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(57) TlpenioxeHsl MONMBATIEHTHbIE —MPOTHBONHEBMOKOKKOBBIE —~KOHBIOTUPOBAHHBIE — KOMIO3MIMU €O

CMCHIAaHHBIM HOCHTCIICM, couepn{amﬂe 21 pa3ﬂH'-IHbII71 KOHBHOrar ITHEBMOKOKKOBBIX KaHCyﬂbeIX
MOJIMCaXapUI0B-0EIKOB, MPUYEM KaXKIbIii W3 KOHBIOraTOB BKIIIOYACT KAICYJbHBIA MONHCAXapHI OT
OTIMYAOIIETOCS cepoThmna Streptococcus pneumoniae, KOHBIOTUPOBAHHBIA JIMOO €O CTOJOHIYHBIM
anarokcuHoM (TT), mubo ¢ CRM,y;, npuuem cepoTumsl Streptococcus pneumoniae BeIOpansl u3 1, 3, 4,
5, 6A, 6B, 7F, 8, ON, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F, npuuem KarcyibHbIe
MTOJTUCAaXapU/Ibl IBYX CEPOTHIIOB U3 CEpPOTHIIOB 1, 3 u 5 koHBIOTHpOBaHHBI ¢ TT, a OcTaNbHBIC KalCyIbHEIC
MOJIMCaxapu bl KOHBIOTHPOBaHbI ¢ CRM j97. [Ipe/ioskeHbI TaKkKe CIIOCOOBI IIPOU3BOICTBA MOJIMBATICHTHBIX
MIPOTUBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HMIIMII CO CMEIIAHHBIM HOCHTEIIEM U CIOCOOBI HX
TIPUMEHEHHS JJTs1 TPOPHUIAKTHKH y CyOBeKTa HHOEKIIUH WK 3a00neBaHus Streptococcus pneumoniae.
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MNOJHUBAJIEHTHAA TPOTUBOITHEBMOKOKKOBASA ITOJINCAXAPU/ITHO-BEJIKOBASA
KOHBIOTPOBAHHAA KOMIIO3UIIUA

HNEPEKPECTHASA CCBLIKA HA POJACTBEHHBIE 3AABKU

[0001] B Hacrostineii 3asABKE HCIPAIIHBACTCS MPHOPHTCT, H OHA OCHOBAHA HA JATC IOJAYH MPCIBAPHUTCIBHOMN
3assku Ha mateHT CIITA HOMep 62/626,482, moganHo# 5 eppaist 2018 1., u Kopelickoit 3a1Bku Ha nmateHT HOMEp 10-
2018-0045246, momanHo¥ 18 ampens 2018 r., mMONHOE ONMHCAHHE KOTOPBIX BKIKOUYCHO B JAHHOM JOKYMCHT

TOCPEACTBOM CCBITIKH.

OBJIACTDb TEXHHUKH
[0002] Janmas 3asBKa OTHOCHTCS, B IEJIOM, K IOJHBAICHTHBIM MPOTHBOITHEBMOKOKKOBBIM KOHBIOTHPOBAHHBIM
KOMIIO3UIUSAM CO CMEIIAHHBIM HOCHTENIEM, COACP/KAIMM HX BAKIHHAM H CIIOCO0AM MPHMEHEHHS STUX KOMITO3HIIHIT

U BaKIUH UL MPO(PUIAKTHKE Y CYOBEKTa HH()CKIMH MK 3a00JICBaHUS Streptococcus pneumoniae.

