApaTa, KOTOPLIA JODKCH
OBITH COBMECTHMBIM C MPEANOIATacMBIM MyTEeM BBeICHHA. KOHBIOTATHI OTACIBHBIX THCBMOKOKKOBBIX KATICY TBHBIX
TIOTUCAXAPUIOB-O0CTKOB MOTYT BXOAUTH B COCTAB IPETAPaTa BMECTE ¢ (PU3HOIOTHMMECKU MPUEMICMBIM HOCHTEIEM
1A TOMYyYEHUA KOMIO3UIMU. [IpuMephl TakuX HOCHUTENCH BKIOYAIOT, BOAY, 3a0y(epeHHBINH CONeBON pacTBop,
TIOJHOJTB! (HAIIPUMEP, TNIMLUEPUH, MPOIMUICHIIMKONb, SKUNKUNA MONMUITUICHTIINKOIb) U PACTBOP ACKCTPO3BI, HO HE
OTPAHHYMBAIOTCS UMU.

[0076] B HekoTOphIX BapWaHTaX OCYINCCTBICHHA W300peTeHUA 21-BalicHTHAS NPOTHBOITHEBMOKOKKOBAS
KOHBIOTHPOBAHHAY KOMIIOZHIMA CO CMCIIAHHBIM HOCHTENEM JOIOJHHUTEIFHO COACPKAT AagblOBaHT. Kak
HCTIONB3YETCA B JAHHOM JOKYMEHTE, «aIBIOBAHTY OTHOCUTCS K BEIIECTBY WJIH HOCUTEJIO, KOTOPBIH Hecrieunpuiecku
YCHIMBACT UMMYHHBIA OTBST HA AHTUTCH. ATBIOBAHTHI MOTYT BKJTIOYATH B €0 CYCHECH3HWIO MUHEPATbHBIX BEINCCTB
(amoMoKanueBble KBACUBI, COMM AMIOMHHUA, TAKUE KAK THIPOKCHI amoOMHHHA, (ochar amoMuHud, Cymsdar

AMOMUHUA, THAPOKCH(pOoCHAT Cyab(paT AMOMUHUA U T. 1.) HA KOTOPBIX AACOPOUPOBAH AHTUTECH, WU SMY TbCUI0 BOAA-
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B-Maclie, B KOTOPOIl pacTBOp AQHTUIEHA 3MYIbIHPOBAH B MHUHEPANBHOM MAcje (HAIPUMEDP, HEIOIHOM QJBHOBAHTE
®pelinaa), HHOTAA C BKIKOYCHUEM YOUTHIX MUKOOakTepuil (MOaHbIN ambproBaHT DpeitHma) g JOMOTHUTEIEHOTO
VCUJICHUS AHTUTEHHOCTH. VIMMYHOCTUMYIHPYIOIIHE ONUTOHYKJICOTHAB! (Takue Kak BKmodaromue MotuB CpQG)
TAaK’KE MOKHO IMPUMCHATH KAK aabIOBAHTHI (Hampumep, cM. mareHTsl CIIA Ne 6,194,388; 6,207,646; 6,214,806,
6,218,371, 6,239,116; 6,339,068; 6,406,705 u 6,429,199). ATBIOBaHTHI TAKKE BKIFOUAIOT OHOTOTHICCKHE MOJICKY JTbI,
TaK{e KaK JUMHAB U KOCTUMYIHPYIOIIHE MOJICKYIbl. THIOBBIE OHOIOTHUCCKHE aabIOBAaHTH BKMo4YaroT AS04 [9],
IL-2, RANTES, GM-CSF, TNF-q, IFN-y, G-CSF, LFA-3, CD72, B7-1, B7-2, OX-40L u 41 BBL.

[0077] B HexoTOpBIX BApHAHTAaX OCYUIECCTBICHUA H300pPETCHHA ATBIOBAHT IIPEACTABIACT COOOH aTBIOBAHT Ha
ocHOBe amomuHuA. Kak mpasumo, omgHa m03a 0,5 M BaKIUHBI TOTOBUTCSA B BHAE IPENApaTa, KOTOPBIA COACPIKUT
0Kk0J10 0T 0,1 Mr 10 2,5 Mr agBIOBAHTA HA OCHOBE aIIOMHHUA. B Ipyrux BapHaHTax OCYIIECTBICHUA oAHa go3a 0,5
MJI BaKIIMHBI TOTOBUTCS B BUJIE NpeNapara, KOTOpbIid coaepkut Mexkay ot 0,1 mr 1o 2 mr, ot 0,1 mr mo 1 wmr, o1 0,1
mr 10 0,5 mr, ot 0,1 mr g0 0,2 mr, ot 0,125 Mr g0 2,5 mr, ot 0,125 mr g0 0,5 mr, o1 0,125 Mr go 0,2 mr wmu ot 0,125
10 0,25 Mr axpIOBaHTa HA OCHOBE AMIOMUHMA. B HEKOTOPHIX BAPHAHTAX OCYINECTBICHH N300peTeHusa oaHa qo3a 0,5
MJI BAKIMHBI TOTOBUTCS B BUJIE ITpemapaTa, KOTopblil coaepkuT oT okoo 0,125 mr go oxono 0,250 Mr agproBaHTa Ha
OCHOBE aIIOMHHHUA. B HEKOTOPBIX BApHAHTAX OCYINECTBICHUA H300peTeHNA oaHa A03a 0,5 MJT BAKIMHBI TOTOBHTCS B
BUAE IIpenapaTa, KOTOPBIA comepskut okono 0,125 Mr axprOBAHTA HA OCHOBE AIOMUHUA. B HEKOTOpPBIX BapHAHTAX
OCYIIECTBICHUA H300pETCHUA OHA 1032 0,5 MIT BAKIMHBI TOTOBUTCS B BUJE IPEMApaTa, KOTOPHIH COAEPKUT OKOIIO
0,250 Mr aaprOBaHTa HA OCHOBE AMFOMUHUSL.

[0078] B xOHKpeTHBIX BapUAHTAX pPEATM3AUUU H300pPETCHUSA AIBIOBAHT BBHIOUPAIOT W3 TPYIIBL cocToAmel u3
(ocara amomuHuA, cynb(aTa AMOMUHAS U THAPOKCAAA ATFOMUAHUA.

[0079] B KOHKpETHBIX BAPHAHTAX PEATH3ALMH H300PETCHUA aIBIOBAHT IIPEACTABIACT co00i pochar amoMuHMA.
[0080] B HexoTOpHIX BapHAHTAX OCYINECCTBICHHA M300PSTECHHUA KOMITO3HLAA IIPETHA3HAYCHA [T NPAMEHECHAA B
BHC BAKIWHBI IPOTUB HHPEKIMH Streptococcis preumoniae.

OmnpejneieHne XapaKTEPHCTHK KOHBIOIATOB ITHEBMOKOKKOBBIX KaICYJbHBIX IOJHCAXAPHI0B-0e/IKOBBIX
HOCHTeJIeI

[0081] B HexOTOpBIX BapHAHTAX OCYINECTBICHUA H300PETEHUSA KOHBIOTAT IOIMCAXapUAA-O€IKOBOTO HOCHUTEIAL
MOKET MMETh MOJCKYIApHYI0 Maccy 100-10 000 x/la. B HEKOTOPHIX BApUAHTAX OCYINECTBICHUA H300pPETCHUA
KOHBIOTAT UMEET MOJIEKYIApHYI0 Maccy 200-9000 x/la. B HEKOTOPHIX BapHAHTAX OCYINCCTBICHHUA H300PETCHUA
KOHBIOTAT UMEET MOJIEKYIIpHYI0 Maccy 300-8000 x/la. B HEKOTOPHIX BapHAHTAX OCYINECTBICHHUA H300PETCHUA
KOHBIOTAT UMEET MOJIEKYIIpHYI0 Maccy 400-7000 x/la. B HEKOTOPHIX BapHAHTAX OCYIICCTBICHHUA H300PCTCHUA
KOHBIOTAT UMEET MOJICKYIIpHYI0 Maccy 500-6000 x/la. B HEKOTOPHIX BapHAHTAX OCYIICCTBICHHUA H300PCTCHUA
KOHBIOTAT UMEET MOJCKYJIAPHYI0 Maccy 600-5000 x/la. B HEKOTOPBHIX BapHAHTAX OCYIIECCTBICHHUA H300PETCHUS
KOHBIOTAT UMEET MOJCKYIAPHYI0 Maccy 500-4000 k/la. JIro6oe 1emoe yuceio B mpeaenax Mo00ro U3 BEIIICY KA3aHHBIX
JUANA30HOB MPEAONATACTCA B KAYECTBE BAPHAHTA OCYIIECCTBICHUA U300PETCHUA 10 HACTOAMIEMY OIUCAHUIO.
[0082] Ecnu MonexkyIIpHAS MAacca HAXOAUTCA B IpeJeNlaX YKA3aHHOTO BBINE TUAIA30HA, KOHBIOTAT MOKET OBITh
CcTaOUIBHO MOTYYECH C BEICOKAM BBIXOAOM. MOJKHO TaKKe CHU3UTH JOTIO CBOOOIHOrO momcaxapuaa. Kpome toro,
MOYKHO TTOJIy4aTh IOBBIIICHHY0 HIMMYHOTEHHOCTD B ITPEEIaX YKa3aHHOTO BhIIIE AUATIA30HA MOJEKYIAPHBIX Macc.
[0083] TIlocme ounmIeHHUS OTACTHHBIX KOHBIOTATOB ITOHCAXAapPHAOB-OCITKOB, X COCTABILTIOT AT IMPUTOTOBICHUA
JIEKAPCTBCHHOHN (hopMBI HMMYHOTEHHOW KOMITO3HIIMH IO HACTOAINEMY OITMCAHUIO.

[0084] KonsbroraTel caxapuaoB-O€IKOB CEPOTHIIOB IO HACTOAIIEMY OIMCAHHIO MOJKHO XapaKTepPU30BaTh IO
COOTHOIICHUIO MOMMCAXapHaa U OEIKOBOTO HOCUTENA (KONUUECTBO MOMMCAXapUAA/KOIHIECTBO OEIKOBOTO HOCHTEIA,

mac./Mac.).
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[0085] B HEKOTOpPBIX BapHAHTAX OCYIIECTBICHHA M300PETCHUA COOTHOIIEHWE (MAc./Mac.) TONMCaxapuaa K
0CITKOBOMY HOCUTEIIO B KOHBIOTATE MOTUCAXAPUA-OCTKOBBIA HOCUTEb A1 KOKIOTO cepoTuma cocrasiget 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 unu 0,1-1 (Hampumep; okoao 0,7; oxomo 0,8;
okoJo 0,9; oxono 1,0; oxouno 1,1; oxoso 1,2; oxomo 1,3; okomo 1,4; oxono 1,5; okomo 1,6; okomo 1,7; oxono 1,8; okomo
1,9; okomo 2,0; okono 2,1; okomo 2,2; okojo 2,3; okoJo 2,4 Wi oxoiio 2,5).

[0086] Ecnu cooTHOmeHWe momMcaxapuaa W OCTKOBOTO HOCHTE HAXOAMTCA B IPEaeiaX YKa3aHHOTO BBIIIE
JMAaNa30Ha, KOHBIOTAT MOXKET ObITh CTAOMJIBPHO IOJYYECH C BBICOKMM BBIXOAOM. MOJXKHO TaKoke CHU3UTH AOIIO
cBoOogHOrO monucaxapuga. Kpome Toro, Mo’KHO IONY4aTh HMOBBIIECHHYK HMMYHOTEHHOCTb, M KOHBIOTAT MOKET
COXPAHATh CTAOMILHOCTh O€3 BIIAHUSA APYTHX CEPOTHUIIOB B IMIPEACNAX YKA3AHHOTO BBIIIC THATIA30HA.

[0087] KoHblOoraThl 1 MMMYHOTCHHBIC KOMIIO3UIMM IO HACTOSINEMY OIMCAHMUIO MOTYT COJACPKATH CBOOOTHBIH
TIOJTMCAXapUJ, KOTOPBII HEKOBAICHTHO KOHBIOTHPOBAH C OEITKOBBIM HOCHTENEM, HO TEM HE MEHee IPUCYTCTBYET B
KOMITO3UIUH KOHBIOTATOB IIOMCAXapHAOB-OemkoBbIX Hocutened.  CBOOOMHBIN Iommcaxapua MOKET OBITh
HEKOBAJICHTHO ACCOLUHPOBAH C KOHBIOTATOM IIOJIMCAXapHAa-0€IKOBOTO HOCHTENA (T. €., HEKOBAJCHTHO CBI3aH,
ancopOUpoBaH ¢ KOHBIOTATOM IOIACAXAPHAA-0CIKOBOTO HOCHTEA WM 3aXBAYCH B HETO HIIH HM).

[0088] B HexkoTOphIX BapHaHTAX OCYINECTBICHUS H300PCTCHHSA KOHBIOTAT MOJMCAaXapuaa-0eTKOBOTO HOCHTEIS
COIepKUT MeHee okoIto 60 %, okommo 50 %, 45 %, 40 %, 35 %, 30 %, 25 %, 20 % uwmm 15 % cBobogHOTO MOTHCAXapHAa
KQKIOTO CEPOTUIIA, HA OCHOBE OOIIETO KOMMYECTBA MOIMCAXapHAA KAKIOTO CEPOTHNA. B HEKOTOPBIX BapHAHTAX
OCYIIECTBICHUA U300PETCHUI KOHBIOTAT KAKAOT0 CEPOTHUIA MOMMCAXapUAA-0€IKOBOTO HOCUTEI COACPIKUT MEHEe
0xo10 60 % cBOOOJHOTO MOIMCAXAPHIA KOKIOTO CEPOTHUIIA, HA OCHOBE OOIIET0 KOIWYECTBA MOMICAXapUAA KasKIO0To
cepotuna. B HEKOTOPHIX BapHAHTAX OCYINECTBICHUA W300pETCHUA KOHBIOraT KAXKAOTO CEPOTHUIIA MOJIHCcCaXapyuaa-
0ETKOBOTO HOCHTEIM CONEpXHUT MeHee okomo 50 % cBoOOmHOTO mojmcaxapuga KaKIOTO CEPOTHIIA, HA OCHOBE
00Imero KONMMYECTBA IOMUCAXapuAa KAKOOTO CEpOTHNA. B HEKOTOPHIX BAPHMAHTAX OCYINECTBICHHUA H300pETECHUS
KOHBIOTAT KAKIOTO CEPOTHUINA IONHCAXapUaa-O0eIKoBOr0 HOCHTEI coAepKuT MeHee oxomo 40 % cBoGogHOTrO
MOTHCAXAPUIA KAXKIOTO CEPOTHUIIA, HA OCHOBE OOIIETO KOIMYECTBA MOIUCAXaphIa KasKI0r0 CEPOTUIIA. B HEKOTOPHIX
BAPHAHTAX OCYWICCTBICHUA H300PETCHHA KOHBIOTAT KAKAOTO CEPOTHIA MONMHCAXapHAA-OCTKOBOTO HOCHTETA
coACpKUT MeHee okono 30 % cBOOOIHOrO MONMMCAXapuaa KAKIOTO CEPOTHUIA, HA OCHOBE OOINETO0 KOIWYECTBA
TIOJMCAXapUIA KAXKIOTO CEPOTUNA. B HEKOTOPBIX BAPUAHTAX OCYIIECTBICHHA H300pETEHHS KOHBIOTAT KAXKIOTO
CepOTHUIA ITOJICaXapuaa-0eIKOBOr0 HOCUTEII COACPKUT MEeHee 0K0Jo 25 % cBOOOMHOIO MOTHCAXapuaa KasKIoro
CepoTHNa, HA OCHOBE OOIMETO KOJMMYECTBA ITOMHCAXApHAA KAKIOTO CEpOTHNIA. B HEKOTOPBIX BapHaHTAX
OCYIIECTBICHUA H300PETCHAA KOHBIOTAT KAKIOT0 CEPOTHIA ITOMCAaXapruaa-0ekoBOTO HOCHTEIT COACPIKUT MEHee
0x0110 20 % cBOOOJHOTO IMOIMCAXapUIA KAKIOI0 CEPOTHIIA, HA OCHOBE 00IIEro KOIMYECTBA IOJMCAXapyIa KaKIoro
cepoTuria. B HEKOTOPHIX BapHAHTAX OCYIIECTBICHUA W300pPETEHUA KOHBIOTAT KA)KIOTO CEPOTHIIA MOMMcaxaphia-
0EIKOBOTO HOCUTENA COACPIKUT MEHee Okoao 15 % cBoOOmHOro moamcaxapuaa KHKAOTO CEPOTHIIA, Ha OCHOBE
00IIEro KOMMYECTBA IOIUCAXAPUAA KAKIOTO CEPOTUNA. B HEKOTOPBIX BAPUAHTAX OCYINECTBICHUA H300pETECHUI
KOHBIOTAT KAXKIOTO CEPOTHIIA INOTHCAXapuaa-OenKkoBOTO HOCHUTENA COACPXKUT MeHee okono 10 % cBobGomHoro
TOTHCAXapUIA KAKIOTO CEPOTHIIA, HA OCHOBE 00INEro KOMMYECTBa MOIHMCAXapuAa KasKI0Tr0 CEpOTHIIA.

[0089] KonploraT KaKAOro CEpOTHIA ITOIHCAXAPUIA-0eIKOBOTO HOCHTENb MOXKET TAKKEe XapaKTEPH30BATHCS IO
pacmpenenacHuio ero Mojekyn mo pazmepam (Kg). Jma ompeaeneHHs OTHOCUTEIBLHOTO PacHpelciCHUS MOJEKYT
KOHBIOTaTa MO pa3MepaM MOXKHO IPHMCHATL HOCHTENb J3KCKMO3HOHHOH xpomartorpapuu (CL-4B; momepedHo-
CIINTHIC TPAHY B arapo3sl, 4 %). IKCKMO3MOHHYIO XpoMaTtorpaduro (2X) mpUMEHIIOT B CAMOTCYHOH KOJIOHKE JUIA
ompeneneHUA TPOQuUIIA pacmpeneieHHe pa3MEpOB MOJEKYNT KOHBIOTata Hmo pasMepaM. KpymHBIE MOIEKYIbI

HCKITIOYAIOTCA U3 TOP HOCHTETA UM JMIOHPYIOTCA OBICTpEe, HeM MAajble MONCKYMBL JIna cOopa 3moaTa KOTOHKU
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HCTIOMB3YIOT cOopuk (pakuuii. Ppaxuuy MpoBEPMIOT AHATU30M HA COACPKAHUE CAXAPUAOB KOJOPUMETPUHECKIM
MerogoM. Jlma ompeneneHus Ky KOMOHKY KamMOpPYIOT, YTOOBI YCTAHOBUTh (PAKUMIO, B KOTOPOH MONEKYIIBI
moHOCTRI0 uckmouaroTesd (Vo, Kq = 0), u (ppaxipro, mpeacTaBIaonyr0 MakcumansHoe yaepxkusanue (Vi Kq = 1).
®pakuus, B KOTOPO#l AOCTUTACTCA YCTAHOBACHHBIN aTpuOyT odpasua (Ve), cootHOocuTCH ¢ Ky mo ypaBHeHMIO Ky =
(Ve - Vo)/(Vi - Vo).

[0090] B HexoTOpHIX BapHAHTAX OCYIIECTBICHHWA IO MeHbImeH Mepe 15 % KoHBIOraTa Ka’kmoro cepoTuma
TOJTACAXapUAA-OCTKOBOTO HOCUTE/IA MOKET HMETh HA KooHke CL-4B 3Hauenue Ky pasHoe 0,3 wmm HIDKE.

[0091] B HexoTOpBIX BapHAHTAX OCYIIECTBICHHA IO MeHbuIel Mepe 20 % KOHBIOraTa Ka)kKAOTO CEPOTHIIA
TOJTUCAXAPUAA-OCITKOBOTO HOCUTEIA MOXKET UMeThb Ha kojJoHke CL-4B 3nHaueHue Ky paBHoe 0,3 wm Hmxe. B
HEKOTOPBIX BAPHAHTAX OCYMICCTBICHUA O MeHbIICH Mepe 15 %, 20 %, 25 %, 30 %, 35 %, 40 %, 45 %, 50 %, 55 %,
60 %, 65 %, 70 %, 75 %, 80 %, 85 % umu 90 % KoHBIOraTa KAXKIOTO CEPOTUIIA ITOTUCAXAPUIA-0CTKOBOTO HOCUTE A
MOZKeT UMeTh Ha konoHke CL-4B 3nauenue Kq paBHoe 0,3 umi Hibke. B HEKOTOPBIX BAPHAHTAX OCYIICCTBACHUA MO
menbmed Mepe 60 % KOHBIOTaTa KKAOTO CEPOTHIIA IIOMMCAXapHIA-0eIKOBOT0 HOCHTEI MOYKET HMETh Ha KOJOHKE
CL-4B 3nauenne K4 papHoe 0,3 nmm Hipke. B HEKOTOPBIX BapHaHTaX OCYINECTBICHHUA IO MeHbImel mepe 50-80 %
KOHBIOTaTa Ka’KA0TO CEPOTHIA MTOTHUCAXapHAA-0CTKOBOTO HOCHTEIA MOKET HMETh HAa KomoHke CL-4B sHauenme Ky
paBHOe 0,3 wau HIKE. B HEKOTOPBIX BapHAaHTaX OCYIIECTBIICHUA IO MeHbIIel Mepe 65-80 % KOoHBIOraTa KaXKaoro
CEPOTHIIA TOIUCAXAPUIAA-0CIKOBOTO HOCUTEIA MOKET UMETh Ha KoJoHKe CL-4B 3HaueHue Ky paBroe 0,3 wimm Huke.
B HeKOTOpBIX BapHaHTaX OCYIIECTBICHHUA IO MeHbIIEH Mepe 15-60 % KOHBIOraTa KaKAOTO CEPOTUIA caXxapuaa-
0OeTKOBOrO HOCUTEII MOKET UMeTh Ha KostoHke CL-4B 3HaueHue K¢ paBHoe 0,3 nmu Hipke.

IpoduirakTuveckue CrocoObI U MPUMEHEHI s

[0092] B eme oOmHOM AacmeKTe PACKPBITHA MNPEAIOKCHA  BaKUMHA, COACpKamas 2 1-BaJCHTHYIO
MPOTHBOITHEBMOKOKKOBYIK) KOHBIOTHPOBAHHYI) KOMIIOZHIMIO CO CMEIIAHHBIM HOCHTENeM H (hapMaleBTHUCCKH
MPAEMACMOE  BCIIOMOTATENNBHOE  BEIIECTBO. B HexkoTOphIX BapuaHTax OCYIIECTBICHUA H300peTEeHUA
(bapMaueBTHUECKH ITPHEMIIEMOE BCIIOMOTATEbHOE BEIIECTBO CONEPKUT IO MeHbIIeil mepe Oydep, Takoil kax
CYKUMHATHBIA Oy dep, CONb, TAKYIO KaK XJTOPUA HATPUA, W/ATH IOBCPXHOCTHO-AKTUBHBIA ar¢HT, TAKOW KAK CITOKHBIA
3hup MOMUOKCU3TUICHCOpPOUTaHa (Hampumep, momaucopOar 80). B HEKOTOPBIX BapHAHTAX OCYUICCTBICHUA
H300pETEHUS TPU UM YEThIPE KAICYIbHBIX MOMHCAXaPUAA OT CHeUU(PUICCKUX CEPOTUIIOB, KAK YIIOMAHYTO BBIIIE,
KOHBIOTHPOBAHBI CO CTONOHIYHBIM AHATOKCHHOM CTOJIOHSAKA, 4 OCTA/IbHbIE KANCYIbHBIE ITOTHCAXAPUABI HAXOIATCS
cpemu 1, 3,4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F KOHBIOTUPOBAHEI C
CRM,¢7 (21-BaneHTHas).

[0093] B omHOM BapuaHTE OCYLICCTBACHHA KANCYJIbHbIE IOMMCAXapuabl OT cepotumoB 1, 5, 15B u 22F
KOHBIOTHPOBAHBI CO CTOJOHIYHBIM AHATOKCHHOM, a KANCYIBHBIC OACAXapHIBI OT CCPOTHIIOB 3, 4, 6A, 6B, 7F, 8,
9N, 9V, 10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F xousroruposansl ¢ CRM97 (21-BaneHTHAS).

[0094] B npyrom BapuaHTe OCYINECTBICHMA KAINCYIBHBIC NOJMCaXapuasl OT ceporunos 1, 3, 15B u 22F
KOHBIOTHPOBAHBI CO CTOJIOHAYHBIM AHATOKCUHOM, a KaICYJIbHBIC MOUCAXapUIbl OT cepoTuros 4, 5, 6A, 6B, 7F, 8,
9N, 9V, 10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F xoustorupytor ¢ CRM97 (21-BanieHTHAN).

[0095] B eme ogHOM BAapHAHTE OCYIICCTBICHHUS KAICYIBHBIC MOIHCAXApUAbI OT cepoTumos 3, 5, 15B u 22F
KOHBIOTHPOBAHBI CO CTOOHAYHBIM AaHATOKCHHOM, a KaIlCYJbHBIC MOMCAaXapHabl OT cepoTHmioB 1, 4, 6A, 6B, 7F, 8,
9N, 9V, 10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F xonsroruposansl ¢ CRM97 (21-BaneHTHAN).

[0096] B HexoTOpHIX BapHAHTAX OCYINECTBICHUA H300PETCHUA BAKI[MHA BHI3BIBACT 3AIIUTHBIH HMMYHHBIN OTBET y

cyOBeKTa-4enoBeKa NPOTUB 3a00IeBaHUA, 00YCIOBICHHOrO HHpEKIHEH Streptococcus pneumoniae.
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[0097] B cooTBETCTBUH C AOMONHUTENBHBIM ACTIEKTOM B JAHHOM PACKPBITUM HPEANIOKEH COco0 MpoduIakTuku
unpexkuuu wumu 3adoneBaHuA Streplococcus pneumoniage , CHOCO0 BKTIOYACT BBEICHUE CYOBEKTY-YCITOBEKY
npopunakruiecku dPpdexruBHOro kommdecTsa 21-BaJCHTHOH NPOTUBOIMHEBMOKOKKOBOW KOHBIOTMPOBAHHON
KOMIIO3HIUU CO CMEIIAHHBIM HOCHUTENEM UM €€ COACPKAIIEH BAKIUHBL 2 1-BaJCHTHYH0 IPOTHBOIMHEBMOKOKKOBYIO
KOHBIOTHPOBAHHYI0 KOMITO3HIHIO CO CMEITAHHBIM HOCHTEIEM HITH €€ COACPIKAINYI0 BAKIMHY MOKHO BBOAUTH JFOOBIM
IyTeM, BKJIIOUAs, HATIPUMEP, CUCTEMHBIH WM MyKO3aJIbHBIA IyTh, KAK OIUCAHO Ooee MOAPOOHO HIDKE.

[0098] B HEKOTOPBEIX BapHAHTAX OCYMIECTBICHUA H300PETCHUA CYOBEKT-UEIOBEK ABIIACTCS MOXKAIBIM YETOBEKOM,
u 3aboneBaHUE MPEACTABIACT Co0O MHEBMOHWIO WM WHBA3MBHOS IMHEBMOKOKKOBoe 3abomemamwe (IPD). B
HEKOTOPBIX BAPHAHTAX OCYIIECCTBICHUA H300PETCHUA TOKUIONH CYOBEKT HAXOAUTCH B BO3PACTE IO MeHbIIEH Mepe 50
neT. B mpyrux BapuaHTax OCYIIECTBICHUS MOXKUIOH CYOBEKT HAXOAUTCS B BO3PACTE IO MeHbIIEH Mepe 55 mer. B
€lIe APYTUX BAPUAHTAX OCYIIECTBICHUS ITOKIIION CYOBEKT HAXOAUTCA B BO3pacTe Mo MeHbIel Mepe 60 net.

[0099] B mpyrux BapuaHTax OCYINECTBICHHA H300peTEeHUA CYOBEKT-UETI0BEK ABIACTCA PeOCHKOM, U 3a00NeBaHue
MPEACTABICT CO00W MHEBMOHHWIO, HHBA3WBHOC ITHEBMOKOKKOBOE 3a0onesanue (I[PD) wmm ocTpoe BOCHATICHHC
cpenrero yxa (AOM). B HEeKkOTOpBIX BapHaHTaX OCYIIECTBICHUA H300PeTCHUA peOCHOK HAXOAUTCA B Bo3pacte 0-2
roga. B mapyrux BapuaHTAaX OCYINECTBICHUA H300peTCHI PpeOCHOK HAXOOUTCS B BO3pacTe OT 2 10 15 Mecses.
[00100] B eme ogHOM BapHaHTE OCYINECTBICHUA H300peTeHUA CYOBEKT-YEI0BEK B BO3pacTe OT 6 Hemelmb 10 17 mer
ABIACTCA peOCHKOM, U 3a001€BaHNUE MPEACTABIACT COO0H MHEBMOHUIO, HHBA3UBHOE ITHEBMOKOKKOBOE 3a00/ICBAHUE
(IPD) umu ocTpoe BocmaieHue cpennero yxa (AOM). B ompeaeneHHBIX BAPUAHTAX OCYIIECTBICHUA U300pETCHUA
CYOBEKT-YENIOBEK HAXOAUTCA B BO3PACTE OT 6 HEAEHb A0 5 nNeT. B Apyrux BapuaHTaxX OCYIIECTBICHUA H300peTEHUS
CyOBEKT-UETOBEK HAXOOUTCA B BO3pacTe oT 5 1o 17 ner.

[00101] KomiuecTBO KOHBIOTaTa B KAXKAOH J03¢ BAKUWHBI WIH TPOPHIAKTHYCCKA SP(CKTUBHOC KOIMYECTBO
TOJMBAICHTHOH ITPOTHBOITHEBMOKOKKOBOW KOHBIOTHPOBAHHONW KOMITO3HIMH CO CMEIIAHHBIM HOCHTEIEM MOXKHO
BBEIOHPATH KaK KOJIMYCCTBO, KOTOPOE 00CCTICUHBACT MPOPHIAKTHKY O€3 CYIIECTBEHHBIX HCOTATOMPHUATHEBIX (D (HEKTOB.
Takoe KOMMYECTBO MOMKET BAPBHPOBATH B 3aBHCHMOCTH OT ITHEBMOKOKKOBOTO CEPOTHIA. B menoM, Kaxgad a03a
MOJKET BKJTHOUATH B ce0d 0T 0k0j10 0,1 MKT 10 okoso 100 MKr moimcaxapuaa, KOHKpeTHO okoto ot 0,1 go 10 Mkr, u
0oee KOHKPETHO OT OKONO 1 MKr A0 0k0I0 5 MKr. ONTUMANbHBIE KONMMYECTBA KOMIIOHEHTOB I KOHKPETHOH
BAKI[MHBI MOTYT YCTaHABIMBATHCA CTAHJAPTHBIMM HCCIACAOBAHMAMM, BKIIOYAIOIMUMH HaOmoOJeHHE 3a
COOTBETCTBYIOIIMMH UMMYHHBIMU pPEaKUUAMU y cyObekTa. Hampumep, KomudecTBO JIi BaKUUHAILMU CYOBEKTa-
UeI0BEKA MOYKHO OIIPEIEIIATh HKCTPANIOIAHEH Pe3yNbTaToOB HCCIEAOBAHUI Ha JKUBOTHBIX. KpoMme Toro, 103y MOKHO
OTIPEACIATh SMITUPUYECKH.

[00102] B  HekoTOpeIX  BapHaHTAaX  OCYIICCTBICHHA  W300PSTCHHA  BaKUWHA  wid  21-BareHTHAs
TIPOTHBOITHEBMOKOKKOBASA KOHBIOTUPOBAHHAS KOMITO3HIIA CO CMEIIAHHBIM HOCHTEIEM MOXKET MPEACTABIATE COOOM
oxHy 103y 0,5 MII, TPUTOTOBICHHYIO B BUAC MPENApaTa, KOTOPHIH COOCPAKUT OT OKOJIO 1 MKT JO OKOJIO 5 MKT KaKIOTO
KAICYJIBHOTO Moucaxapuaa; ot okono 1 Mxr a0 okomo 30 Mxr TT; ot okoao 20 mxr g0 okosio 85 Mkr CRMe7; u
HeoOsA3aTebHO 0T 0k0JI0 0,1 Mr 10 0k0J10 0,5 MI aBIOBAHTA U3 3IEMEHTAPHOTO AIOMUHUA. B HEKOTOPBIX BAPUAHTAX
OCYIIECTBICHUA M300peTeHUs BakUMHA WM 21-BaJeHTHAs IIPOTUBOITHEBMOKOKKOBAS KOHBIOTHPOBAHHAS
KOMITO3HUIIUA CO CMEITAHHBIM HOCHTENIEM MOXKET IPENCTABIATh co00i ogHy A03y 0,5 MJI, IPUTOTOBICHHYIO B BUAE
Tpenapara, KOTOPbI COACPKUT OT OKOJIO 2 MKI JO OKOJO 2,5 MKI KaXKIOr0o KamnCyJbHOTO IMONHCaxXapuja, 3a
HCKITIOYEHHEM cepoTuna 6B u HeoOA3aTeIbHO CcepoTHUIa 3; KOTOPBIC MIPHCYTCTBYET B KOJHYECTBE OT OKOJIO 4 MKT JO
OKOJIO 5 MKT;, OT OKOJO 2 MKT 70 0K0J10 25 MKT TT; 0T ox010 40 MKT 70 0k0J10 75 MKr CRM97; 1 HEOOA3ATECILHO OT

0xoj0 0,1 Mr 10 0070 0,25 MT aIBIOBAHTA U3 YACMEHTAPHOTO ATFOMUHUA.
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[00103] B  HEkoTOpBIX  BapuHaHTAaX  OCYWICCTBICHUA  H300pETCHHA  BaKUMHA  WiM  21-BaleHTHAs
TIPOTUBOITHEBMOKOKKOBASA KOHBIOTUPOBAHHAS KOMITO3UIUA CO CMEIIAHHBIM HOCUTEIEM MOXKET IIPEICTABIATh COOO0M
oaHy ao3y 0,5 MJI, MPUTOTOBICHHYK) B BUAE NMPENapara, KOTOPBIA COMEPKUT OKOJIO 2,2 MKT KaXKIOTO KalCyIbHOTO
MOJIUCAXAPUAQ, 32 UCKIIOYCHUEM CEPOTHIIA 6B; KOTOPBII MPUCYTCTBYET B KOIMYECTBE OKOMIO 4,4 MKT.

[00104] B  HexkoTOopeIX  BapHaHTaX  OCYIICCTBICHHA  H300peTCHHA  BaKUWHA  Wid  21-BaseHTHAs
ITPOTHBOITHEBMOKOKKOBAS KOHBFOTHPOBAHHASA KOMITO3UIMA CO CMEIIAHHBIM HOCUTEIEM MOJKET IPEACTABIATh COOOH
onHy Ao3y 0,5 MJI, MPUTOTOBICHHYIO B BUAC IpenapaTa, KOTOPBIA COACPKUT OT OKOJIO 2 MKI J0 OKOJIO 2,5 MKT
KQKIOTO KAICYIBPHOTO MOMUCAXAPHAA, 3d MCKIIOYCHUEM 0 IICCTH KANCYIBHBIX MOMCAXAPHAOB, BHIOPAHHBIX H3
TPYIIIBL, COCTOAIEH U3 cepoTumnos 1, 3, 4, 5, 6B, 9V, 19A u 19F; kakaplii U3 KOTOPHIX MPUCYTCTBYET B KOJUYECTBE
OT OKOJO 4 MKT A0 OKOJO 5 MKI. B 0OJHOM BapHAaHTE OCYMIECTBICHUSA H300pPETEHUA OO0 IMECTH KAICYIBHBIX
TIOJTUCAXAPUIOB, IIPUCYTCTBYIOIMUX B KOMYECTBE OT OKOJIO 4 MKT 4O OKOJIO 5 MKT, BRIOPAHbI U3 TPYIIILIL, COCTOSIEH
u3 ceporumnos 1, 3, 4, 6B, 9V, 19A u 19F. B gpyrux BapuaHTax OCYINECTBICHUA M300peTeHU BaKUUHA wm 21-
BAJICHTHAA IIPOTUBOITHCBMOKOKKOBAA KOHBIOTHPOBAHHAA KOMIIO3HOUA CO CMCIIAHHBIM HOCUTCJICEM MOXKCT
MPEACTABIATH CO00# omHy m03y 0,5 MII, IPUTOTOBICHHYIO B BHIE IPEMApara, KOTOPhIH COAEPKUT OKOJIO 2,2 MKT
KKIOTO KaICyIbHOTO MOJHCAXapHIa, 32 UCKIFOYEHHEM JO IIECTH KAINCYIbHBIX NOJMCAXAPUIOB, BHIOPAHHBIX U3
TPYIIIBL, COCTOSMECH 13 cepoTumos 1, 3, 4, 5, 6B, 9V, 19A u 19F; xa)kaplif ©3 KOTOPHIX IPHCYTCTBYET B KOJMICCTBE
okono 4,4 Mxr. B OOHOM BapHaHTEC OCYIICCTBICHUSA H300PETECHUA A0 IIECTH KAICYJIbHBIX NOMHCAXAPHIOB,
TIPUCYTCTBYIOIIUX B KOJTMYECTBE OKOJIO 4,4 MKT, BEIOPAHBI 3 TPYIIILL, COCTOAIIEH U3 cepoTutios 1, 3, 4, 6B, 9V, 19A
u 19F.

[00105] B  HexoTOpBIX  BapHaHTaX  OCYINECTBACHUSA  u300peTeHUsI  BaknuHAa WM 21-BaneHTHas
TIPOTHBOITHEBMOKOKKOBAsA KOHBIOTHPOBAHHAS KOMITO3HIMA CO CMEIIAHHBIM HOCHTEJIEM MOJKET IIPeICTAaBIATh COO0H
omHy xo3y 0,5 M, IPUTOTOBACHHYK B BHAC IpEmapara, KOTOPBIA COACPKUT OT OKOJO 2 MKT A0 OKOJO 2,5 MKT
KaICyILHBIX MOTHCAXapuaoB cepoTuroB 4, 5, 6A, 7F, 8, 9V, 9N, 10A, 11A, 12F, 14, 15B, 18C, 22F, 23F u 33F, u ot
OKOJ10 4 MKT 10 OKOJIO 5 MKT KaNiCYy/TbHBIX MOMACAXapHIOB cepoTurios 1, 3, 6B, 19A u 19F.

[00106] B  HexkoTOpBIX  BapHaHTAaX  OCYWICCTBICHUA  H300pETCHUA  BaKUMHA WM 21-BaseHTHAA
TIPOTUBOITHEBMOKOKKOBASA KOHBIOTUPOBAHHAS KOMITO3HUIUA CO CMEIIAHHBIM HOCUTEIEM MOXKET IIPEACTABIATL COOO0M
ogHy mo3y 0,5 MII, IPUTOTOBICHHYIO B BUJE IIPEIapara, KOTOPBIA COACPSKUT OT OKOJO 2 MKT A0 OKONO 2,5 MKT
KANCYJIbHBIX Toucaxapuaos cepoturioB 1, 5, 6A, 7F, 8, 9N, 10A, 11A, 12F, 14, 15B, 18C, 22F, 23F u 33F, u ot
OKOJIO 4 MKT IO OKOJIO 5 MKT KaTCYJIbHBIX ITOMCAXapuAOB CEpOTHIIOB 3, 4, 6B, 9V, 19A u 19F.

[00107] B  HekOTOpBIX  BapHaHTAaX  OCYIICCTBICHUA  W300peTeHHA  BaKUWHA  Wid  21-BaleHTHAA
ITPOTHBOITHEBMOKOKKOBAS KOHBFOTHPOBAHHASA KOMITO3UIMA CO CMEIIAHHBIM HOCUTEIEM MOJKET IPEACTABIATh COOOH
omHy A03y 0,5 M, OPUTOTOBICHHYK B BHAC IPENApara, KOTOPBIA COACPKUT OT OKOJO 2 OO0 OKOJO 2,5 MKT
KAINCYJIBHBIX MOUCAXapuaOB cepoTumos 1, 4, 5, 6A, 7F, 8, 9V, ON, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, 1 0T 0K0JI0 4 MKT 10 OKOJIO 5 MKT KaNCYIbHBIX NOIUCAXaPUIOB CEPOTUTIOB 3 U 6B.

[00108] B  HexkoTOpeIX  BapuUaHTAaX  OCYWIECTBICHUA  H300peTeHHA  BaKUWHA  Wid  21-BaleHTHAs
TIPOTHBOITHEBMOKOKKOBAsA KOHBIOTUPOBAHHAS KOMITO3UIUA CO CMEIIAHHBIM HOCUTEIEM MOXKET IIPeICTaBIATh COOO0M
omHy 03y 0,5 MJI, NPUTOTOBJICHHYX0 B BUAE INpenapara, KOTOPBIA COASPIKUT OT OKOJO 2 O OKOJO 2,5 MKT
KaINCyIbHBIX TOHCAaXapuaoB cepoTumios 1, 4, 5, 6A, 7F, 8, 9V, 9N, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, 1 0T 0K0JIO 4 MKT O OKOJIO 5 MKT KAIICYIbHBIX ITOMCAXapUI0B CEpOTUIIa 6B, U 0T 0K0II0 8 MKT JO OKOJTO
9 MKr KANCyNBHBIX NOMHCAXAPHAOB CepoTHNa 3, W 0ojee NPEANOYTHTENPHO OKOMO 8,8 MKI KaINCyIbBHOTO

TOAUCaXapuaa ceporuna 3.
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[00109] B HexoTOpBIX BapUAHTAX OCYMIECTBICHUA H300pETCHUSA 21-BalcHTHAd INPOTHBOIHEBMOKOKKOBASL
KOHBIOTUPOBAHHAA KOMIIO3HIUA CO CMEIIAHHBIM HOCHUTEIEM WM COACPKAINAS €€ BAKUUHA JONOIHUTEIBHO
COJCPKUT B KQUECTBE BCIIOMOTATEIbHBIX BEMECTB Oy(ep U3 XJI0pUAa HATPUS U CYKIIMHATA HATPUAL.