YPOBEHb TEXHUKHN

[0003] TInemokoOKKH (Streptococcus pneumoniae) TPEACTABISIOT COOOW TPAMIONOKHTEIBHBIC, KOMBCBHIHBIC,
(pakyTbTATHBHO aHASPOOHBIC OakTepuu ¢ 601ee 90 H3BECCTHRIME CEPOTHIIAMH. BBIJIO YCTAHOBICHO, YTO OOTBIIHHCTBO
CEPOTHIIOB S. pneumoniae BBHI3BIBAIOT 3a00JeBaHHE, Cpequ HHUX 23 Haumboiee pPacIpOCTPaHCHHBIE CEPOTHIIA
00ycaaBIuBa0T NpHOm3HTEIbHO 90 % MHBA3HBHBIX 3a001eBaHuH 0 BeceMy Mupy. CepoTHIIbI KIacCU(PUIHPYIOT Ha
OCHOBE CEPOJIOTHYECKOTO OTBETA Ha KaICyJIbHBIC NOTHCAXapHABL, HaHOOJee BAXKHOTO (pakTOpa BUPYJICHTHOCTH AJIA
ITHEBMOKOKKOB.  KarcyibHble mOIHCAxXapHAbl SBISIOTCA HE3aBHCHMBIMH OT T-KJIE€TOK AHTHI€HAMH, KOTOpPBIC
HHIYLHPYIOT BRIPAOOTKY AHTHTEI B OTCYTCTBHC T-XCImepHbIX KieTok. He3aBucumbie 0T T-KICTOK AHTHTCHBI, KAK
NPABUJIO, WHOYLHMPYIOT AHTHTENA C HU3KOH a(()UHHOCTBIO W KPATKOBPCMCHHBIMH HMMYHHBIMH OTBCTAMH C
HC3HAYHUTEIBHON HMMY HOJIOTHUYCCKON MAMSATDh HITH COBCEM O¢3 Hee.

[0004] TlepeomayaneHBle  NPOTHBOMHEBMOKOKKOBBIC — BAKIMHBI  BKIFOYANIM  KOMOHHALIMH  KATICYJBHBIX
MOJTUCAXAPHIOB OT PA3THYHBIX CCPOTHIOB. OTH BAKIMHBI MOTYT HANCTATh HMMYHHTCTOM MPOTHB S. preumoniae
TIANUCHTOB C PA3BUTOH WM 3M0POBOH HMMYHHOH CHCTEMOMH, OJJTHAKO OHH HE 3((PSKTHBHBI Y MIAJCHICB, Y KOTOPBIX
OTCYTCTBYCT PA3BHTAA HMMYHHAS CHCTEMA, U Y MOXKUIIBIX JTEOACH, Y KOTOPBIX YACTO HAPYLICHA HMMYHHAS (DY HKLIHL.
JUis yIydImeHHs WMMYHHOTO OTBETA HA MPOTHBOMMHCBMOKOKKOBBIC BAKLIHHBI, OCOOCHHO Y MJIAJICHIICB M MOYKAJIBIX
MOACH, KOTOPbIC TOABCPTaOTCS MOBBILCHHOMY PHCKY pPasBUTHSA WH(pCKImH S. pneumoniae, KanCyJbHbBIC
MOJTUCAXAPHIB KOHBIOTHPOBATH C MOAXOMAMIMME OCTKAMH-HOCHTCSIISIMHA TS CO3NAHMS MPOTHBOITHCBMOKOKKOBBIX
KOHBIOTHPOBAHHBIX BAKIWH. KOHBIOTamus ¢ MOAXOAAMIAM OCIKOM-HOCHTEICM H3MCHACT KAICY IbHBIH MOJTHCAXAPUT
C HE3aBHCUMOTO OT T-KJIETOK AHTHUIEHA HA 3aBHCHUMBIN OT T-kiaeTok aHTHreH. II0 CymecTBy, HMMYHHBIH OTBET
NPOTHB KOHBIOTHPOBAHHOTO KAINCYJIBHOIO MOJHCAXApHIA BOBICKACT T-XCNMEPHBIC KICTKH, KOTOPBIC MOMOTAIOT
HHAYUHAPOBaTh OOJCC CHIBHBIH W OBICTPBIi WMMYHHBI OTBCT NPH NOBTOPHOM KOHTAKTS C KAICYJIbHBIM
MOJTUCAXAPHIOM.

[0005] CymecTpyer, Mo KpaifHEH Mepe, ABa TOAX0AA K Pa3paboTKe MPOTHBOMTHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
BAKUWH. MOAXOJ C OJAHHM HOCHTEICM H MOJXOJ CO CMCHIAHHBIM HOCHTENEM. FIMMYHOTCHHOCTh KOHBIOTATOB
PA3THYHBIX KANCYJBHBIX MOTHCAXAPHAOB MOYKCT OTJIHYATHECH B 3aBHCHMOCTH OT NMHEBMOKOKKOBOIO CCPOTHNA H
HCTONTB3YEMOTO OenKa-HocHTens. [IpH MOaxX0ae C OXHHM HOCHTEJCM KANCYJIbHBIC MOTHCAXAPHIBI OT PA3THTHBIX
CCPOTHIIOB KOHBIOTHPYIOT ¢ OXHAM OcikoBeIM HOocuTenaeM. Psan sakuwH [IPEBHAP xommanwm Pfizer apmiacrcs