[00110] B HekoTOphIX BapHaHTaX OCYINECTBICHHA MH300peTeHUA 21-BalCHTHYI0 IIPOTHBOITHEBMOKOKKOBYIO
KOHBHOTHPOBAHHYI0 KOMIIO3HIIUIO CO CMCIIAHHBIM HOCUTCJICM MOTYT TOTOBUTH B BHAC )I(I/IZ[KOfI HeKapCTBeHHOﬁ
(OpMBEL, B KOTOPOH Ka)KAbIii W3 IMHEBMOKOKKOBBIX KAICYNBHBIX IIONHCAXapuaoB cepotumoB 1, 5, 15B u 22F
KouprorupoBansl ¢ TT, a KancyIsHBIC TOMHCAXapUasl OT CEpOTHIIOB 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14,
18C, 19A, 19F, 23F u 33F xonstorupoBansl ¢ CRMi97 (21-BanenTHAM). Kaxkayio 103y 0,5 M1 MOKHO TOTOBUTD B BUAC
SKUOKOM NEKApCTBEHHOH GopMBI, coaepKameil: Okodo 2,2 MKT KaKAOTO KANCYIBHOTO IOMMCAXapuaa, 3a
uckmoveHueM Ceporun 6B B komuuecTse 0k0J0 4,4 MKT; OT OKOJO 2 MKT A0 0K0JIo 25 MKr Oemka-Hocutens TT
(tonbko qia cepotunos 1, 5, 15B u 22F) u ot okono 40 Mxr 10 okomo 75 Mxr Oenka-Hocute i CRMio7; okoNo ot
0,125 mr g0 0,250 Mr agprOBaHTa 3AEMEHTAPHOTO amoMuHUA (0koJTo 0T 0,5 1o 1,2 Mr ¢ocdara amomunms); u Oy pep
W3 XJIOpUIA HATPHUA U CYKIWHATA HATPHUA, B KAYECTBE BCIIOMOTATEIbHBIX BEINECTB.

[00111] B HekoTOphIX BapWaHTAaX OCYINECTBICHHA W300peTeHHA 21-BaJCHTHYIO IPOTHBOITHEBMOKOKKOBYIO
KOHBIOTHPOBAHHYK) KOMIIO3UIUI0 CO CMEIIAHHBIM HOCHUTENIEM MOTYT TOTOBUTH B BUAC >KUAKONH JCKAPCTBCHHOM
(dopMBL, B KOTOPOH KAa’KIblii M3 NMHEBMOKOKKOBBIX KANCYJIBHBIX IONHCAXapuaoB cepotumoB 3, 5, 15B u 22F
KOHBIOrHpoBansl ¢ TT, a KancyapHBIE OMUCaXapuasl OT cepotunos 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14,
18C, 19A, 19F, 23F u 33F xowsworupoBansl ¢ CRMiy7 (21-BaneHTHadt). B 0gHOM BapuaHTaX OCYIIECCTBICHUA
u300peTeHUS KOKIYI0 A03Y 0,5 M MOXKHO TOTOBUTH B BUAC KUIKOU JICKAPCTBEHHON (POPMBI, comeprkamieii: 0KoJIo
2,2 MKT KQKA0T0 KaICyIbHOTO IOIUcCaXapuaa, 3a uckmoycHueM Cepotumn 6B B koauuecTBe 0K0JI0 4,4 MKT; OT OKOJIO
2 MKT 10 0K010 25 Mir Oenxa-HocuTemt TT (Tompko o cepotumos 3, 5, 15B u 22F) u ot oxomo 40 MKT 0 OKOJIO
70 Mkr Oemka-Hocute 1 CRM,97; 0k0m0 0T 0K0.10 0,125 Mr 10 0k010 0,250 MT agBI0BaHTA JICMEHTAPHOTO ATFOMIUHUA
(oxomo ot 0,5 g0 1,2 Mr (ocara amomuHug); U Oy(pep U3 XJIOPHAA HATPHUA U CYKIMHATA HATPUA, B KAUCCTBE
BCITOMOTATE/IbHBIX BEHICCTB. B OZHOM BAPMAHTE OCYIICCTBICHUA M300pPETCHUA KAXKAyr T03y 0,5 MI MOXKHO
TOTOBHUTH B BAJIE *KUAKOH ICKAPCTBCHHOU (POPMBL, coaep kamieii; 0KoJI10 2,2 MKT KasKIOTO KANICYILHOTO ITOTACaXapuaa,
3a UCKTIOYCHUEM J0 IECTU KANCYIbHBIX CEPOTUIIOB, BRIOPAHHBIX U3 TPYIIIBL, COCTOAIEH u3 cepotumos 1, 3, 4, 5, 6B,
9V, 19A u 19F B xomudecTBe OKOJIO 4,4 MKT, OT OKOJO 2 MKT A0 OK0JO 25 MKr Oemka-Hocutens TT (TOMbKO At
cepotumnos 3, 5, 15B u 22F) u ot okono 40 Mxr 10 okono 70 Mxr 6enka-Hocutemss CRM)g7; o okomo 0,125 mr go
0k0J10 0,250 Mr agpIOBaHTA 3JICMEHTAPHOTO ATIOMUHUA (0T 0K0J10 0,5 10 0k010 1,2 Mr ocdara amromunms); U Oyhep
W3 XJOpHJA HATpUSA W CYKIMHATA HATPUA, B KA4YCCTBE BCIIOMOTATEIBHBIX BEIIECCTB. DB OJHOM BapHaHTE
OCYIIECTBIICHUA M300PETCHUA JO IIECTH KAICYJIbHBIX MONUCAXapHIOB B KOMUYECTBE OKOIO 4,4 MKT BHIOpaHBI U3
TPYIIBL, cocTosmed w3 ceporumos 1, 3, 4, 6B, 9V, 19A u 19F. B eme npyroM BapHaHTE OCYINCCTBICHUS
U300peTeHUS KOKIYI0 A03Y 0,5 M MOXKHO TOTOBUTH B BUAC KUIKON JICKAPCTBEHHON (POPMBI, comepskalmieii: 0KOJIo
2,2 MKT KQ3KI0T0 KAINICYJTBHOTO MOTMCAXapuaa, 3a UCKIIUYEeHUEM cepotunos 1, 3, 6B, 19A u 19F B komu4ecTBe 0KOJI0
4,4 MXT; OT OKOJIO 2 MKT A0 0K0J10 25 MKr 6enmka-Hocutems TT (Tompko aad cepotunos 3, 5, 15B u 22F) u ot 0xoj10
40 Mxr 10 0x0710 70 MKT O6emka-Hocuteas CRMio7; ot okoo 0,125 Mr 10 okoo 0,250 Mr aapr0BaHTa 3ICMEHTAPHOTO
amomuHuA (ot okono 0,5 1o okoo 1,2 Mr docdara amoMunmg); ¥ Oydep U3 XJI0pHAa HATPHUA U CYKUHHATA HATPHA,
B KQ4ECTBE BCIIOMOTATEIbHBIX BEIIECTB.

[00112] B HekoTOphIX BapWaHTAaX OCYINECTBICHHA W300peTeHUA 21-BaJCHTHYIO IPOTHBOITHEBMOKOKKOBYIO
KOHBHOTUPOBAHHYK) KOMIIO3UIUIO CO CMEIIAHHBIM HOCHUTEIEM MOTYT TOTOBUTH B BUAC >KUAKON JICKAPCTBCHHOM
(GopMBL, B KOTOPOH KasKIblii U3 NMHEBMOKOKKOBBIX KANCYNBHBIX HONHcaxapuaoB cepotumoB 1, 3, 15B u 22F

KOHBIOrHpoBansl ¢ TT, a KarcyIpHBIE OMUCAaXapusl OT cepotunios 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14,
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18C, 19A, 19F, 23F u 33F xonsworupoBansl ¢ CRMiy; (21-BaneHTHadt). B 0gHOM BapuaHTaX OCYIIECCTBICHUA
U300peTCHUS KOKIYI0 J03Y 0,5 MJI MOXKHO FOTOBUTH B BUAC KUIKOU JICKAPCTBEHHON (POpMBI, comeprkalieii: OKOJTo
2,2 MKT KQKI0T0 KalCyIbHOTO IOIUcaxapuaa, 3a uckimodeHueM Cepotumn 6B B koauuecTBe 0K0M0 4,4 MKT; OT OKOJIO
2 MKT 10 0K010 25 Mir Oenxa-HocuTemt TT (Tompko o ceporumnos 1, 3, 15B u 22F) u ot oxomo 40 MKT 0 OKOJIO
75 mkr 6emka-Hocure a1 CRMjo7; 0kommo ot 0ko0j10 0,125 mMr 10 okomo 0,250 Mr axbl0BaHTA JICMEHTAPHOTO ATFOMUHUA
(oxomo ot 0,5 mo 1,2 mr dochara amomurns);, u Oydep U3 XIOpUIA HATPUA W CYKUWHATA HATPHUA, B KAauecTBe
BCIIOMOTATENbHBIX BEIIECTB.

[00113] B HexoTOPHIX BapHaHTAX OCY MIECTBICHIA U300 PETCHU JKUAKOM JeKapCTBEeHHOH (hopMOli MOSKHO HATIOTHATD
IIIPULEBI C OTHOKPATHOH 10301 Oe3 KoHcepBaHTa. [10cie BCTPAXUBAHUSA XKUAKAA ICKAPCTBEHHAA (JOpMa CTAHOBUTCA
BAKUUHON, KOTOpAs ABIACTCA TOMOTCHHOI Oemoif CycnieH3uel, TOTOBOM /1A BHYTPUMBIIICUHOTO BBCACHUA.

[00114] 21-BancHTHYX IPOTUBOMHEBMOKOKKOBYX) KOHBIOTHPOBAHHYIO KOMIIOZHUIUIO CO CMECIIAHHBIM HOCHTEICM
MO’KHO BBOAUTH B BUAC OJHOKPATHON MHBEKIMHU WM KAaK YacTh cepuu uMMyHu3auuii. Hampumep, 21-BaJeHTHYIO
TPOTUBOITHEBMOKOKKOBYI0 KOHBIOTHPOBAHHYIO KOMIIO3HUIHIO CO CMEITAHHBIM HOCUTEIEM MOKHO BBOIUTH 2, 3, 4 um
Oomee pa3 B COOTBETCTBYIOIIHM 0Opa3oM pacIpeAe/ICHHBIC MHTEPBAILL, Takde Kak 1, 2, 3, 4, 5 wim 6 MecsaIHbIe
WHTECPBANB], WIH WX KOMOWHAIMIO. B HEKOTOPBEIX BAPHAHTAX OCYIMCCTBICHHA H300peTeHUA 21-BaJCHTHYIO
TIPOTHBOITHEBMOKOKKOBYH) KOHBIOTHPOBAHHYH) KOMITO3ZHITHIO CO CMEIIAHHBIM HOCUTEIEM BBOIAT PEOCHKY 4 pasa B
TIpeaenax nepBhIX 15 MecAueB mocie posKACHUA, BKIIOYAA, HAIPUMED, B BO3pacTe OKoJo 2, 3, 4 u 12-15 mecAues; B
BO3pacTe okoo 3, 4, 5 u 12-15 Mecsaues; W B BO3pacTe 0kojao 2, 4, 6 u 12-15 Mecsues. ITy NEPBYIO T03Y MOKHO
BBOJUTHL YK€ B BO3pacTe 6 Hemenb. B ApyroM BapuHaHTe OCYIIECTBICHUA W300peTeHUs 21-BalneHTHYIO
TIPOTHBOITHEBMOKOKKOBYH) KOHBIOTHPOBAHHYI0 KOMITIO3ZHITHIO CO CMEIIAHHBIM HOCUTEIEM BBOIAT peOEHKY 3 pasa B
Tpeaenax NepBaIX 15 MecAnes nocie posKACHN, BKIIOYAL, HATIpUMeEp, okono 2, 4 u 11-12 mecsaues.

[00115] TTomuBaneHTHAA MPOTUBOITHEBMOKOKKOBAS KOHBIOTUPOBAHHAS KOMIIO3HIUSA CO CMEIHAHHBIM HOCHUTEICM
TAaKKEC MOXKCT BKIIOUATH B ceOf ommH mwmi Oomee OenkoB w3 Streptococcus pneumoniae. Hampumvep Oemxn
Streptococcus pneumoniae, TOAXOAAMIE NI BKIKOUCHUS, OXBATHIBAIOT YCTAHOBICHHBIE B MEXKIYHAPOJHON 3a1BKE
Ha mateHT W002/083855, a Taxske onmuCcaHHbIE B MEXKIYHAPOJHOU 3aiBke Ha mateHT W(002/053761.

[00116] 21-BanCHTHYX IPOTUBOIMHEBMOKOKKOBYX) KOHBIOTHMPOBAHHVI0 KOMIIOZHUIUIO CO CMEIIAHHBIM HOCHTEICM
MOYKHO BBOAUTH CYOBEKTY ITOCPEACTBOM OJHOTO WM Oojee MyTel BBEACHUS, H3BECTHBIX CPEAHEMY CIECIUAICTY B
JTaHHOH 00JACTH, TAKOTO KaK MAPCHTCPATbHBIN, TPAHCACPMATLHBIA WM TPAHCMYKO3AIbHBIH, WHTPAHA3ATbHBIM,
BHYTPUMBIIICYHBIH, BHYTPUOPIOMMHHBIN, BHYTPUKOKHBIA, BHYTPHBEHHBIH WM IOMXKOXKHBIA ITyTh, M MOKET OBITH
COOTBETCTBCHHO IIPUTOTOBNICHA B BUAE Npemapara. 21-BaJCHTHYIO IMPOTHBOIHEBMOKOKKOBYK) KOHBIOTMPOBAHHYIO
KOMITO3HIIHIO CO CMEIIAHHBIM HOCUTEIEM MOKHO TOTOBUTb B BHJE ITpenapara, KOTOPBIH JOKEH ObITh COBMECTHMBIM
C TIPEAIIOIATACMBIM IIyTEM BBCACHUS.

[00117] B HEKOTOPHIX BAPHAHTAX OCYIIECTBICHUA H300pPETCHUA 21-BAJCHTHYX IPOTHBOIHEBMOKOKKOBYIO
KOHBIOTUPOBAHHYI) KOMIIO3UIMIO CO CMEUIAHHBIM HOCUTEIEM MOXKHO BBOJUTH B BUAE KUAKOH JIEKAPCTBEHHOU
(OpMBI ITyTEM BHYTPUMBIMEYHON, BHYTPHOPIOIMMHHOHN, MOAKOMXKHON, BHYTPUBEHHOH, BHYTpHAPTCPUAILHONW WU
TpaHCACPMATBLHOU UHBEKIUH, W peCnupaTopHO-MYKO3AIbHON UHBEKIUECH. 2 1-BaIEHTHYIO
MPOTUBOMHCBMOKOKKOBYH) KOHBIOTUPOBAHHYH) KOMITO3UIUIO CO CMCITAHHBIM HOCUTCJIEM MOXKHO T'OTOBUTH B )KI/I,Z[KOfI
(opme mH MHOGUIM3HPOBAHHONW (hopMe. B HEKOTOPBIX BAPHAHTAX OCYIIECCTBICHHSA M300PCTCHUA HHBCKIHOHHBIC
KOMITO3UIAH TOTOBAT B OOBMHBEIX (popmax, mu00 B BHAC KHIKAX PACTBOPOB WM CYCICH3WH, TBEPOBIX (hopm,
TMOAXOMAIIMX AT MOYYSHUA PaCTBOPA WM CYCIICH3UHU B KUIKOCTH, IEPEA HHbEKIHUEH, M0 B BUIE dMynbcuil. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHUA H300PETCHUA PACTBOPHI U CYCIICH3UU AT HHBEKIUHA TOTOBAT U3 CTEPUIBHBIX

MOPOIIKOB WM TpaHyl. OOmmie peKOMCHAAUMU IO IIPHTOTOBICHHMIO JICKAPCTBCHHOW (hOPMBI H IIPOU3BOACTBY
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(bapMaLEeBTUYECKUX CPEACTB /I BBCACHUA STUMH ITyTAMU MOKHO HAUTH, HApuMep, B Remington’s Pharmaceutical
Sciences, 19" ed., Mack Publishing Co., Easton, PA, 1995; BKTIOYCHHOI B JAHHBINA JOKYMEHT IIOCPEACTBOM CCHLIKM.
B Hacrosmee Bpems mepopanbHBI WM HA3adbHBIA COPEedl WM aepoO30JbHBIA NMYyTh (Hanpumep, UHTATALUCH)
Hauboee 4acTo HCHOIB3YIOTCA AL JOCTABKM TEPAIleBTHUECKUX areHTOB B JIETKHE U JBIXAaTEIbHYIO CUCTEMY. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUA H300peTeHNA 2 1 -BaTCHTHYIO IIPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYIO
KOMITO3HIAK) CO CMEIIAHHBIM HOCHTENEM BBOJAT, HCHONB3YA YCTPOHCTBO, KOTOPOE AOCTABIAET OTMEPCHHYIO
JO3MPOBKY KOMIO3uumu. [lomxogdmue yCTpOHCTBA ANA TNPHMEHEHHA IIPH JOCTABKE BHYTPHUKOKHBIX
(hapMaleBTHUECKUX KOMIO3HIMI, OIHCAHHBIX B JAHHOM JOKYMEHTE BKIFOUAIOT YCTPOHCTBA C KOPOTKUMMU UITIAMH,
Takue Kak omucaHuble B mateHTe CIIIA No 4,886,499, matente CILA Neo 5,190,521, marente CILA Ne 5,328,483,
nateHte CIIA Ne 5,527 288, marente CLUA Ne 4,270,537, marente CLLIA Ne 5,015,235, marente CLIA Ne 5,141,496,
mateHTe CIHOA Ne 5417,662 (Bce U3 KOTOPBIX BKIMIOYCHBI B JAHHBIH JOKYMEHT IIOCPEICTBOM CCBLIKH).
BHyTpUKO)KHBIE KOMIIO3HIUH TAICKe MOKHO BBOJUTH YCTPOWCTBAMH, KOTOpBIE OTPAHHYMBAIOT 3(MQPEKTUBHOE
TIPOHUKHOBEHUE JJIMHBI HITIB B KOKY, Harmpumep omucaHHble B WO01999/34850, BrmOYeHHOH B JAHHBIA JOKYMEHT
MyTEM CCBUTKH, UX ()YHKIHOHATHHBIMU 3KBHBAJCHTAMH. [IpHTOIHEI TAKKE YCTPOUWCTBA AIA CTPYWHOW HHBCKIUH,
KOTOpPBIE JOCTABIAIOT JKUAKHE BAKIMHBI B KOXKY IOCPEACTBOM CTPYHHOTO J>KHAKOCTHOTO HHMKEKTOPA WM
TIOCPEACTBOM UTJIbL, KOTOPAs MPOKATBIBACT POTOBOM CIOM KOXKU U CO3AACT CTPYIO, JOCTUTAXOINYIO KOKH. Y CTPOCTBA
JUTA CTPYWHOUM WHBEKLIMH OMUCAHBL, HampuMep, B nareHTe CIIIA Ne 5,480,381, marente CILIA Ne 5,599,302, nateHTe
CIIIA Ne 5,334,144, marente CIIA Ne 5,993,412, marente CLIA Ne 5,649,912, matente CILIA Ne 5,569,189, matenre
CIIIA Ne 5,704,911, marente CLIIA Ne 5,383,851, marente CLLIA Ne 5,893,397, matrente CLLIA Ne 5,466,220, mateHre
CIIIA Ne 5,339,163, mar. CIIHA Ne 5,312,335, mar. CLUA Ne 5,503,627, mat. CLLIA Ne 5,064,413, marente CIIIA Neo
5,520,639, matenre CILIA Ne 4,596,556, marente CLLIA Ne 4,790,824, matente CLLIA Ne 4,941,880, marente CLLIA
Ne 4,940,460, WO1997/37705 u WO1997/13537 (BCe M3 KOTOPBHIX BKIFOYCHBI B JAHHBIH JOKYMEHT IIOCPEACTBOM
ccelky). [IpurogHsl Takke OATTUCTHYCCKHC YCTPOWCTBA AOCTABKH IMOPOIIKA/YACTHI, B KOTOPHIX MPHUMCHACTCS
CKaThIf ra3 JI1 yCKOPEHU BAKIUHBI B IIOPOIIKOBOH (hopMe C LETbI0 MPOHHKHOBEHUA Yepe3 BHEITHUE CITOU KOKH B
smuaepMuc. KpoMe TOro, MO’KHO HCIOIB30BaTh OOBMMHBIC INMPHUIBI B KIACCHYECKOM crocobe Manrto (Mantoux)
BHYTPUKOKHOTO BBEICHHUS.

[00118] IIpemapaTsl Ay HApEeHTEPATLHOIO BBEJEHHS BKIIOYAIOT B Ce0f CTCPUIbHBIC BOJHBIC WIM HEBOJIHBIC
pPacTBOpPBL, CYCHCH3UH U OMyIbCHH. IIpuMepbl HEBOAHBIX PACTBOPUTEACH BKIOYAIOT MPONUICHITHKOIb,
TTOTMITHICHTTHKOIIb, TAKHE MACIIA, KAK OMBKOBOE MACJI0, U TAKNE HHBCKIMOHHBIC OPTaHMIECKUE CIIOMKHBIA 3pupsI,
Kak asrmronear. [IpuMmepsl Macina BKTIOYAIOT B ceOf MAca0 PACTUTENHPHOTO WM JKHBOTHOTO ITPOHCXOXKACHUA,
apaxucoBOE MAcIIo, COEBOE MAacIIo, OJIMBKOBOE MACIO, IIOACOIHEUHOE MAcCII0, MAc/Io U3 IEYEHU PhIO, CHHTETUYECKOE
MACTI0, TAKOE KAK CYI0BOE MACIIO, M MBI, IMOIYHYCHHBIC H3 MOJIOKA WM AUL. BOIHBI HOCHTENL BKIIOYAET BOIY,
CIIMPTOBO/BOAHBIA PAcTBOP, IMYJIbCHM WIM CYCIICH3HH, BKIKOUAA COJICBOH pacTBop U 3a0ydepennsie cpegpl. K
TIAPEHTEPATbHBIM HOCUTEIAM OTHOCATCS PACTBOP XJIOPHAA HATPUA, AEKCTPO3HBIN pacTBOop Punrepa, gexctposa u
XJIOPUA, HATPUA, NAKTaTHBII pacTBOp PuHrepa wmu Heneryuue Maciaa. K BHYTPUBCHHBIM HOCHUTEIIIM OTHOCATCS
pacTBOPHL A1 BOCIIONHEHUS >KHIKOCTH U TUTATEIbHBIX BEIIECTB, PACTBOPHI A BOCIHONHEHUA 3IEKTPOMTOB
(HampuMep Takue, KOTOPBIC OCHOBAHBI HA ACKCTPO3HOM pacTBope Punrepa) u T. m. MoOryT Taxke IPUCYTCTBOBATH
KOHCEPBAHTHI U OPYTHE A00ABKM, TAKHE KAK, HANMPUMEP, MPOTHBOMHUKPOOHBIC, AHTHOKCHAAHTHI, XENATHPYIOIIHE
AreHTHl 0 MHEPTHBIC TA3bl U T. II.

[00119] 21-BancHTHYX NMPOTHBOIMHEBMOKOKKOBYH) KOHBIOTHPOBAHHYK) KOMIIOZHIIMIO CO CMCIIAHHBIM HOCHTENEM
MOYKHO TOTOBHUTBH B (hopMe (hIakOHA C CAUHWYHOHN T030M, (pjakoHA C MHOTOKPATHOH MO30H MW MpPEIBapUTCILHO

HATIOJHECHHOTO mpuna. GapManeBTHIeCKd IPUEMICMBbI HOCUTEIb AL SKUAKON NeKapCTBEHHOH (HOpMBI BKIIIOYAET
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BOJHBIA MM HEBOJHBIM pACTBOPUTENb, CYCHCH3UIO, OMYIBCHUK) WIM Macio. KoMmo3uuusa MOKET ObITh
U30TOHUYECKOM, TUIIEPTOHUYECKON WM TUIIOTOHUYECKOMW. OHAKO >KeIAaTeAbHO, YTOOBI KOMITO3UIMA XIA UH(Y3UU
WU UHBECKUUHU ObLIA B OCHOBHOM M30TOHUYECKOH. [TOCKOBKY H30TOHUYHOCTh WJTH TUIICPTOHUYHOCT MOKET JABATh
OPCUMYIICCTBO IA XPAHCHUA KOMITO3UIUU. Ecmu KOMITO3UIIUA ABJLICTCA rHHCpTOHPI'-ICCKOfI, TO €€ MOXHO
pa3baBmATe Tepex BBEACHHEM. PeryaupyrOIuid TOHHYHOCT AareHT MOKET OBITb HOHHBIM PETYIHPYIOIIHM
TOHMYHOCTb aI€HTOM, TAKUM KAaK COJIb, HJIX HEHOHHBIM PETYIHPYIOIUM TOHUYHOCTh aTCHTOM, TAKUM KaK YTJICBOA.
Perymupyromuii TOHMYHOCTE areHT BKIIOYACT, HO HE OTPAHHYMBACTCA HUMH, XJOPUA HATPUA, XJIOPUA KAIbLUA,
XJIOpUI KATUA U XJOPUJ MarHua. HeHOHHBIA peryMpyromuil TOHWYHOCTh ar¢HT BKIHOYACT, HO HE OTPAHUYUBACTCA
MU, COPOUT U rmuepuH. [IpeATIOYTUTETPHO BKIIOYEH IO MEHBIIEH Mepe B OAUH (hapMaLCBTHYCCKH IPUEMITEMBIH
Oydep. Hampumep, eciu KOMIO3UIUA MPEACTABIAACT CO00H MH(PY3UIO UM UHBEKUUIO, TO IPEAMOUTUTEIHHO OHA
JIOJDKHA TOTOBUTHCA B Oydepe ¢ OypepHoii emxoctrio mpu ot pH 4 g0 pH 10, Taxoi xak ot pH 5 o pH 9, wm ot pH
6 1o pH 8. Bydep moxeT 65ITh BBIOpaH 13 cooTBeTcTBYIOIMUX Papmaxonee CIIIA (USP). Hampumep, 6ydep moxxHO
BBIOMPATh W3 TPYIIIBL, COCTOAIIEH W3 OXHOOCHOBHOH KHCIOTBI, TAKOH Kak YKCYCHAsd KUCIOTA, OCH30iHAA KHUCIIOTA,
TIOKOHOBASA KACJOTA, TIMIIEPHHOBASA KACIOTA H MOJOYHAA KHUCIOTA; ABYXOCHOBHOM KHUCTOTHL, TAKOH Kak aKOHUTOBAS
KHCJIOTa, ATUMAHOBAA KHUCIO0TA, aCKOPOMHOBAS KHCIIOTA, YTOMbHAA KHCJIOTA, TIIyTAMHHOBAA KHCJIOTA, A0IOYHAS
KHCJOTA, SHTAPHAA KUCIOTA M BUHHAA KUCIIOTA, MHOTOOCHOBHOH KHCIIOTBHI, TAKOH KAK NMUMOHHAA KHCJIOTA U
(ochopHas KMCTOTA; M TAKOTO OCHOBAHUA KAK AMMMAK, JU3TAHOJAMUH, ITMUUH, TpusTaHogamuH u TPUC.

[00120] 21-BancHTHAA NPOTUBOIHEBMOKOKKOBAA KOHBIOTHPOBAHHAA KOMIIOZUIUA CO CMCIIAHHBIM HOCHTEICM
MOZKET COACPMKATD MOBEPXHOCTHO-AKTUBHBIN areHT. [IpuMepbl MOBEPXHOCTO-aKTUBHOT'O ar€HTA BKIFOYAIOT B ce0s, HO
HE OTPaHUYHBAIOTCS UMH, CIOKHBIA 3(HUp MOMMOKCHITHICHCOpOUTaHa (00BMHO Ha3biBacMblil Tween), B YaCTHOCTH
mocopdar 20 u moymicopodar 80; comommeps! (Takue kak DOWFAX) stunenokcuna (EO), mpomunenokcuma (PO),
OytuneHokcHaa (BO); OKTOKCHHONBI C Pa3IMYHBIMH IOBTOPAMH 3TOKCH(OKCH-1,2-3TAHIUHMIILHONH) TPYIIEL, B
YACTHOCTH OKTOKCHHOI-9 (Triton-100); stumperokcunomumsTokcusTanon (IGEPAL CA-630/NP-40); dochomumu,
TaKOW KaK NELUTHH, HOHUI(ECHOT ITOKCHIAT, Takol kak u3 cepun TERGITOL NP; maypwi, OETHIT, CTCAPHI, OICHIT
SKUPHBIX CIUPTONPOU3BOAHBIX 3(PUpoB mogmoxcumdThUneHa (cypdakrant Brij), B uyacTHOCTH MOHOIAypun 3¢upa
TpusTUeHrIMKo (Brij 30); copduranossliil a¢up, uzsectHsll kak SPAN, B yacTHOCTH TpHOJeaT copOuTaHa (Span
85) u MoHOJaypaT copOuTaHa.

[00121] Mo>kHO IPHUMEHATH CMECH NOBEPXHOCTHO-AKTHBHBIX areHToB, Takux kak Tween 80/Span 85. ITpurogxa
TaKKe KOMOMHAINA CIIOKHOTO d(prpa MOJHMOKCHITHICHCOpOUTAHA, TaKOro Kak Tween 80, 1 OKTOKCHHO/IA, TAKOTO KaK
Triton X-100. ITpernmymecTBoM 00magaeT komOuHanmsa Laureth 9 u Tween w/umi oKTOKCHHOMA. [IpeAOUTHTE THHO
BKTIOYCHHOE B COCTAB KOJMYCCTBO CIIOKHOTO 3(Hpa MOMHOKCHITHICHCOpPOUTAaHA (Takoi kak Tween 80) MoxkeT
coctaBaath 0T 0,01 % mo 1 % (mac./006.), ot 0,01 % mo 0,1 % (Mac./06.), ot 0,01 % g0 0,05 % (Mac./00.), WIH 0KOJIO
0,02 %; BKIIIOYCHHOE B COCTAB KOTMYCCTBO OKTHI(H)CHOKCHITOTHOKCHITAHOA WITH HOHWI(PEHOKCUITOTHOKCUATAHOIA
(taxoro xax Triton X-100) moxer coctaBmars oT 0,001% g0 0,1 % (Mac./06.), B uactHocTHd OT 0,005 % 1o 0,02 %; u
BKITIOYCHHOE B COCTAB KOTMYECCTBO MOJMOKCUITHICHOBOTO 3(pupa (Takoro kak Laureth 9) moxket coctasmars ot 0,1 %
10 20 % (mac./00.), Bo3moxkHO 0T 0,1 % g0 10 %, B yactHOCTH OT 0,1 % 10 1 % uma okono 0,5 %.

[00122] B HekoTOpBIX BapHaHTaX OCYINECTBICHHA W300peTeHHA 21-BalCHTHYI0 IIPOTHBOITHEBMOKOKKOBYIO
KOHBIOTHPOBAHHYI0 KOMIIO3UIMIO CO CMEUIAHHBIM HOCHTEIEM MOXKHO JOCTABIATH IIOCPEACTBOM CHCTEMBI C
KOHTPOJEM BBICBOOOXKOCHWA. Hampumep, masd BBeACHHS MOJKHO WCIHONB30BATH BHYTPUBEHHYIO HH(Y3MIO,
TpPaHIEPMATGHBIH TIACTHIPb, JUIOCOMY WM JOPYTHE CHOCOOBL. B OXHOM acmeKTe MOXKHO HPUMEHATH TaKde

MAaKPOMOJICKY JTbI, KAK MUKPOCHEPBI, A UMITTAHT.
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[00123] TIpeacraBneHHOE BBIE ONMUCAHUE B IIEIOM OIMCHIBACT HACTOAIIEE H300peTeHue. bonee moaHoe moHuMaHue
MOXKET OBITh IOIYYCHO IyTeM 00PAIIECHHA K CINEAYHOIUM KOHKPETHBIM IIpUMEpaM. DTU IIPUMEPHI ONTUCAHBI IIETUKOM

C U0 WITHOCTPAIMA U HC NPCAHASHAYCHBI AT OTPAHUYICHUA 00BpeMa JAHHOTO I/I306pCTCHI/I}IA

TIIPUMEPBI

[00124] ITpumep 1. [loayueHne KancyJIbHbIX MOJHCAXAPIIOB S. pneumoniae

[00125] KyneTuBupoBaHue S. preumoniae W OYUCTKY KANCYNBHBIX IIONMCAXapUIOB ITPOBOJWIH, KAK H3BECTHO
moOOMy CHELMANUCTY B JaHHOH oOmactu TexHuku. CepoTumsl S. preumoniae TOMydamm U3 AMEPHKAHCKOH
xoumekiuy TUoBbIX KynsTyp (ATCC) (cepotun 1: ATCC Ne 6301; ceporun 3: ATCC Ne 6303; ceporun 4: ATCC
Ne 6304; cepotun 5: ATCC Ne 6305; ceporun 6A: ATCC Ne 6306; ceporun 6B: ATCC Ne 6326; cepotun 7F: ATCC
Ne 10351; cepotum IN: ATCC Ne 6309; ceporun 9V: ATCC Ne 10368; ceporun 14: ATCC Ne 6314; cepotum 18C:
ATCC Ne 10356; ceporum 19A: ATCC Ne 10357; ceporun 19F: ATCC Ne 6319; ceporun 23F: ATCC Ne 6323).
Hcmoms30oBam BHYTpUIa0OpaTopHbIe IMTaMMBl Amd cepotunos 8, 10A, 11A, 12F, 15B, 22F u 33F, HO MOXKHO
NMPAMEHATh 000 o0mexocTymHbIi mTaMM. XapaKTePUCTUKH S. preumoniae ONPEOSIUIA MO KaNCylaM H
TIOABIKHOCTH, T'PAMITOJIOKUTENBPHOH OKpacke, KONMbEBUAHOH (hopMe IUILIOKOKKOB M aib(ha-reMoIu3y B cpenae
kpoBsHoro arapa. Ceporumsl wumeHTHuuupoBamd TectoM Quelling ¢ wmcmomb30BaHWMEM  CHCUH(HUYCCKAX
aHTUCHIBOPOTOK (mateHT CIITA Ne 5,847,112).

[00126] IToJrydeHne GaHKOB KJICTOK

[00127] C nmenbio pa3MHOKEHUS IITAMMOB U YAAICHUA KOMIIOHEHTOB KUBOTHOTO IIPOUCXOMKACHUSA ObLTH MOy YCHBI
HECKOJIbKO I'€HEpauuid IOCeBHBIX KyIbTyp (reHepauuu F1, F2 u F3). beum momyuyeHsl nBE AONOJHUTEIBLHBIC
TEHEpAllM{ IIOCEBHBIX KYIbTYp. [IepBYIO TONOIHWUTEIBHYI TCHEpAlMi0 KyIbTHBHpoBaqM u3 (makoHa F3, a
TOCIIEAYIOIYI0 TCHEPANMI0 KyIbTHBUPOBATH M3 (DIaKOHA NEPBOIl MOMONHUTETBLHOH reHeparun. ®nakoHBI ¢
TOCEBHBIMA KYJIBTYPAMH XPaHWIH 3aMOPOKEHHBIMHU (HIDKE -70 °C) ¢ CHHTCTHYECKMM TIJIHLEPHHOM B KAa4eCTBE
KPHOKOHCEpBaHTA. [ moyucHns OaHKa KJICTOK BCE KYIBTYPHI BEIPAIUBATIM B COCBOM cpeae. [lepex 3aMOpo3Koid
KJICTKH KOHICHTPUPOBATH IyTEM LECHTPH(PYTHPOBAHUA, VAATNCHUA HCTOIICHHONW CPEAbl, U OCAKACHHBIC KICTKH
PECYCTIEHAUPOBAM B CBEXKEH Ccpele, CoAepKamedl KPUOKOHCEPBAHT (TAKON KAK CUHTETUMECKUH TIULECPUH).

[00128] KyasTuUBHpOBaHUE U COOD

[00129] KyaeTypsl U3 padouero OaHKA KJICTOK WHOKYTUPOBATH B IIOCEBHBIC OYTHUTH, COOACPKAIINE COCBYIO Cpeay, U
KYTBTUBAPOBATA. [loce AOCTIDKCHHA LEACBOH ONTHYECKOW IUIOTHOCTH (TIOTIOINCHUSA), IOCEBHYH) OyTHLIb
HCTIOJIb30BAJH I HHOKYIIHH (epMeHTepa, COASPIKAINETO COEeBYI0 cpeay. Ky mpTHBHpOBaHME ITpeKpalnamy, KOoTaa
3HAYCHUE ONTHYECKOH INTOTHOCTH HAYMHAIO COXPAHATBHCA IMOCTOAHHBIM. ITocie MpeKkpameHns KyIbTHBHPOBAHUA
JOOABIATN JE30KCHXONAT HATpUA JIA u3u3a KieTok. OXIaKIJamu IOIyueHHOe coAepkumoe (epMmeHTepa, U
UHUIUUPOBATM OCAKACHUE OENKOB. 3aTeM CMECh UEHTPU(YTHPOBATH AMA YOAJICHUA OCAKACHHBIX OCIKOB U
KJIETOYHOTO Aedpuca.

[00130] OumcTka

[00131] PactBop, moayueHHBIH B pe3yiabTaTe LUeHTpU(YTrHpoBaHUA, (HHILTPOBATH uepe3 TIyOuHHBIH GuibTp It
ymaneHns OenKOB M KIETOYHOTO JeOpmca, KOTOpble HE OCemH TpHu UeHTpupyruposaHmd. OuibTpar
KOHICHTpUPOBaaH Ha MeMOpane a1t MM 100 k/la, 1 KOHUEHTpAT moAsepraaTd auapuastpauuu ¢ 10 odbemamu
Oydepa 25 MM docdata mHarpus (pH 7,2) s monyuenus odpasua. O6pasen GpunbTpoBay ot cOopa CyIIepHATAHTA,
U3 KOTOPOTO OCAKIATM U (PHIbTpoBaIy momcaxapuabl. OUIbTpaT KOHUEHTPUPOBAIM HAa MeMOpane a1 MM 30 x/la,
U KOHLEHTPAT MOABEPTramd AUA(GUIbTPALNN C UCTOMb30BAHUEM OKONO 10 00BEMOB TPIOKABI AUCTILTHPOBAHHON

BoAbl. Ilocrme BBHIMOMHEHHA AUAQUIBTpAMU OCTABIIMUCA pacTBOp GuibTpoBam 4depe3 ¢uasTp Ha 0,2 MKM.
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VicnbiTanue M0 KOHTPOITIO B IIPOLIECCE ITPOU3BOACTBA BBHIOIHAIN HA (DUIbTpaTe (BHEIIHUI BU, OCTATOUHBIC OCIIKY,
OCTATOYHBIC HYKJICUHOBBIE KHCIOTHL, 3HAOTOKCHHBI, 3HAYCHUSI MOJCKYILIPHBIX MAacC H 00Iee KOMMYECTBO
moucaxapuaoB). KoHueHTpaT cTepuibHO GumsTpoBany u xpanumu mpu -20 °C.