MPUMEPOM MOAX0AA C MCHOJb30BAHHEM OJHOTO HOCHTEI, IPH KOTOPOM PA3JIMYHbIC KAINCYJbHBIC MOTHCAXAPHIbI



KOHBIOTHPYIOT ¢ OenkoBbM HocuTesleM CRM 97, HETOKCHYHBIM BapHAHTOM JU(PTEPHIHOTO aHATOKCHHA, HMCIOIHM
OJHY AMHHOKHCJIOTHYIO 3aMCHY INIFOTAMHHOBOH KHCIOTH! Ha rmmuH. B 2000 roxy Opona Bnepsble 0g00peHa 7-
pancHTHA1 [IPEBHAP-sakumaa (IIPEBHAP), u oHa COACP)KHT KANCYyJIPHBIC MOJHCAXAPUIBI W3 CEMH HAWOOJICe
pactpocTpaHeHHBIX cepoTumos. 4, 6B, 9V, 14, 18C, 19F u 23F. B 13-BancHrHo#i Bakumue, [IPEBHAP 13,
nmobasieHs! cepotunsl 1, 5, 7F, 3, 6A u 19A k 6enkosomy HOocutemro CRMig;. Bemkossrit Hocutenb, CRMg7, —
OJIWH HOCHTETb, MpuMEHACMBIH B BakuuHe [IPEBHAP, Hukoraa He MpUMEHSIICA KaK YaCTh CHCTEMBI CO CMCIIAHHBIM
HOCHTEJIEM B IIPOTHBOITHEBMOKOKKOBOH KOHBIOTHUPOBAHHOH BAaKIMHE.

[0006] Bropoi moaxox it MPOTHBOMHCBMOKOKKOBBIX BAKIWH TPEACTABIICT COOOM MOAXOA CO CMCIIAHHBIM
HocHTEleM. B moaxone co CMEMIaHHBIM HOCHTENIEM, BMECTO HCIOJIB30BAHUS OJHOTO OCIKOBOTO HOCHTEI,
MIPUMEHSIOT 1BA WUTH OOJIbIIIE OCTKOBBIX HOCUTENICH C KAICy IbHBIMH ITOJIUCAXaPUIAMH OT CIIEHH(PUICCKUX CEPOTHUTIOB,
KOHBIOTHPOBAHHBIX C IEPBBIM OCIKOBBIM HOCHTENICM, M KaICyJIbHBIMH IOJIHCAXAPHIAMH OT APYTHX CCPOTHUIIOB,
KOHBIOTHPOBAHHBIX C IO MCHBIIEH MeEpe BTOPHIM OTJIHYAIOIIUMCA OCIKOBBIM HocuTeneM. Hampumep,
GlaxoSmithKline pazpaboran SYNFLORIX, 10-panentHy!0 (ceporumsl 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F u 23F), co
CMCIIAHHBIM HOCHTEJIEM, NPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYIO BAKLUHY, B KOTOPOM MCIOJIB30BAHBI B
KauecTBe OENKOBBIX HOcHutesel Oenok D H influenzae, cTonOHAYHBIH AaHATOKCHH H JU()TCPHUIHBIN aHATOKCHH. B
SYNFLORIX, ceporumst 1, 4, 5, 6B, 7F, 9V, 14 u 23F koustorupoBassl ¢ 6emkoM D; cepotun 18C KOHBIOTHPOBAH
CO CTONOHAYHBIM AHATOKCHHOM H cepoTHn 19F KOHBIOTHpOBaH C Mu(TepHiHBIM aHaTokcHHOM [2]. M3 11-
BasieHTHOTO npenmectseHHHKa SYNFLORIX ObLT yAaneH cepoTHII 3, B YACTHOCTH, IO NMPUYHHE TOTO, YTO OH HE
nokasai crenupuueckoi 3(p(PeKTUBHOCTH IO CEPOTHITY B HCCICAOBAHHH C OCTPBIM BOCIAJICHHEM CpexHero yxa [1].
Hpyras rpymna, Aventis Pasteur, pa3padorana 11-sanentHyro (ceporun 1, 3, 4, 5, 6B, 7F, 9V, 14, 18C, 19F u 23F),
CO CMCIIAHHBIM HOCHTEJIEM, MPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYO BAKIMHY C HCIIOJB30BAHUEM B KAYECCTBE
OCITKOBBIX HOCHTCIICH JU(PTCPHIHHOTO AHATOKCHHA M CTOJIOHAYHOTO aHaTOKCHHA [3]. KamcyapHbIC MOTHCAXAPHIBI OT
ceporumnos 3, 9V, 14 u 18C MoryT BBI3BIBaTH 00JICE BBIPAXKCHHBIH OTBET, KOTJa OHH KOHBIOTHPOBAHEI C TH(HTCPHHHBIM
AHATOKCHHOM, YCM KOTJA OHH KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM [6]. Takum 00pa3oM, CCpOTHIIBI 3,
6B, 14 u 18C koHBIOTHPOBATH C IUPTCPHIHBIM AHATOKCHHOM, a cepotumsl 1, 4, 5, 7F, 9V, 19F u 23F
KOHBIOTHPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM. Pa3pa0oTka 3TOH NMPOTHBONHEBMOKOKKOBOH BAKLHHBI CO
CMCIIaHHBIM HOCHTEJIEM ObLITa MPEKPANICHa, OTYACTH, IO TEXHUUCCKUM IMPHYHHAM U H3-32 BO3MOKHOCTH ITOJTY UCHUS
CHIDKCHHOTO OTBCTA MPH BBCACHHH C OCCKICTOYHBIME BAKI[HHAMHE MpOTHB Kokiroma [3]. Hemasuo cooOmanmy, uro
cepoTum 5, a Takke 1, IMETM ONWH W3 CaMBIX HU3KUX HaOmomaembix THTpoB OPA (omcoHo(aromuthpyrommx
anruren) u3 seex cepotunos I[IPEBHAP 13, B koTopom Habmromamach CBA3aHHAS KOPPEISIU Mekay TUTpoM I1gG n
aktuBHOCTHEO OPA [4]. Tarke OBLTO BRICKA3aHO MPCATONOKCHUE, UTO I CCPOTHIA 3 A 3aIMUTHI MOTPeOyeTCA