[00132] IIpumep 2. ITosryeHNe KOHBIOTATA KANCYJILHOIO IOJCAXAPUAA S. preumoniae 1 6e/IKa-HOCHTEIS
[00133] ITomucaxapuabsl pa3MUYHBIX CEPOTHIIOB AKTUBHPOBAIH, CICAysS Pa3IMYHbIMU IIYTAMH, H 3aTEM
xoHbIOTHpOBATH Oemox-HocuTenb CRMyo7; mwmm TT. KoHKpeTHO, KOHBIOTATHI HMOIYyYAIH IyTeM KOHBIOTHPOBAHUS
KQKI0T0 U3 KACYILHOTO MOTHCaXapuaa BceX cepoTuioB, kpoMme 15B u 22F, ¢ CRMiy7 B TyTeM KOHBIOTHPOBAHUSA
KQKAOT0 U3 KANCYNbHBIX MOIUCAXapuAOB cepoTunos 1, 3, 5, 15B u 22F ¢ TT. B 3aBUCUMOCTH OT pa3Mepa HATUBHOTO
CEPOTHUIA MPOLECC AKTUBALMY MOXKET BKIIIOYATh B C€0 CHIDKEHHUE Pa3MEpa KAKIOTO KANICY TBHOTO IMTOTUCAXapuaa 10
LENeBOH MOIEKYIAPHOM MAcChl, XMMHYECKYH) AKTUBALMIO U 3aMEHY Oydepa MOCPeACTBOM YIbTPa(UIbTPALUU.
KoHBIOraThI OUHINATH C UCTIONB30BAHUEM YIBTPA(GUIBTPALMH U, B KOHEYHOM UTOTe, (PUIbTpoBamy uepes ¢puistp 0,2
MKM. [TapameTpsl mporecca, Takue kak pH, Temmeparypa, KOHIEHTPaUUsI U JIUTESIbHOCTh ObLTH CIICTYIOIUMH.
[00134] (1) IIpouecc axTuBaLUU

[00135] Cragua 1. [uapomms

[00136] BoccTaHOBUTEIHHOC AMUHUPOBAHNE — W3BECTHBIA METOA AT KOHBIOTHPOBAHUA MOJUMEPOB, B KOTOPBIX
Mexkny rpymmoit (-NH,) mepemunoro ammHa Oeika W ampICTHAOM caxapuna (opMHPYETCA aMUAHASA CBI3b.
AnbACTHIHBIC TPYIILI JOOABIIIOT K MHEBMOKOKKOBOMY KAIICYTbHOMY IOIUCAXapHAY AIA CO3NAHUS YCIOBUH I
KOHBIOTAIUH C OETKOM-HOCUTENEM. BUNUHATBHYH AMOIBHYIO CTPYKTYPY MOHOCAXapuaa MOKHO OKHUCILATBh
niepitomatroM Hatpus (NalO4) ¢ nenbo 00pa3oBaHUA adbACTUAHBIX TPyl KarcyibHbIe momucaxapuas! OT CEPOTUTIOB
1, 3,4, 6A, 8, 11A, 12F, 14, 15B, 18C, 22F u 33F o0pa0aTsBaiu ClieAyIOIIUM 00Pa3oM.

[00137] B cmydae cepormma 1 K pacTBOpY KaIICYJNBHOTO IIOJMCAXapuaa JOOABISIH THIPOKCHA HATPUA (IpH
KOHCYHOU KoHIEeHTpauuu ocHoBanug 0,05 M), u wakyOupoBamm pactBop mpu 50+2 °C. 3ateM pacTBOp OXNAXKIATH
JI0 TEMIICPATyPhl B Hama3zoHe oT 0koJio 21 °C go okono 25 °C, 1 k HeMy J00aBIATIH XTOPHCTOBOJOPOTHYIO KHCITOTY
J10 KoHeuHOTo 3HavyeHud pH 6,0+0,1, TeM caMbIM OCTAHABIMBAA THAPOTH3.

[00138] B cmyuae ceporumoB 3, 8, 1lA u 15B k pacTBOpY KANCYJIBHOTO NOTHCAXapuaa J00aBIAIH
XJIOPUCTOBOJOPOAHYIO KUCIOTY (IIPU KOHEYHOH KOHUEHTpauuu kuciaoTsl 0,01 M), u HHKyOUpOBAaIM pacTBOP MpU
60+2 °C. 3aTeM pacTBOP OXIXKTAIU JO TEMIIEPaTyphl B guama3oHe oT okoio 21 °C mo okono 25 °C, u k HeMy
nob6asmsmu 0,1 M docar Harpusa no konewHoro 3HaueHus pH 6,0+0,1, TeM caMbIM OCTAHABIUBAS THAPOTH3.
[00139] B cioy4ae ceporuma 4 K pacTBOPY KalCyIbHOTO IOaHCaxXapuaa JoOaBIIUH XJIOPHCTOBOIOPOAHYIO KHCIOTY
(Tpu KOHEYHOU KOHIEHTpauuu Kucaots! 0,1 M), n makyOupoBaau pacTBop mpH 45+2 °C. 3aTeM pacTBOP OXJIAKIATH
JI0 TEeMIIEpPaTypsl B Auama3oHe oT okojio 21 °C mo okono 25 °C, m k Hemy modasaama 1 M ¢ocdar Hatpus mo
KOHeuHOro 3HaueHud pH 6,0+0,1, Tem caMbIM OCTAHABIUBAA TUAPOIM3.

[00140] B cayuae cepotuma 6A K pacTBOPY KaICYJIbHOTO MOAMCAXAPUIA JOOABIATN ACAAHYIO YKCYCHYIO KUCIOTY
(pu KOHEUHOU KOHUEHTpauuu KuciaoTsl 0,1 M), u uakyOupoBaau pactBop mpu 60+2 °C. 3aTeM pacTBOP OXJIAXKIATU
JI0 TeMIeparypsl B auanas3oHe ot oxoio 21 °C mo oxono 25 °C, u x Hemy go0asmum 1 M ruapokcua HATpus 10
KkoHeuHoro 3HaueHus pH 6,0+0,1, Tem caMbIM OCTaHABAUBAA THIPOJII3.

[00141] B cmyuae ceporuma 12F k pacTBOpPY KAmCyIBHOTO IMONHCAXapuaa AOOABIUIH XIIOPHUCTOBOAOPOTHYIO
KHUCTOTY (IIpH KOHEYHOW KOHUEeHTpauud kuciaoTs! 0,01 M), u uakyOupoBamm pacteop mpu 7042 °C. 3areM pacTBop
OXJTAKIATH J0 TEMIEpaTyphl B Auama3oHe oT okoimo 21 °C go oxomo 25 °C, u x Hemy godasmama 0,1 M docdar
HATpHA 10 KOHEeHHOTO 3Ha4YeHud pH 6,0+0, 1, TeM caMbIM OCTAHABINBASL THAPOIH3.

[00142] B cayuae ceporumnoB 14 u 18C k pacTBOPY KAmCyIBHOTO MONUCAXapuAaa J0OABIATM JICATHYIO YKCYCHYIO

KHCTOTY (A0 KOHEYHOH KoHUeHTpauuu kuciaoTsl 0,2 M), u unkyOuposamu pacteop npu 94+2 °C. 3ateM pacTBop
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OXNAKAATH 0 TEMIIEPATYPHI B JUanas0He 0T 0koyo 21 °C g0 oxono 25 °C, u x HeMy nobasmumu 1 M docdar Hatpus
TakuM 00pa3zoM, uToObI KOHEUHOe 3HaYeHue pH pacTBopa coctaBiwio 6,0+0,1, TeM caMbIM OCTAaHABIMBASA TUIPOITH3.
[00143] B ciyuae cepotumnos 22F u 33F x pacTBOpY KaICyIbHOTO IOTHCAXapUAA 00BN XJIOPUCTOBOAOPOTHYIO
KHUCTOTY (IIpH KOHEYHOU KOHIEeHTpauud kucinoTsl 0,01 M), u uakyOupoBamm pacteop mpu 6042 °C. 3areM pacTBop
OXJTAKIATH OO0 TEMIEparypsl B guama3oHe oT okoio 21 °C mo oxomo 25 °C, u x Hemy godasmama 0,1 M dochar
HaTpusi 10 KoHeuHoro 3HaueHus pH 6,0+0, 1, TeM caMbIM OCTaHABIUBAA THIPOJIU3.

[00144] Kaskmplif 03 MOTyYCHHBIX KANICYTGHBIX TOJTHCAXapAA0B pa30aBsIn B Boae o uabekuuit (WFI), mobasmima
anerar HaTpuA U hocdar HATPUA A0 KOHEUHON KOHUEHTpauuu okoJo 1,0 Mr/mi u oxomno 2,0 Mr/mi.

[00145] Cragus 2. Peaxuusd ¢ nepiionatom

[00146] Ompeaenamu MOIAPHBIA SKBUBAICHT IepiiomaTa HATpUsS AMA AKTUBAIMH KAXKIOTO ITHEBMOKOKKOBOTO
caxapua Ha OCHOBE MOJIIPHOI MacChl MOBTOPSIOMETocs 3BeHA. [ IpU TIIATENBHOM ITepeMEIUBAHUY JABATY PEAKIIUH
OKHCIEHHA BO3MOXKHOCTb ITPOTEKATh B TeueHue oT 16 mo 20 uacos mpu temmepatype oT 21 °C go 25 °C g Beex
ceporunos, 3a uckmoueHueM 1, 7F u 19F, mma kotopeix temmeparypa cocraBmtia 10 °C u mensme. [ns
TOAAEPKAHUA MTOCTOSHHOTO U CTAOMIIBHOTO ITPOAYLMPOBAHUA KOHBIOTATOB B IPOLECCE KOHBIOTALMH A KAsKIOr0o
CEPOTHUIIA YCTAHOBIICH EC/ICBOM TUANAa30H YPOBHEH cTenieHu okucieHus (Do). [IpeamoutuTenbHO LeaeBoil Juanazon
U ypoBHEH Do A1 KaKI0TO CepoTHITa TOKasaH B Tadmue 1 u tadmmme 2.

Tabmiua 1. luanmazon Do a1s Bcex CepOTHIIOB, KOTOPBIE HEOOX0AUMO KOHBHOTUPOBATE ¢ CRM 97

Cepotun Juanazon Do Ceporum Juanazon Do
Cepotum 1 ot 4 1o 10 Cepotun 10A ot 1 mo 12
Cepotun 3 or2m08 Cepotun 11A or 1l mo 15
Ceporum 4 or 1l 1o 5 Ceporun 12F orl 109
Cepotumn 6A ot 5 mo 15 Ceporun 14 ot 6 1o 13
Cepotumn 6B ot 7 mo 13 Ceportun 18C ot 6 10 14
Cepotun 7F or2 108 Cepotun 19A or 7 mo 13
Ceporumn 8 or 1 mo 17 Ceporun 19F 0T 6 10 12
Cepotum IN ot 5 70 10 Cepotun 23F oT 6 10 14
Ceporum 9 or4 109 Ceporun 33F or 1l 7o 15
Tabmuua 2. Juamazon Do mag cepotunos 1, 3, 5, 15B u 22F, koTopsle HE0OX0AUMO KOHBHOTUPOBATh ¢ TT
Ceporun Juanazon Do Ceporun JMuamazon Do
Cepotum 1 (1-TT) ot 1 go 15 Cepotun 15B (15B-TT) or 1 go 15
Ceporun 3 (3-TT) ot 2 o 14 Ceportum 22F (22F-TT) ot 1 10 20
Cepotun 5 (5-TT) ot 1 go 15
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[00147] Cragus 3. YeTpadunsrpanus

[00148] OxucneHHbli caxapua KOHLUEHTPUPOBATH U MOABEpramud guaduisTpamuu ¢ ucnoib3oBaHueM WFI Ha
yaeTpaduIbTpe ¢ OTCeUeHHEM MoaeKyapHoi Maccsl (MWCO) 100 x/a (yasTpadumstp Ha 30 x/la mus ceporuna 1
u ymeTpaduasTp Ha 5 x[a g ceporumna 18C). JuaduasTpanmo mpoBoguad ¢ ucmoiab3oBanueM 0,9% pactBopa
xmopuaa HaTpus g cepotumna 1, 0,01 M 6y depa auerara Harpus (pH 4,5) amt cepotunos 7F u 23F u 0,01 M 6ydepa
(ochara matpus (pH 6,0) gt ceporuma 19F. IlepmeaT oTOpaceBamm, a peTeHETAT (DPHIIBTPOBANH Yepe3 (PUILTP HA
0,2 MKM.

[00149] Cragus 4. JInopummsamus

[00150] [dna xamcyIbHBIX IOaMcaxapumos cepotumnos 3, 4, 5, 8, 9N, 9V, 10A, 14 u 33F, xoToprle HEOOXOAUMO
KOHBIOTHPOBaTh C OEITKOM-HOCHTENEM IyTEM HCIHONb30BAHUA BOJHOTO PACTBOPUTENA, CMEUIAHHBIA PACTBOP
TOJTACAXAPUAOB U OCITKA-HOCUTETSA TOTOBWIM O€3 A00ABICHUA TOMOJTHUTCIBHON Caxaposbl, THO(PUIN3UPOBATA U
3ateM xpasmm mpu -25 °C + 5 °C.

[00151] Hna kancyapHBIX ToaucaxapuaoB cepotumoB 1 u 18C, koTopsie HEOOXOAUMO KOHBIOTHPOBATH C OCIKOM-
HOCHTEJIEM ITyTEM HCIIOIb30BAHUA BOJHOTO PACTBOPUTENA, HE3aBUCHMO TOTOBHIIM ITOIUCAXAPUIBI U OETIOK-HOCUTE b
0¢3 J00aBICHUS JOMOTHUTELHOH caXapo3bl, THOGHIH3HpOBAIH U 3aTeM Xpanum mpu -25 °C = 5 °C.

[00152] [na xancCymbHBIX moMcaxapuaoB cepotunos 6A, 6B, 7F, 15B-TT, 19A, 19F, 22F-TT u 23F, xotopsle
HEOOXOIUMO KOHBIOTHPOBATH C OCIKOM-HOCUTEIEM IIyTeM HCHOmb30BaHuA pactsopurems [JMCO, k
AKTUBHPOBAHHBIM MONHCAXAPHAAM JO0ABIATM IPEIBAPHTECIBHO ONMpPEJEICHHOE KONUYECTBO CaXapo3bl 10
JOCTHIKCHHSA KOHEYHOW KOHLEHTpamwu caxapo3sl 5 % +£3 % (Mac./00.), ¥ HE3aBHCHMO TOTOBHIH O0Opa3lpbl,
THO(UITA3HPOBAIH, a 3aTeM XpaHuwm npu -25 °C £ 5 °C.

[00153] Ana xamcympHOTO moauMcaxapuga cepotuma 11A, K aKTUBHPOBAHHOMY MOIHCAXapUAy A00aBIAIH
TIPEABAPUTEIHHO ONPEACACHHOE KOMMYECCTBO CaXapo3bl 0 AOCTHKCHHA KOHCUHOH KOHLEHTpauwy caxapossl 20 %
+5 % (Mac./00.), 1 HE3aBUCHMO TOTOBUIIM MOIACAXAPHABI U OCITOK-HOCUTEb, THO(UITM3HPOBATH, a 3aTeM XPaHUITH
mpu -25 °C £ 5 °C.

[00154] [dna xancynpHOTO moimcaxapuga ceporumna 12F, K aKTUBHPOBAHHOMY NONUCAXapHAY J00aBILUTH
MPEIBAPUTEIBLHO ONPEACICHHOE KOMYECTBO CaXapo3bl A0 JOCTHKCHUA KOHEYHOH KOHIEHTpauuu caxapossl 10 %
+5 % (Mac./00.), 1 HE3aBUCUMO TOTOBHITH ITOJTUCAXAPUABI U OCTOK-HOCUTENb, THO(DUITM3HPOBAIH, A 3aTEM XPAHUITH
mpu -25 °C £ 5 °C.

[00155] (2) IIpouecc xOHBIOTALUT

[00156] Konnrorammo B BOAHOI cpeae mpoBoawma i cepotumnos 1, 3, 4, 5, 8, 9N, 9V, 10A, 14, 18C, u 33F, u
xonbroraumio B JIMCO nposoaumi 11 cepoturioB 6A, 6B, 7F, 11A, 12F, 15B-TT, 19A, 19F, 22F-TT u 23F. Kaxxuprii
U3 KANCYJBHBIX OJUCAXAPUIOB KOHBIOTUPOBAIU C O€TKOM-HOCUTEIEM B COOTHOIEHUH 0T 0,2 10 2:1.

[00157] Cragus 1. PactBopeHue

[00158] Konnloranusi B BOAHOII cpene

[00159] Hnsa ceporumos 1, 3, 4, 5, 8, 9N, 9V, 10A, 14, 18C u 33F, nuodumsupoBaHHbIii 00pasel] OTTauBaIH 1
JOBOJMIIA A0 KOMHATHOW TeMIepaTypsl. PacTBOPSIU MHOGHUIH3UPOBAHBINA 00pa3elt 10 PEeaKIMOHHON KOHIICHTPALIH
MyTEM HCIIOIL30BaHUA Oy(epHoro pacTBopa ¢ocdara HaTpud npH 2342 °C B COOTHONICHUH, YCTAHOBICHHOM JIA
KKIO0TO CEPOTHIIA.

[00160] Kounioramus B cpejie uMeTHICyabporcuaa (AMCO)

[00161] Hns ceporumos 6A, 6B, 7F, 11A, 12F, 15B-TT, 19A, 19F, 22F-TT u 23F, mio¢umi3upoBaHHbIH 00pasery

OTTAWBAIIU, TOBOAUIN 0 KOMHATHOU TeMIiepatypsl U pacteopsam B JIMCO.
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[00162] Cramgus 2. Peaxuus KOHBIOTAUT

[00163] Konnloranusi B BOAHOII cpene

[00164] Hdna ceporumnos 3-TT, 4, 5-TT, 8, 9N, 9V, 10A, 14, 18C, u 33F peaxiuro KOHBIOTALMH WHULIHUPOBATU
nmobasiaeHHEM pacTBOpa nuanoboporuapuaa Harpusa (100 mr/ma) x ot 1,0 mo 1,4 Mo nuaHOOOPOrHAPUAA HATPUA
Ha Momb caxapuma. OmHako g cepotunoB 1, 1-TT u 3 peakumio WHHOMHPOBATH JOOABICHHEM PAcTBOPA
nuaroOoporuapuaa Harpus K 0,5 MO IMaHOOOPOTHAPAAA HATPAA HA MOJb CaXapuaa.

[00165] PeakumonHy0 cMech HHKYOHpoBamd mpH ot 23 °C g0 37 °C B teuenue ot 44 10 106 yacos. Temmeparypy
U TPOAOJDKUTEILHOCTh PEAKIMU KOPPEKTHPOBATH IO CEPOTUILY. 3aTeM TeMmepaTypy cHwxkama mo 23+2 °C u
nobasanu B peakrop 0,9 % xnopua Hatpus. JoGasmamu pactBop 6oporuapuaa HaTpus (100 Mr/mim) 10 JOCTHKEHUA
ot 1,8 10 2,2 MOIAPHBIX SKBUBAICHTOB OOPOTHAPHIA HATPUA HA MOJb caxapuaa. CMech HHKYOHpoBamm mpu 23+2 °C
B TeYeHHe OT 3 10 6 4acoB. JTa Ipoueaypa YMEHbIIANA HAMMYUE JHOOBIX HEIPOpearupoBaBIINX ANTBICTUAOB HA
caxapugax. 3ateM cMech pasdaBmumu 0,9 % XITOpUCTHIM HATpueM, W pa30aBICHHYI0 KOHBIOTAMOHHYIO CMECh
(pUIBTPOBATH C HCTIOTB30BAHAEM TIPEeaBapuTeIbHOTO (hrapTpa Ha 0,8 wmm 0,45 MrM.

[00166] Konnioramus B cpexe IMCO

[00167] [dns xamcyTbHBIX MONMHCAXapUIOB cepoTumoB 6A, 6B, 7F, 11A, 12F, 15B-TT, 19A, 19F, 22F-TT u 23F
PCAKUWIO KOHBIOTAIMA WHUIMHPOBATH TOOABICHHEM pacTBopa IuaHoOoporuapuaa Harpust (100 mr/mm) B
cootHomeHNH OT 0,8 10 1,2 MOLIPHBIX S3KBHBAICHTOB IUAHOOOPOTHAPUIA HATPUA HA OMH MOIIb AKTHBHPOBAHHOTO
caxapuga. B peaxuuonHyro cMmech modasramn WFI qo nenesoif konuentpauuu 1 % (06./00.), 1 ”HKYOHpOBaTIH CMECh
B TeueHue oT 12 1o 26 yacos npu 23+2 °C. K peakiuonHo# cMmecu godasmmu 100 mMr/mn pacTBopa Goporuapuaa
HaTpud (00bMHO OT 1,8 10 2,2 MOTAPHBIX SKBUBAJICHTOB OOPOTHAPHAA HATPHUA HA MOJTb AKTHBUPOBAHHOTO CaXapuaa)
u WFI (ueneBas xonneHTpauus 5 % 00./00.), 1 HHKyOHpPOBaIH CMECh B TEUCHHE OT 3 10 6 yacos mpu 23+2 °C. Dra
MPoUeAypa YMEHbIIANA HAMMYAC JEOOBIX HETPOPEardpoOBaBIIAX ATbACTHIOB HAa CaxapuaaX. 3aTeM PEaKIMOHHYIO
cMech pazbasmama 0,9 % XJTOPHCTBIM HATPHEM, W Pa30aBICHHYIO KOHBIOTAHOHHYI) CMECh (DHIBTPOBAIH C
HCIIOTH30BAHUEM MTPEABAPHUTETEHOTO (hrmbTpa Ha 0,8 mmm 0,45 Mxwm.

[00168] Cramus 3. YaeTpadunsTpanus

[00169] Pa3bapneHHYH) KOHBIOTALIMOHHYIO CMECh KOHICHTPUPOBATM U MOABEPraid JuUAGUIbTpAUuu Ha
ynsrpadunsrpamuorrom ¢puistpe ¢ MWCO 100 x[a wmm ynsTpadumsTparonHoM ¢puisrpe ¢ MWCO 300 k/a ¢
MuHIMYM 15 o0vemamu 0,9 % xmopuma Hatpus wiu Oygepa. Kpome Toro, coctas u pH Oydepa, HCHONb3yeMOro B
3TOM IIPOLECCE, BAPBUPOBAJICA B 3aBHCHMOCTH OT KA’KAOTO M3 CEPOTHIIOB.

[00170] Cragus 4. CrepumbHas GUIBTPAHS

[00171] Perentar mocie ymerpaduiabTpammn crepwibHO (uabTpoBamu (0,2 MKM), W Ha OT(HWIBTPOBAHHBIX
KOHBIOTATaX BBIIOJHATM KOHTPOIM B IPOLECCE MPOM3BOACTBA (BHCIMHWI BHI, CBOOOJHBIA OEIOK, CBOOOIHBIN
caxapuf, paclpeAcIcHHEe MONEKYI IO pa3MepaM, CTEPHIBHOCTb, COACPKAHUE caxapuaa, coaepxkanue Oenka, pH,
SHIOTOKCHH, OCTATOUHBIA IwaHun, octarouHbeli [MCO, WIECHTHYHOCTH caxapuaa, UACHTUYHOCTL TT u
ugeHTUIHOCTs CRMi97). ['0TOBBII KOHUEHTpAT OXTaKIamu U Xpanumu mpu ot 2 °C go 8 °C.

[00172] IIpumep 3. IIpurorosJienne npernapara I0JIMBAJICHTHOM NPOTHBOITHEBMOKOKKOBOIA
KOHL}OFI/IpOBaHHOﬁ BAKIMHLI

[00173] >KenaeMmbic 00BbEMBI TOTOBBIX HEPAc(haCOBAHHBIX KOHICHTPATOB, ITOTyYCHHBIX W3 IPUMEPA 2, PaCCUMTHIBATH
HA OCHOBE 00BbEMa NMAPTHHU M KOHIEHTpaLuii HepacdacoBaHHBIX caxapuaos. [Tocire moOaBaeHUA K IPeIBAPUTEIBHO
MapKAPOBaHHOH eMkoctd ama mpemapata 0,85 % xmopuma Hartpus ((GpU3HOTOTHUYSCKUI CONCBOH pacTBOp),
nmomucopbara 80 u cykumHatHoro Oydepa B Hee moOamBmamu Hepac(hacOBaHHBIC KOHIEHTPAThL 3aTeM Ipenapar

TIIATETPHO TNEPEMEIMBATH U CTEPWIbHO (GUIbTpoBamu 4epe3 MemOpany Ha 0,2 MxM. [IpurotoBiaeHHBIH

28



Hepac(hacOBaHHBIH MpEmapaT OCTOPOXKHO NEPEMEIIUBANMA OO W mocne J00aBiACHUA INOMyNpoAaykra ocdara
amoMuHuA. [Ipu Heob6xomumocTu mposepsami pH u KoppekTupoBamu e€ro. IIpHroTOBICHHBIN Hepac(hacoBaHHBIA
TPOAYKT XpaHwtu 1pu oT 2 10 8 °C. [IpuroToBH/IM ClIeIyIOIUE HEOTPAHUUUBAIOINHUE TIPETIAPATHl MOMUBATCHTHBIX
MPOTUBOIMTHCBMOKOKKOBBIX ~ KOHBIOTUPOBAHHBIX BakumH U HasBamm ux PCV21(1/5/15B/22F)-TT u
PCV21(3/5/15B/22F)-TT:

[00174] PCV21(1/5/15B/22F)-TT BKIOYAT KOHBIOTATHI-IIOIACAXAPHUIBL, TIOJIYICHHBIC KOHBIOTHPOBAHUEM KAXKIOTO
momrcaxapuaa cepotunos 1, 5, 15B u 22F ¢ TT u kaxmoro monucaxapuga cepoTumos 3, 4, 6A, 6B, 7F, 8, 9N, 9V,
10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F ¢ CRMis7 1

[00175] PCV21(3/5/15B/22F)-TT BKIHOYANT KOHBOTATHI-IOTUCAXAPUIBL, TOTYYCHHBIC KOHBIOTHPOBAHUEM KAXKIOTO
nmoucaxapuaa ceporunos 3, 5, 15B u 22F ¢ TT u kaxmoro monucaxapuga cepotumnos 1, 4, 6A, 6B, 7F, 8, ON, 9V,
10A, 11A, 12F, 14, 18C, 19A, 19F, 23F u 33F ¢ CRM97.

[00176] Kommoszuuus PCV21(1/5/15B/22F)-TT B 06meii mo3e 0,5 Mt Brro4ana 2,2 MKT KaKIOT0 MOJMCAXapu/aa, 3a
HCKMIOUeHUeM cepotumna 6B npu 4,4 MxT; 0T 2 MKT A0 25 MKr TT (aya cepotunos 1, 5, 15B u 22F) u ot 40 Mkr 1o 75
MKT CRM 97, 0,125 Mr agproBanTa sneMeHTapaoro amoMuaus (0,5 mr ¢ocaTa amoMuaus); 4,25 MT XJTOpUIA HATPUS,
oxo1o 295 MK cykumHATHOTO Oy(hepHOoTro pactBopa u okoio 100 Mxr mommcopdara 80 B o0mmeit qo3e 0,5 M1
[00177] Kommozumms PCV21(3/5/15B/22F)-TT B 06meii mo3e 0,5 M1 BRIOUama 2,2 MKT KQKI0TO MOTUCAXapua, 3a
HUCKIIOYECHUEM cepotunos 1, 3, 6B, 19A u 19F npu 4,4 mxT; oT 2 MkT 10 25 MxT TT (a1 cepotumos 3, 5, 15B u 22F),
0,250 mr snementapHoro amomunug (1,13 Mr ¢ocdara amoOMUHUA), IPH 3TOM OCTABHBIC KOMITOHCHTBI U UX
COICPXKAHUA UICHTHYHBI TakoBbM Juit PCV21(1/5/15B/22F)-TT.

IIpumep 4. UMMyHOI¢HHOCTD I10JIB AJICHTHOM IIPOTHBOIHEBMOKOKKOBOH KOHBIOIIPOBAHHOI BAKINHbI
[00178] TlomuBajgcHTHBIE MPOTHBOITHEBMOKOKKOBBIC BakuuHbl, PCV21(1/5/15B/22F)-TT u PCV21(3/5/15B/22F)-
TT, co CMeImaHHBIM HOCHTENIEM, IPUTOTOBICHHBIC B IPHMEpPE 3, MCCIESAOBATH HA CIIOCOOHOCTH HHIYIMPOBATH
HMMYHOTCHHBIH OTBEeT y KpomukoB. OLEHKY MMMYyHOTEHHOCTH IPOBOAMIM METOAOM AHTHICHCIICUU(UIECKOTo
tBepaogaszHoro UPA Ha xonueHtpauuu IgG B CHIBOPOTKE KPOBH W ONCOHO(aromurapHsM anamm3oM (OPA) Ha
(pyHKIMOHATRHOCTE aHTUTEN. HoBo3emaHackux OenbIX KpoaukoB Ha Hemene 0 M Heaene 2 UMMYHH3UPOBATA
BHYTPUMBIIIEYHO 40301 Ha 5 % BBIIIE 3aMIAHUPOBAHHON KIIMHUYECKON O3Bl KAKIOTO NMOMCAXapUAA AT 4eIOBEKA
(2,31 MKT KaXI0T0 MOJIUCAXapuaa, 3a UCKMOYeHueM 6B npu 4,62 Mkr) B penapate, Wi J030H YemoBeKa (2,2 MKT
KOKIOT0 mojgucaxapuaa, 3a uckmoueHueM 6B mpu 4,4 Mkr). ChIBOPOTKY OTOMpanmu Kakaple 2 HEACTH MOCHE
ummyHm3auy. O6e KOHIEHTPAIH TI0KA3aIH OAMHAKOBEIC Pe3yIbTaTHI.

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

[00180] M3mepenne creru$uiecknx K cepoTnnaM KoHmeaTpamuii IgG

[00181] KancympHble momucaxapuasl (PnP) qmd Ka)kmaoro cepoTUna HAaHOCHIU Ha 96-TyHOUHBIHA IIaHIeT mo oT 0,5
MKT/TYHKY A0 1 MKI/myHKY. YV KaXXmoro cyObekTa oTOmpami o0pasel] SKBUBAICHTHOTO KOIWHMCCTBA CHIBOPOTKH H
o0pequHa mo rpymmaM. OOBEIUHEHHYIO CBIBOPOTKY IOCIEAOBATENBbHO pasbaBmami B 2,5 pa3 Oydepom s
pasbaBrieHud aHTUTEN, coaepxamuM Tween 20 u moaMcaxapuja KJICTOUHOH CTCHKH THEBMOKOKKOB (CWPS),
TOJIYYEHHOT0 U3 JJaTCKOT0 roCyJapCTBEHHOTO HWHCTUTYTA CBIBOPOTOK (5 MKI/MIT), U 3aTE€M IMPOBOIUIA PEAKIIHIO ITPU
KOMHATHOH TeMreparype B TeueHHe 30 MuHYT. [InaHImET IIPOMBIBATIH 5 pa3 MPOMBIBOYHBIM OydepoM, a 3aTeM K
TOKPHITHIM JIyHKAM IUTAHIIETa JOOABIUTM IIPEABAPHTEILHO aACOPOMPOBAHHYIO H Ppa30aBICHHYIO CBIBOPOTKY
00seMoM 50 MKJI, TOCTIC YeTO HHKYOMPOBAH IPH KOMHATHOH TeMmeparype B TeueHue oT 2 yacoB 10 18 qacos. JIyHku
IUTAHIIIETA IPOMBIBAH TEM ke 00pa3oM, U 3aTeM K KaKA0M TyHKe J0OABIAIN KOHBIOTAThl aHTUTEN K031a Tpotus IgG
KPOJTHKA CO IMEITOTHOU (ocdaTaszol, mocae yero MHKyOUPOBaIM IPU KOMHATHOH TEMIEPaType B TCUCHUE 2 YACOB.

ImaHmeTs! MPOMBIBAM, KAK OIMMCAHO BBINE, U K KAKIOU TyHKE 100aBIamm Oydepa ¢ 1 Mr/mi n-HUTpo(eHUIAMIUHA
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B KA4YECTBE CyOCTpara, H 3aT€M NPOBOAMIM PEAKUHIO NPU KOMHATHOH TEMIIEpAType B TEYCHHE 2 4HacOB. Peaxiuro
racumu godasneHueM 50 Mx1 3 M NaOH u uzmepsamu abcopOuuro Ha 405 M u 690 HM. B xauecTBe CPaBHUTEIBHOTO
TIpuMepa ToH ke IMPoLEAYPe MOMKHO IOABEPTaTh KOMMEPUECKU JOCTYIHYIO 13-BaneHTHyI0 BakuuHy (IIPEBHAP13).
Pesynbrars! mpeactasieHs! B Tadmiue 3.

[00182] Tabmuua 3. Konnentparus [gG (Ea/mm) amt 21 cepoTtumna uepe3 2 HeIeTH MOCI¢ BTOPHYHON HMMYHU3ALHH

CepoTun TIPEBHAP13 PCV21(3/5/15B/22F)-TT
1 16770,4 13623,9
3 6603,4 29462.4
4 27969.9 44594 4
5 5758.6 10521,4

6A 94937 12696,6
6B 8690.6 81971
7F 608197 569950
8 5948 618985
ON 5186,2 293936,9
oV 30043,9 39421,1
10A 169.8 272433
11A 1845 523843
12F 130,0 26815.4
14 219060 392588
15B 8435 8360,7
18C 91500,7 805230
19A 16470,7 5179,7
19F 139564 17673.4
22F 139,7 11716,5
23F 12089.4 8934.6
33F 1432 297743

[00183] IIpu KOHBIOTMPOBAHUU KANCYNBHBIX IIOMHCAXapuaoB cepoturnoB 3 u 5 ¢ TT konnenrpamus IgG,
crequ(pUUecKuX K CEpPOTHNAM, 3HAYMTEILHO BO3POCTA MO CPABHCHUIO C KOHIEHTpaumel, MOMy4eHHOH Ipu uX
xoHptorupoBanun ¢ CRMj7. Kpomukn, wummyHmsupoBanusie PCV21(3/5/15B/22F)-TT, Tarcke
IIPOAEMOHCTPUPOBATN 3HAUUTEILHOE YBEIMUECHUE KOHIEHTpauu [gG MpOTHB OO THUTEIBHBIX BOCBMU CEPOTHUIIOB,
orcyrcrByromux B [IPEBHAP13 (t.€. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). Cepotun 9N, B 4acTHOCTH, Ja1 Oojce
ueM 50-KpaTHOE YBETMUCHAC KOHICHTPAI[MH CHIBOPOTOMHOTO crienupuyeckoro IgG o cpaprenmio ¢ [IPEBHAP13.
[00184] Tectuposanue ¢pyHrumHoHANLHOI HMMyHoreHHocT: (MOPA)

[00185] DyHKIUM aHTUTET OLICHUBAIM IIyTEM TECTHPOBAHUA CHIBOPOTKU B aHam3e MOPA. IlltamMm S. preumoniae
MOPA, xpanusmutica mpu temmeparype -70 °C wm Hipke, pa30aBsuId 0 COOTBETCTBYIOMEH KOHEYHON KPATHOCTH
paz0aBIieHUA, TaK YTO KOHLEHTPALMA KAKIOTO MTaMMa cocTtaBaiia okomo 50 000 KOE/mn. V kaxmoro cyosekra
otOupamu oOpasel] IKBHBAJCHTHOTO KOJMHYECTBA CHIBOPOTKH, OOBEIWHAIM IO TPYIIIaM H pa30aBILTH 2-KpaTHOH
cepueii TakuM 00pa3oM, 4T0ObI B Hamke ¢ U-00pa3HeIM JHOM 0CTaBaI0Ch M0 20 MKIT CHIBOPOTKH. [1ocne pa3zdaBmcHus

oOpazma 10 MK mTaMMa, TIPUTOTOBICHHOTO AT KAKAOTO CCPOTHITA, CMCIOUBATK C Pa30aBICHHBEIM 00pasmoM, H
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CMECh OCTABILUIN AU PEAKINU IIPU KOMHATHOH Temneparype B TedeHUe 30 MUHYT, UTOOBI S. preumoniae 1 AaHTUTEIIO
XOpOoUIO IepeMeInanuch. J00aBmim cMech mpeaBapuTe/bHO JuddepeHuupoBaHHbX KieTok HL-60 u nposoaumu
peaxuo B CO;-unkyOatope (37 °C) B Teuenue 45 MuHyT. Temmepatypy CHUKAITH, YTOOBI OCTAHOBUTH (harOLUTO3,
u moMemany 10 MKJI peakIiMOHHOTO PacTBOPA HA YAIDKY C arapoM, IIPeABAPHTEIILHO BHICYIICHHYIO B TeueHue oT 30
g0 60 MHHYT, a 3aTeM JaBaJd BO3MOXKHOCTb BIIUTBIBATHCHA HA 4alIKe B TeyeHWe 20 MUHYT A0 BbICHIXaHHA. K
MPUTOTOBICHHOMY HAacJauBacMoMy arapy mobaBmsamm mMatouHbld pactBop TTC 25 Mr/mi, u k HeMy A00aBIAIH
AHTHUTENO, MOAXOAAIIEE AT COOTBETCTBYIOIETO ImTaMMa. CMech TINATENbHO NMEPEeMENIMBAIM, H 3aT€M HA YAIOKY
J00ABILATH OKOJIO 25 MJI CMECH U AABAITH 3aTBEPACTH B TeUCHHE 0KOMIO 30 MUHYT. [TOJHOCTHIO 3aTBEPACBILYIO YAIIKY
unkybuposam B CO,-uaky6arope (37 °C) B TeueHue ot 12 a0 18 uacos, mocie 4ero NoACUUTHIBATM KOJOHUH. TUTP
MOPA Brlpaskam B Buae kodgduuueHta pazdoaBiaeHUA, mpu KoTopoM Habmogamu 50 % rubemn. B kxauecTse
CPaBHUTENNLHOTO IIPHMEpa TOH 2ke MPOLEAYpe MOKHO ITOABEPTraTh KOMMEPUECKH JOCTYIHYIO 13-BaICHTHYI0 BAKI[UHY
(TIPEBHAP13). Pe3yabsTaTsl IpeACTaBICHbI B Ta0mILE 4.

[00186] Tabmuma 4. Turpst MOPA ot 21 cepoTumna yepes 2 HeAeNd IT0Ce BTOPHYHONH HMMYHHU3ALIH

Ceporun IIPEBHAP13 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 tectuposanock 669
IN He Tectuposanocs 2339
WV 271 175
10A He Tectuposanocs 805
11A He tectuposanoch 2040
12F He Tectuposanocs 894
14 1917 1874
15B He tectupoanoch 311
18C 5347 3758
19A 5760 888
19F 2059 710
22F He tectuposanocs 1286
23F 1975 1868
33F He tectuposanocs 1011

[00187] IIpu xonbrorupoBanuu cepotunos 3 u 5 ¢ TT ¢pyHxumonanbHble TUTPEI MOPA 3HAYUTETEHO BO3POCIH ITO
cpaBHeHuto ¢ TuTpaMu MOPA, omy4eHHbIME IIpH UX KOHBIoTHpoBaHuU ¢ CRM97.  Kpommku, HMMYHU3ZHpPOBAaHHbIE
PCV21(3/5/15B/22F)-TT, Taioke TPOAEeMOHCTPHPOBAIH 3HAYUTEIbHBIC YBETMYEHHA (DYHKIMOHAJIBHBIX THTPOB
MOPA npoTHB KaKI0TO U3 JOTOJTHATEILHBIX BOCEMH CEPOTHIIOB, OTCYTCTBYIomuX B [IPEBHAPIL3 (T.€. 8, 9N, 10A,
11A, 12F, 15B, 22F u 33F).
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[00188] 4-2. PCV21(1/5/15B/22F)-TT

[00189] Konuentpauus IgG, cienuduieckux A1 CEPOTUIIOB, U TUTP (DYHKIMOHATBHON HMMYHOT€HHOCTH U3MEPSITH
TaKUM e 00pa3oM, Kak U B 4-1, U pe3yibTaThl ABYX OTACNbHBIX 3KCIICPUMEHTOB ITOKA3aHbI HIDKE.

[00190] M3mepenne crieruguieckux K cepoTunam kounnesrpammii IgG

[00191] Tabmuua 5. Konnentparus [gG (Ea/mm) amt 21 cepoTumna vepe3 2 HeIeTH MOCI¢ BTOPHYHON HMMYHU3ALHH

JrcmepnMent 1 JKCmeprnMeHT 2
Ceportun HPE]ZHAPI PCV21(1/5/15B/22F)-TT IIPE]ZHAPI PCV21(1/5/15B/22F)-TT
1 5105,5 462024 142083 28405,2
3 6303,0 10591,0 6575,6 8883,8
4 467273 69813,7 16600,3 39330,1
5 6873,9 16468,4 5079,3 21510,8
6A 32561,4 34321,1 8965,5 7658,8
6B 25398,7 20484.,6 5105,2 2885,6
7F 27560,5 85909,1 59993,0 55489,8
8 521,0 89658,7 274,7 839454
9N 5198,2 304294,1 3824,7 207073,2
Y 62169,3 41229,0 39503,5 42000,7
10A 166,4 37705,0 130,0 19173,7
11A 1953 43766,3 163,9 49047,9
12F 1544 25797,6 130,0 14503,3
14 17765,9 34321,5 123124 18367,4
15B 436,0 4658,6 280,6 6711,2
18C 103154,7 158798.8 62963.5 95617,7
19A 19191,1 6398.0 9807,5 4133,7
19F 16349,2 37946,5 9838,7 12775,0
22F 130,0 10335,4 130,0 1705,8
23F 15166,5 10104,6 5835,1 4128,6
33F 146,1 35918,2 141,4 34004,5

[00192] TIpu KOHBIOTMPOBAHHHU KANCYNBHBIX IToimcaxapuaoB cepoturmoB 1 um 5 ¢ TT konnenrpamus IgG,
crequ(pUUeCKUX K CEPOTHIAM, 3HAYMTEILHO BO3POCTA MO CPABHCHUIO C KOHICHTpAUMel, MOMyYEHHOH Ipu uX
KOHBIOTUPOBAHUM  C CRM97. Kpomxu, ummyHmsupoBanaele  PCV21(1/5/15B/22F)-TT,  rtawke
IPOJEMOHCTPUPOBATY 3HAYMTEILHOE YBEIMIECHUE KOHIIEHTpauuu IgG IpoTUB AONOIHUTENBHBIX BOCBMU CEPOTHIIOB,
orcyrcreyromux B [IPEBHAP13 (t.e. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). CHoBa ceporun 9N mokazan
3HAYUTENBHOE YBemueHue (6onee yeM 50-kpaTHoe) no cpaBHeHMIO ¢ [IPEBHAPI13.

[00193] TectupoBanne GyHKIHOHAILHOH NMMyHorennoctu (MOPA)

[00194] Tabmuua 6. Turpst MOPA g1t 21 cepoTuna yepes 2 HeJeNH I10Ce BTOPUYHONR UMMYHHU3ALUH
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JrcnepumenT 1 JKcrepruMenT 2
Cepornn 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 TECTHPOBATIOC 692 - 779
b
IN 54 1860 84 1391
PAY 282 165 295 371
He
10A TECTHPOBATIOC 949 - 810
b
He
11A TECTHPOBATIOC 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 TECTUPOBAIIOC 2091 - 261
b
23F 1854 1481 1956 660
He
33F TECTHPOBAJIOC 1862 - 850
b

[00195] TTpu xonsroruposanuu cepotunos 1 u 5 ¢ TT ¢pyHxunoHanbHbIE THTPE MOPA 3HaYHTEIEHO BO3POCIH IO

cpaBHeHHI0 ¢ TuTpamMu MOPA | momydeHHBIME TIPU WX KOHBIOTHpoBaHud ¢ CRMo7.

Kpomiku, IMMyHU3HPOBAHHbIC

PCV21(3/5/15B/22F)-TT, Taxke NTPOAEMOHCTPUPOBAMM 3HAYUTEIbHBIC YBEIMYCHHA (DYHKIMOHATBHBIX THTPOB
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MOPA mpoTHB K&KIOTO U3 JOOJTHUTECIBHBIX BOCBMU CEPOTUIIOB, OTCYTCTBYIomMX B [IPEBHAPI3 (T.€. 8, 9N, 10A,
11A, 12F, 15B, 22F u 33F).

[00196] IIpumep S. Jono/HUTEIbHBIC CBEICHUS 0 MOJIYYCHUH KOHBIOTATa caxapmia-Oeiqka ceporuma 9N
Streptococcus pneumoniae

[00197] Hoayuenue 6anka kiemok

[00198] Cepotum IN Streptococcus pneumoniae (ATCC 6309) moayuami n3 AMEPHUKAHCKOH KOJUICKIIHH THIIOBBIX
kymeTyp (ATCC). Ang pa3MHOKCHHA IITaMMa W YAAJCHAA KOMIIOHEHTOB KHBOTHOTO ITPOUCXOKACHHUA MOCEBHYIO
KyJIbTYpPY KyJIbTHBHPOBATH B TCUCHHEC HECKONBKAX reHepaumi. @IAKOH ¢ MOCEBHOH KyIbTYpOH XpaHWTH B
xonogunbHUKE (< -70 °C) BMECTE ¢ CHHTETHHMECKUAM TIHIECPHHOM B KAYECTBE KPHOMPOTEKTOpa. i MOIydeHUs
0aHKa KICTOK KICTOYHYIO KYJIBTYPY Pa3MHOKAIU B COCBOM cpexe. [lepen 3aMOPO3KOH KIIETKM KOHICHTPUPOBATU
IyTeM UEHTPU(GYTUPOBAHUA U, TOCNTE YJANCHUS HCTOIEHHON Cpeabl, OCAXKICHHBIC KICTKH PECYCIICHIUPOBAIU B
CBEKEH cpeae, CoAepKalei KpUOMPOTEKTOP (TaKOH KaK CUHTCTUHMECKUH TULCPUH).

[00199] Pepmenmayusn

[00200] KynbTypy u3 OaHKa KICTOK WHOKY/MpPOBAIA B IIOCEBHYIO OYTBHUIb, COOEPIKAIIyI0 COeBYIO cpeay. J[o
JOCTHKCHAS YAOBICTBOPUTECIBHBIX YCIOBHI POCTa KyIbTypy HHKYOHPOBANH IPH IMOCTOAHHOH TeMmepatrype 6e3
TepeMeIUBaHuA. VICIomb3ya NOCEBHYI0 OYThUIb, KyIbTYPY HHOKYJIMPOBAIM B IOCEBHOH (hepMEHTEp, Comep KAl
COEBYIO Cpedy, ¢ peryaupyeMoil temmepaTypoii, pH u CKOPOCTEIO mepeMemuBaHusg. MOEpMEHTALUIO MPEKpaIlaTu
TIOCITE OCTAHOBKYU POCTA WM AOCTIKEHUA paboueil emxocTu pepmenTepa. Ilocne 3aBepmeHus (GepMEHTALUH ITyTEM
100aBICHUA JEe3aKTUBATOpPA, KICTOYHBI AEOpUC YIAIIH C HCIOMb30BAHHEM KOMOWHALUU HEIPEPHIBHOTO
MPOTOYHOTO UEHTPU(DYTHPOBAHUA U (DHIBTPALIIH.

[00201] Ouucmra

[00202] TIpomecc OYMCTKH ITHEBMOKOKKOBBIX IIOHCAXAPHAOB COCTOSI M3 MHOTOCIOWHOH —()MIbTpammy,
MHOTOKPAaTHOTO KOHICHTPUPOBAHUA/ THA(PANBTPALHY U (BIIBTPALH/JTFOUPOBAHHA.

[00203] Axmusauus

[00204] KoHeuHyr0 KOHLIEHTPAUHUIO ITOJMCAXAPUIOB KOPPEKTUPOBAIH A0 0KOJI0 2,0 I/ IMyTeM IOCIeI0BATEIbHOTO
pobasneHns WFI  pacCHMTAaHHOTO KOJIMYECTBA. Ecm HeoOxomumo, pH peaxiuu KOppEeKTHUpPOBANH A0
npubmsurensho 6,0. Ilocrme koppexruposanus pH Temmeparypy peaxiuu ycraHaBmusaau Ha 21-25 °C.  Ina
UHULIMUPOBAHUA OKHMCHeHHI Ha 1 Mr caxapa mobasmsumi okomo 0,024-0,189 mr mepifomata Hatpus. Peakiymo
OKHC/IEHHUA IPOBOIMIH B TeueHue 16-20 yacos mpu 21-25 °C.

[00205] AxTHBHPOBAaHHBIN  MOTMCAXAPHX  KOHUCHTPUPOBATM W (UIBTPOBAIM C  HCIOIb30BAHHCM
yabTpaduisTpanuornoi MemoOpansl ¢ MWCO 100 k/la. TIporogum guadunstpammo ¢ WFI 10-kpatHOTO 00BeMa
oT o0peMa quaduIbTpanuy. 3aTeM OUMINCHHBINA AKTUBUPOBAHHBIN MOIMCAXapUa XpaHUH mpu Temmeparype 2-8 °C.
Onpeaemany XapakTepPUCTHKHA OYMIIEHHOTO AKTUBMPOBAHHOIO caxapuaa mo (i) KOHLEHTpaUWH caxapuja,
onpeaenIe Mol KOTOPUMETPHUSCKIM AHATU30M, (i1) KOHICHTPALUH aTbJCTHIA, OMPEACIIEMON KOJOPUMETPUICCKUM
aHamu3oM, (iii) creneHu okucieHud U (1iv) MOJIEKYIIpHOi Macce, usMepaemoit 9X-MALLS.

[00206] IIpumensor IX-MALLS ama omnpefeneHus MONEKYIIPHOH Macchl IOMMCAaxapuga U KOHBIOTAaTOB
ToucaxapuoB-0enkoB. U1 pa3aeseHns IMOMMCAXapyuaI0B HA OCHOBE THAPOAMHAMUYECKOTO 00beMa HCIOIb3YIOT
2X. Jas onpenencHud MOICKY IIPHOW MAcChl MPUMEHSIOT ACTCKTOP mokasaTent mpeaomiacuus (RI - anrm.; refractive
index) W OETCKTOP MHOTOYIJIOBOTO paccesHus gasepHoro mamyueHus (MALLS - anrm: multi-angle laser light
scattering). Korma cer pearupyer ¢ BEeIIECTBOM, OH paccenBaeTcd. KONMIECTBO pacCeAHHOTO CBETA CBA3aHO C

KOHUEHTpaue, keaapatoM dn/dc (yaenpHOe YBETHICHUE TIOKA3ATEII IPSTIOMJICHUS) W MOIAPHOU MAacCOM BEIIECTBA.
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MonekyTIpHYX0 MAcCy PpacCUUTHIBAKOT HA OCHOBE CHUTHANIA PACCEAHHOTO CBeta OT Jerexkropa MALLS u
KOHIICHTPALHOHHOTO CUTHAJIA OT AeTekTopa RI.

[00207] Cremenr oxucneHus (DO) aKTHBUPOBAHHOTO MMOMMCAXapuAa ONMPEAC/AIOT B BHUAC 3HAYCHUA MOJCH
TIOBTOPSIOMMXCA 3BEHBEB CAXapoB, ACICHHOTO HA MOJM ambJeTHaa. MO IOBTOPSIOIIUXCS 3BEHBEB CAXAPOB
OTIPEACIIIIOT PA3IMIHBIMUI KOTOPHMETPHYECKAMHI METOIUKAMHI, HAIPAMEP C HCITONB30BAHACM AHATIHM3A C AaHTPOHOM.
W, Monmu anpaeruaa onpeaesoT KOJOPUMETPHYEeCKUM aHami30M [lapka-/[xoHcoHa.

[00208] VMcmosb3ys ONMUCAHHBIC BBIME METOAMKH ONPEACTMIM, YTO AKTHBHPOBAHHBIA KANICYIbHBIN NMOJUCAXAPHUT
cepotuna IN Streptococcus pneumoniae, TOTyYESHHbIH OIMCAHHBIM BBIIE CIIOCOOOM, HMEET CTENIEHb OKUCICHHUS 2-
19, 06bmHO 5-10, U MOACKYIAPHYO Maccy okoio 200-700 x/a.

[00209] Konvroecauus

[00210] AxTuBHpOBAHHBIA MOTUCAXapUA cMemuBaIM ¢ OenkoM-HocuteneM CRM, 97 B cootTHomenun 0,5-2 r CRM¢7
Ha | T aKTHBHPOBAHHOTO MOMCAXAPUAA. 3aTEM OOBEIUHEHHYIO CMECh MUOPUIH3HPOBATH. JIHO(DHUITH3UPOBAHHYIO
CMECh aKTHBHPOBAHHOTO momcaxapuaa u CRM, o7 xpanum npu temmeparype -20 °C.

[00211] JImodpumisupoBaHHYI0 CMECh akKTHBHpOBaHHOTO moimcaxapuma 1 CRM g7 pactBopsim B 0,1 M pactsope
(docdara HaTpud, a 3aTeM B TOCTATOUHOW CTENEHH IepeMelmuBamy. KOHEYHAs KOHIEHTPAILMA IONHCAXapHIOoB B
PCAKLIHOHHOM PacTBOpe cocTaBia okoiao 10-20 /1. Ilocne WHUIMAPOBAHWA KOHBIOTALMA IMYTeM JOO0ABICHUA K
peaxuuoHHO# cMmecu 1,0-1,2 MOMApHBIX JKBUBANEHTOB ImaHoOoporuapuaa Harpua (NaBH3;CN), peaxuuro
nipoBoauIH pu 35-39 °C B TeueHue 44-52 yaco. Peakuuto koHBHOranuy 3asepmmau godasneHueM 0,9 % pactsopa
XJIOpUIA HATPHUA TOTO K¢ 00bEMa, UTO U KOHBHOTAMOHHBIN PEAKIMOHHBIH pacTBOp, a 3aTeM ao0asiacHueM 1,8-2,2
MOJIIPHBIX 3KBHBANEHTOB Ooporugpuaa Harpusi (NaBH4) ams OGnokupoBaHHS HepeardpoBaBIIETO ATbACTHIA.
Peaxiuro 6moxuposanus nposoaumy mpu 21-25 °C B TeueHue 3-6 4acos.

[00212] PactBop xoHBIOTaTOB pazbaBmim 0,9 % pacTBOpoM XIopwaa HATpUsA U1 KOHUCHTPHUPOBAHHUA H
JuauIbTpallid ¢ HCHOb30BaHHEM MeMOpansl ¢ MWCO 100 x/la. PasOaBneHHBIH pacTBOP KOHBIOTATOB
¢umsTpoBamy yepe3 GuisTp Ha 0,8-0,45 MKM W OUMINATM KOHLUCHTPUPOBAaHWEM W auaduisTpanuei. [IpoBommmm
JuauIbTpaLUI0 ¢ HCToab30BaHHEM MeMOpansl ¢ MWCO 100 x/la, mpumensas 0,9 % pacTtBop Ximopuma HaTpus
00BpeMOM B 15-40 pa3 6ompme 06beMa quadunsTpanuu. Ilocne 3aBepmeHns 1uaGuIbTPAUu OCTABIIMHCS PacTBOP
¢uwmsTpoBamu yepe3 GpuabTp Ha 0,2 MkM. PacTBOpP KOHBIOIATOB Pa30aB/ILIN A0 KOHLEHTPAIUM MEHbIIE IIPUMEPHO
0,55 Mr/M, CTEpUIIBHO OT()UILTPOBBIBAIM U 3aTeM XpaHuy npu 2-8 °C.

[00213] Ompeaensaau XapaKTEpUCTHKH OYMIIEHHOTO KOHBIOrata ceporuna 9N, B 4aCTHOCTH, 1O (i) KOHLIEHTPALH
Ocnka, ompeAcIeMON KOJOPHUMETpHIeCKUM aHamu3oM (Jloypw), (i) KOHUCHTpamuu adbACTHAA, OMPEACTIIeMON
KOJOPUMCTPHYCCKAM aHAMA30M, (iil) COOTHOMICHUIO caxapua-Oenok, (iv) pacupeacICHHIO MOJEKYII 10 pa3MepaM
METOIOM 3KCKIFO3HOHHOU XpomaTtorpadun (CL-4B) u (v) ModekymipHOH Macce, m3mepsemoir 9X-MALLS.

[00214] Habmomanu n3MEHEHHE XapaKTEPUCTUK KOHBIOTaTa cepoTuna 9N Ipu BapbUPOBAHHY CTCTICHU OKUCICHUS
(DO). PesynbraT mpuseAeH B Tabamue 7.

[00215] Tabmuma 7.

Homep konblorat 1 2 3 4 5 6
Morme HAA MACCa AKTUBUPOBAHHOTO
P P 582 619 459 563 490 427
nonucaxapuaa, k/la
DO 18,2 9.4 74 6,7 4,3 2,3
Hcxomgnoe cootHomenue (P:S) 0,8:1
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Homep konblOTAT 1 2 3 4 R 6
Konuenrpauus nonucaxapuja B 20,0
KOHBIOTAI[MOHHOM PEaKIOHHOM PacTBoOpe, I/

% BBIXOJA KOHBIOTATA 53 43 39 32 33 39
CooTHommeHue caxapua-0emok 2,1 L5 1,3 1,1 1,0 0,78

% cBoOOgHOrO caxapuma 44 28 22 20 21 31

%6 MOIICKYIIPHO-MACCOBOE PACTIPEACIICHAC 52 49 50 55 44 31
MonexysapHas Macca KoHBIOTaTa, kJla 860 1110 1912 1168 1189 1160

[00216] Habmomamn wu3MEHEHHE XapakTEPHCTHK KOHBIOrata cepotuma 9N NpH BapbHPOBAHHH COOTHOIICHUS
CMEIIMBAHUA aKTUBUPOBAaHHOTO Mommicaxapuaa 1 CRMge7 BO BpeMs KOHBIOTaUMH. Pe3ynbrar mpuseaeH B Tabiule
8.

[00217] Tabmma 8.

Homep koHbIOTAT 7 8 9 10 11
MonekyapHas Macca AKTUBUPOBAHHOTO
noaucaxapuna, kla 287
DO 5,6
Hcxomgnoe cootHomenue (P:S) 2:1 1,5:1 1:1 0,67:1 0,5:1
Konnenrpauus nonucaxapuja s
KOHBIOTAI[HOHHOM PEaKI[MOHHOM PacTBOpeE, I/11 200
% BBIX0JA KOHBIOTATa 25 50 43 41 66
CooTHOIICHHE cCaxapua-0eToK 0,71 0,85 1,0 1,2 1,8
% cBoOOgHOTO caxapuaa 5 6 15 27 62
% MOJCKYTAPHO-MACCOBOE pacIpeaciCHHE 52 58 50 40 22
MounekynspHas Macca KOHBIOrara, k/la 3720 3713 1327 1016 545

[00218] Habmonmanu u3MEHEHHE XAPAaKTEPUCTHK KOHBIOTATa cepoTuna 9N IpH BAPbUPOBAHUH KOHLICHTPALUH
TIOTUCAXAPUIOB B KOHBIOTALIMOHHOM PEAaKIMOHHOM pacTBope. PesynbTar mpuseAcH B Tadmuue 9.

[00219] TaGmuma 9.

Homep konblorat 12 13 14 15 16
MonexyapHas Macca aKTHBUPOBAHHOTO
nonucaxapuaa, k/la 200
DO 6,1
Hcxomnoe coorHomenue (P:S) 0,8:1
Konnenrpauus nonucaxapuga B
KOHBIOTAI[HOHHOM PEAKIIMOHHOM PacTBOpE, I/ 100 12 130 17 20.0
% BBIXOJA KOHBIOTATA 20 31 28 40 42
CooTHolmeHue caxapua-06emok 1,0 1,0 0,93 0,99 0,97
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% cBoOOgHOTO caxapuaa 32 30 22 21 18

%% MOJICKYTAPHO-MACCOBOC PACIPEACIICHIC 17 27 40 47 54

MonexyspHas Macca KoHbroraTa, k/la 560 546 845 932 1438

[00220] IHpumep 6. Ananuz ummynozennocmu

[00221] T"oToBUIM MOHOBAJICHTHYI) KOHBIOTHMPOBAHHYKO KOMITO3ULMIO, COASPKAIOYI0 KOHBIOTAT caxapuaa-Oenka
ceporuna 9N Streptococcus pneumoniae, KoHBROTAPOBAHHEIH ¢ CRM|97.

[00222] FIMMYHOT€HHOCTh MOHOBAJICHTHBIX HMMYHOTEHHBIX KOMIIO3HIMH Tadmum 11-13 aHanm3upoBamu METOIOM
TBeprodaszHoi DA, Ompeaeaiu CHBOPOTOUHYIO KOHICHTPALUIO cepoTun-crnieupuueckux [gG.

[00223] TIaTe caMOK HOBO3CHAHACKUX OE€TBIX KPOIMKOB BECOM 2.5-3,5 KI' HMMMYHH3HPOBANU IIPEAJIOKECHHOM
KIIMHUYECKOH 030# 1 uemoBeka (koHBIOTaT 2,2 MKr;, + 0,25 mr/mn amomunusa B Buae AIPO) Ha O Hexmene
MOCPEACTBOM BHYTPHUMBIMICYHOIO IyTH BBEACHUA. KpOnMHKOB CHOBA MMMYHH3HPOBANHM HA HEAEIC 2 C MOMOIIBIO
KOHBIOTHPOBAHHOM BAaKLIWHBI B TOH e J03¢, H 0TOMpai 00pa3is! KpoBH HA Heaene 4. {11 00pa31ioB CHIBOPOTKH HA
Henene 0 u Heaene 4 MpOBOAW cepoTHIT-cierudryeckuii TBepaodaszaerii UDA.

[00224] Pesynprar aHamu3a mokazaH B Tabmume 10. YV KpoaukoB, MMMYHU3UPOBAHHBIX MOHOBAJCHTHOMN
KOHBIOTHPOBAHHOH KOMIIO3UIMEH (KOHBIOTAT HOMEP 8), HaOT0Ja10Ch 3HAYUTEIFHOS YBe THicHuE o0mero turpa [gG
anda ceporuna IN. YV KpOTHKOB, HMMYHH3UPOBAHHBIX APYTUMH KOHBIOTATAMH, TAKKE HAOMIOJAIOCH 3HAYUTEILHOE
yBemdeHue odmero tutpa IgG.

[00225] B tabmuue 10 mokaszaH pe3ymbTar uU3MepeHHs KOHUeHTparmuu IgG mocnme HMMYHH3ALUU KPOJIUKOB
KOHBIOTATOM HOMEp 8 13 TabmuIs! 8.

[00226] TaGmama 10.

Konuenrpanus IgG (Ex/mm)

Cepotun ITpeasaputebHAT HMMYHH3ALMA ITocneayromas IMMYHH3AIHIL

9N 130,0 656 345,3

[00227] TlockombKy B JAHHOM ONUCAHUH OMHCAHBI OJWH WU 00JIeE THIIOBBIX BAPHAHTOB OCYIIECCTBICHUSA, CPSITHEMY
CIEIHANMCTY B JAHHOH 001acTu OyXeT HOHATHO, YTO B HETO MOTYT OBITh BHECEHBI PA3IMYHBIC H3MEHEHUA 10 (hopme
U B geTaaax 0e3 OTCTYIUICHUA OT CYTU U 00beMa MIeH U300pPETEHUSA, KAK 3TO ONpeACCHO caeayromeit Gpopmymoi
H300peTCHUSL.

JUTEPATYPA

[00228] B Hacrosmieli 3a9BKEC MUTHPYIOTCA CICIYIOIIAE CCBUTKH, U OHU JAIOT 00IMyI0 HH()OPMAIMIO, KACAIOIYIOCA
TEXHHYECKOH 00/1acTH, a Takoke MPEIOCTABIAIOT OIMMCAHUS AHAMM30B H APYTHE HOAPOOHOCTH, 00CYKIaeMble B 3TOH
3agBKke. Creayrolue CChUIKM BKITIOUYEHBI B TAHHBII JOKYMEHT ITOCPEICTBOM CCBHUIKH B ITOJHOM 00BEME.

[00229] [1] Prymula et al., The Lancet, 367:740-48 (2006).

[00230] [2] Vesikari et al., PIDJ, 28(4):566-76 (2009).

[00231] [3] Dagan et al., Infection & Immunity, 5383-91 (2004).

[00232] (4] Juergens et al., Clinical and Vaccine Immunology, 21(9): 1277-1281 (2014).
[00233] [5] Andrews et al., The Lancet, 14:839-846 (2014).

[00234] [6] Nurkka et al., Vaccine, 20:194-201 (2001).

[00235] [7] Levin and Stone, J. Immunol., 67:235-242 (1951).

[00236] [8] ‘W.H.O. Manual for the Production and Control of Vaccines: Tetanus Toxoid, 1977
(BLG/UNDP/77.2 Rev.l)

37



[00237] [9] Didierlaurent et al., J. Immunol., 183:6186-6197 (2009).

1. ITonuBaneHTHAA NPOTUBOIHEBMOKOKKOBAA KOHBIOTMPOBAHHAA KOMIIO3UIUA CO CMEIIAHHBIM HOCUTEIECM,
cogepkamas 21 pa3auqHBINH KOHBIOTAT MHEBMOKOKKOBBIX KAIICYIBHBIX ITOMHCAXAPUAOB-OCIKOB, IPHUEM KasKIbIA
KOHBIOTAT  ITHEBMOKOKKOBOTO  KAICyAbHOTO  IOJMCAXapHaa-Oeka  COOepKUT  OCIKOBBIA  HOCHTETD,
KOHBIOTHPOBAHHBIH C KANICYJIbHBIM MOIUCAXaPHAOM OT Pa3IHYHBIX CEPOTUIOB Streptococcis pheumoniae, IPA 3TOM
cepoTHIIEl Streptococcus pneumoniae BeIOpanbl w3 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C,
19A, 19F, 22F, 23F u 33F,

puyeM OENTKOBBINA HOCUTENb MpeACTaBACT 000l CRM 97 NI CTONOHAYHBIN AHATOKCHH, U

U IIPH 3TOM YETHIPE U3 KANCYIbHBIX MTOMUCAXapUI0B KOHBIOTHPOBAHBI CO CTOJOHIYHBIM AHATOKCHHOM, a
OCTAITbHBIC KAICYIIbHBIC MOIMCAXapUAbl KOHBIOTHPOBaHbI ¢ CRM g7, IpHUEM YeThIpe KATICYNBHBIX IONHUCAXApHIA,
KOTOPBIE KOHBIOTHPOBAHEI CO CTOJOHIIHBIM AHATOKCHHOM, UMEIOT cepoTumsl 158, 22F, a nBa cepotuma BrIOpaHEI U3

TPYIIIBL, COCTOALIEH 13 cepotunos 1, 3 u 5.

2. ITormiBaneHTHAS NPOTHBOMMHEBMOKOKKOBASA KOHBIOTHPOBAHHASL KOMIIO3HIMA CO CMEIIAHHBIM HOCUTEIEM IO
. 1, B KOTOPO# KamncylIbHbIE MOMMCaXapuias! OoT cepotunos 1, 5, 15B u 22F KOHBIOTUPOBAHBI CO CTONOHAUHBIM
AQHATOKCHHOM, a KAICYJIbHBIC MOMUCAXapPUIBI OT CepoTUNOB 3, 4, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 18C,
19A, 19F, 23F u 33F xonbprorupoBansl ¢ CRM 7.

3. TTommBaneHTHAS IIPOTUBOMHCBMOKOKKOBAA KOHBHOTUPOBAHHAA KOMIIO3UIIUA CO CMCINAHHBIM HOCUTCIICEM I1O
m. 1, B KOTOPO#i KamCyabHBIC mOMcaxapuasl oT cepoTunos 1, 3, 15B u 22F KOHBIOTHPOBAHBI CO CTONOHIYHBIM
AHATOKCHHOM, a KaICYJIbHBIC TOMHCAaXapuabl OT cepoTumoB 4, 5, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 18C,
19A, 19F, 23F u 33F kousroruposansl ¢ CRM;7.

4. ITonmuBaneHTHAA MPOTUBOIMTHEBMOKOKKOBAS KOHBIOTHPOBAHHASA KOMITOZUINA CO CMECIIAHHBIM HOCUTEIIEM TIO
. 1, B KOTOPO#l KanCyapHBIC MOMMCAXapuasl OT cepoTuroB 3, 5, 15B u 22F KOHBIOTUPOBAHBI CO CTONOHAYHBIM
AHATOKCHUHOM, a KAICYJIbHBIC MOMUCAXapUIbl OT cepoTunos 1, 4, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 18C,
19A, 19F, 23F u 33F xonbsrorupoBansl ¢ CRM 7.

5. TTomuBaneHTHas IIPOTUBOIMMHCBMOKOKKOBAA KOHBHOTHPOBAHHAA KOMIIO3HIMA CO CMCITAHHBIM HOCUTCJIEM 10

MOO0MY U3 PEIIECTBYIOUIUX MYHKTOB, JOMOTHATEIHHO COACPYKAINAS A TbIOBAHT.

6. TTomuBaneHTHAS IIPOTUBOITHCBMOKOKKOBAA KOHBOTHPOBAHHAA KOMITIO3HIMA CO CMCIIAHHBIM HOCUTCJIEM 110

II. 5, B KOTOPOil aABHOBAHT MPEACTABIACT COOOH AIBIOBAHT HA OCHOBE ATFOMUHUA.
7. TTomuBaneHTHAA MPOTUBOITHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMITOZUINA CO CMEIIAHHBIM HOCUTEIIEM TIO
. 6, B KOTOPOW AQABIOBAHT BBIOpAH W3 TPYIIBL cOCTOsAmEH W3 (ochara amOMUHUA, Cynb(ara aTMOMUHUA U

THOPOKCHOA AIIOMUHUA.

8. TomuBaneHTHAS TIPOTUBOITHCBMOKOKKOBAA KOHBOTHPOBAHHAA KOMIIO3UIMA CO CMCIIAHHBIM HOCUTEIEM 11O

II. 7, B KOTOPOI aABIOBAHT NPEACTABIAET C000i (ochaT amoMuHuA.
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9. TTomiBaneHTHAS MPOTHBOITHEBMOKOKKOBASA KOHBIOTHPOBAHHASL KOMIIO3UINA CO CMEIIAHHBIM HOCUTEIEM IO
moOOMY U3 MPEAMECTBYIOIMUX IIYHKTOB, B KOTOPOI:

KATICY TbHBIH moucaxapu oT cepoturna IN konstoruposa ¢ CRM1g7 B COCTOSHUH, B KOTOPOM KATICYTbHBIH
MOJIUCAXapuA, 0T cepoTuna IN aKTHBHPOBAH C MOIYYCHUEM CTCICHH OKHCICHHA 2-19 umu 5-10 u MoaexymapHOH
maccel 200-700 x/[a;

KOHBIOTAT, 00pa30BaHHBIH MEXIY KaNCyIbHBIM mmomcaxapuaoM oT cepotuma IN m CRMiy;, umeer
MOJICKYJLIpHYI0 Maccy paBHy10 500-4000 x/a;

COOTHONIICHHUE KAICYIBHOTO moaucaxapuaa ot ceporuna IN u CRMig7 B KoHEBIOTaTe, 00Pa30BAHHOM MEKIY
KAINCyIbHBIM momucaxapugom ot ceporuna IN u CRM,q7, coctaBngert 0,5-2,5 (mac./mac.); u/um

15-60 % xoHBIOraTa, 00OPA30BAHHOTO MEXIY KANCYIBHBIM momaucaxapumoM oT cepotuna SN u CRMigr,

umeet 3Ha4eHne Ky pasroe 0,3 mmi Hiske Ha xononke CL-4B.

10. IIpnMmeHeHne NOMMBAICHTHON MPOTUBOIHEBMOKOKKOBOH KOHBIOTHPOBAHHON KOMIIO3HIUU CO CMEIIAHHBIM
HOCHTEJIEM TI0 JTEO00MY M3 IIPeIMECTBYIOIMUX IyHKTOB 1A IpodunakTuky y cyOpekTa nHpEKIMA Wik 3a001eBaHUL

Streptococcus pneumoniae.

11. Bakiuna, comepskammas MOMHBAJCHTHYH) MPOTHBOMHEBMOKOKKOBYH) KOHBIOTHPOBAHHYIO KOMITO3UIHIO CO

CMEIIAHHBIM HOCUTENEM IO TH000My 13 I 1-9 u hapmManeBTHHECKU IPUEMIIEMOE BCIIOMOTATENBHOE BEIIECTBO.
12. Cmoco0 nmpodunakTuky y CyosekTa HH(peKIMA wim 3a001eBaHus Streptococcus pneumoniae, BRIIOYAKOIIAH
BBCOCHUC CYOBCKTY NPOQUIAKTHYCCKH I(P(PEKTUBHOTO KOJUYECTBA MOJMBAICHTHOW NPOTHBOITHEBMOKOKKOBOM

KOHBIOTHPOBAHHOH KOMITO3UIMH CO CMEIIAHHBIM HOCHTEIEM 110 FoOoMy 13 mit. 1-9 mmm BakuuHE! Mo 1. 11,

13. Croco6 mo 1. 12, B XOTOpOM CYOBEKT ABIIETCA YEIOBEKOM B BO3pacTe 10 MeHblmel mepe 50 mert, u

3a0071€BaHUE TPEACTABIACT COO0I MHEBMOHUIO WITM UHBA3HBHOE ITHEBMOKOKKOBOE 3a0o0neBanue (IPD).
14. Cnoco0 mo 1. 12, B KOTOPOM CYOBEKT ABIAETCA YCIOBEKOM B BO3pPACTE IO MEHBbINEH Mepe 6 HEAeTb, U
3a00CBAaHAE TPESACTABICT COOOW ITHEBMOHMIO, WHBA3UBHOC ITHEBMOKOKKOBOE 3aboneBanue (IPD) mwmm octpoe

BOCTIAJICHHE CpeaHero yxa (AOM).

15. Cmoco0 mo 1. 14, B KOTOPOM CYOBEKT HAXOAUTCA B BO3PACTE OT 6 HEACTB 0 5 1eT, oT 2 A0 15 Mecaues wim ot 6

no 17 mer.

16. ITpumenenne no . 10 mma cnoco6 no modoMy u3 miL. 12-15, B KOTOPOM CYOBEKT ABIACTCS YETOBEKOM.

17. Cmnoco6 no mo6omy u3 min. 12-16, B KOTOPOM ITOJHBATIECHTHYIO IIPOTHUBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYIO

KOMITO3UIUIO CO CMCITAHHBIM HOCUTCJICM UJIH BAKIIUHY BBOJAT ITyTEM BHyTpPIMBH]Ie‘IHOI;‘I HUHBCKIUH.

18. Cmoco6 mo mobomy u3 min. 12-17, B KOTOPOM MOTMBAICHTHYIO IPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYIO

KOMITO3UIHIO CO CMCIIAHHBIM HOCUTCJICM HIH BAKIUHY BBOJAT KAaK 4aCTh CCPUHA I/IMMyHI/ISaI_[I/II‘/‘L
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POPMYJIA U3OBPETEHUA

1. UmmyHOreHHBI  KOHBIOTaT ceporuna 9N, comepkamuii  OelOK-HOCHUTENb,
KOHBIOTUPOBAHHBI C KaICyJbHBIM TOJHCaXapuaoM oT ceporuna 9N  Streptococcus
pneumoniae, IpuyueM OeoK-HOCUTENb rpeacTasisieT codoit CRMig7, U Ipy 3TOM KarCyJIbHbIH
nonucaxapun ot ceporuna IN konsrorupoBaH ¢ CRM197 B COCTOSIHIH, B KOTOPOM KarCyJIbHbIH
noyiucaxapun ot ceporuna YN akTUBUPOBAH C MOJyYEHUEM CTENEHU OKuciaeHus 2-19 umm 5-

10 n monexynsipnoi Mmaccol 200-700 x/la.

2. HmmyHOrenHnsiii koHbrorat ceporuna 9N no n. 1, UMEerIui MOJEKYJISIPHYIO Maccy

500-4000 x/[a.

3. HNmMmyHorennsiii koHbptOrat ceporuna 9N no n. 1 wam n. 2, B KOTOPOM COOTHOLIEHHE
KarcyyibHoro nosucaxapuaa ot ceporuna 9N u CRMi9; B IMMyHOr€HHOM KOHBIOTaTte 9N

cocrasisiet 0,1-5 (mMac./mac.).

4. HmMmmyHOrenHelii koHbtorar ceporuna 9N mo m. 3, B KOTOPOM COOTHOIIEHUE
KarcynbHoro nonucaxapuaa ot ceporuna 9N u CRMi9; B UMMyHOreHHOM KOHBIOTaTe 9N

cocrasnsiet 0,5-2,5 (Mac./mac.).

5. HNmmyHoreHHbI# KOHBIOTAT cepotuna 9N no modomy u3 . 1-4, B koropom 15-60 %
MMMYHOT'€HHOTO KOHBIOraTa ceporumna 9N umeer 3HaueHue Ky, pasHoe 0,3 uinu HIKe, Kak

n3MepeHo B kosoHke CL-4B.

6. WmmyHOreHHBbIH KOHBIOTAT ceporuna 9N mo modomy u3 nm. 1-5, B KOTOpOM
MMMYHOT€HHBII KOHBHOraT 9N npurorosieH ¢ nojaucaxapuaom ceporuna 9N, KOTOpBIN

AKTUBHUPOBAH JJIs MOJYUYEHUs CTENEHHU OKUCeHus 2-19.

7. HNmMmyHOrenHnelii KoHbBrOraT ceporuna 9N mo m. 6, B KOTOPOM CTENEHb OKHUCIEHUS

cocrasJsteT 5-10.

8. NmmyHOreHHBIH KOHBIOTAT ceporuna 9N mo modomy u3 nm. 1-7, B KOTOpOM
KarcyJbHbIN monmcaxapua ot ceporuna 9N konbprorupoBan ¢ CRMig7 myTem moOaBiieHHs

0,02-0,19 Mkr neprionata Ha | MKr caxapa, ¥ Ipyd 5TOM UMMYHOTI€HHbIN KOHBIOTaT 9N nmeer



MOJIeKyJIsIpHYyt0 Maccy S00-4000 k/{a, monekynsspHo-maccoBoe pacapenenenue 15-60 % ¢ Kq

0,3 nu HISKe, Kak n3MepeHo B kosioHke CL-4B, u cootHomenue caxapuna/denka 0,5-2,5.

9. IlonuBanenTHass MNPOTUBOINHEBMOKOKKOBAasi KOHBIOTMPOBAaHHAs KOMIIO3ULMSA CO
CMEIIaHHbIM HOCHUTEJIEM, COZIeprKallasi UIMMYHOT€HHBINH KOHbIOraT ceporuna 9N mno modomy

u3 . 1-8.

10. IlonuBaneHTHass NPOTUBONHEBMOKOKKOBAsi KOHBIOTUPOBAHHAs KOMITO3ULMSA IO M. 9,

AONOJHUTEJIBHO COACPKALAA aAbOBAHT.

11.  Cnoco® npuroroBieHHss UMMYHOT'€HHOTO KOHBbIOrata ceporumna 9N Streptococcus
pneumoniae, BKIFOYAKOLINN :

(@) JU3UpPOBaHME OaKkTepuasbHON KJIETKH, MNPONYLUPYIOLIEH KarCyJIbHBIN
nonucaxapun ceporuna IN Streptococcus pneumoniae, o6paboTKol GepMeHTaMH,

(b) OYHCTKY KarcyJbHOro caxapuaa ceporuna SN Streptococcus pneumoniae ot
JU3UPOBAHHON KJIETKU,

(©) AKTUBAIMIO KaIlCyJbHOrO Tnonmcaxapuma ceporuna 9N Streptococcus
pheumoniae TIPOBEIECHUEM PEAKIMU C OKUCISIOIIAM areHTOM C IOJy4eHHEM CTEleHH
okucaeHus 2-19 wim 5-10; u

(d) CMeIlMBaHUEe aKTHMBUPOBAHHOIO KaIlCyJbHOrO Nojucaxapuna ceporumna 9N

Streptococcus pneumoniae ¢ CRM197 ¢ 06pa3oBaHreM HIMMyHOT€HHOTO KOHBIOTaTa 9N.

12. Crocob mo . 11, B kotopoMm ocymecTBisitoT peakiuro CRMig7 cMemmmBaeMoro Ha
cranuu (d), ¢ BOCCTAaHABIMBAIOIIMM areHTOM ¢ 00pa30BaHUEM KOHBIOTAaTa C AKTHBHPOBAHHBIM

KaICyJbHBIM Mosiucaxapuaom ceporurna 9N Streptococcus pneumoniae .

13. Crnocob mo m. 11 uim . 12, B KOTOpOM Ha ctaguu (C) OCyLecTBILIIOT peakimto 0,02-
0,19 mkr mepitomata ¢ 1 MKr KamcyjbpHOro monmcaxapupga ceporuna 9N Streptococcus

pneumoniae nipu 20-25 °C B reuenue 15-20 yacos.

14.  Cnocob o mobomy u3 . 11-13, B KOTOpOM KarcyJIbHBIN oucaxapua ceporumna ON
Streptococcus pneumoniae, TpOpearupoBaBLIMH C OKHCISIFOLIMM areHTOM Ha cragud (C),

nMeeT MoJeKyJsipHyro maccy 400-900 x/la.



15. Cnoco6 mo mobomy wu3 mm. 11-14, B KOTOpPOM aKTHBHPOBAHHBIN KarCyJbHbIA
noyucaxapun ceporuna ON Streptococcus pneumoniae, cmemanneiii ¢ CRM 197 Ha craanu (d),

UMeeT MOJIeKyJsipHYro maccy 200-700 x/la.

16. Crioco6 o mobomy u3 nm. 11-15, B KOTOpOM HIMMYHOTeHHBIH KOHBIOTAT cepoTumna 9N

Streptococcus pneumoniae nMeeT MoneKyJsIpHYIO Maccy 500-4000 x/la.

17 Cnoco6 nmo mobdomy u3 nm. 11-16, B KOTOpOM HadaJbHOE HCXOMHOE COOTHOIIEHHE

CRM197 K aKTUBUPOBAHHOMY KancCyJbHOMY caxapupay ceporuna 9N cocrasiser 0,5-2,5:1.

18. Crnoco6 mo mobomy w3 mm. 11-17, B kxoropom mno MeHblier mepe 15-60 %
UMMYHOT€HHOTO KOHBIOraTa MOKeT MMeTh 3HaueHue Kq paBHoe 0,3 win HuKe, Kak H3MEPEeHO

B xoouke CL-4B.

19.  Cnocob no mobomy u3 nm. 11-18, B KOTOpoM Ha craguu (C) OCYINECTBISIOT PEAKLIMIO
0,02-0,19 Mkr mepiionata ¢ 1 MKr KarcyJpHOro nojucaxapuna ceporuna 9N Streptococcus
phneumoniae, v IP 5TOM UMMYHOT€HHbIN KOHBIOraT 9N, oOpa3oBanHbIi Ha cTaauu (d) umeer
MoutekyJsIpHyto Maccy 500-4000 k/la, monexynsipHO-MaccoBoe pacrpenenerue 15-60 % ¢ Kqg
pagHoii 0,3 wnmm Hmwke, Kkak usMepeHo Ha komoHke CL-4B, u cooTHomeHue

CRMg7/monmcaxapuna 0,5-2,5.

20.  Cnocob o srobomy u3 . 11-19, B KOTOpOM cTeneHb OKHUCIeHust cocTaBisier S-10.
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