ropaszmo Oomnee BIcokas koHOCHTpanwa [gG B CriBOpoTKE [S].

CYIIHOCTDB U30GPETEHHA

[0007] B nammo#f 3asBKC NPEIIOKCHA HOBBIC H YIIVUIICHHBIC TOJIHBAJIICHTHBIC IIPOTHBOMHCBMOKOKKOBBIC
KOHBIOTHPOBAHHBIC KOMIIO3HLIUH CO CMCIIAHHBIM HOCHTCICM W COACPYKAINMC WX BAKUHMHBL B OZHOM acmeKTe
U300pCTCHUST B JAHHOM 3asBKE MPCIJIOKCHA TIOJMBAJICHTHAS INPOTHBOIMHCBMOKOKKOBAS KOHBIOTHPOBAHHAS
KOMIIO3HIHS CO CMCINAHHBIM HOCHTCJICM, COACPXKAImasi 21 pa3iuyHbI KOHBIOTAT MHCBMOKOKKOBBIX KATICYJIBHBIX
HOJIHCAXAPHIOB-0CIKOB, NPHYEM KaKABIH KOHBIOTAT ITHEBMOKOKKOBOTO KAICYJBHOTO IOJHCAXapHaa-Oenka
COICPXKHUT OCIKOBBIA HOCHTC/Ib, KOHBIOTHPOBAHHBIN C KANCYJbHBIM IMOJHCAXAPHIOM OT PA3IHYHBIX CCPOTHIIOB

Streptococcus pneumoniae, PH 3TOM CEPOTHIIBI Streptococcus pneumoniae BeIOpansl U3 1,3, 4, 5, 6A, 6B, 7F, 8, 9N,

9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F, npuyucM OCIKOBBIH HOCUTCIH MPSACTABIACT COOOM



CRMio7; wmi cTONOHAYHBIN AHATOKCHH, MPH 3TOM [BA M3 KAICYJbHBIX MOJTHCAXAPHIOB KOHBEOTHPOBAHBI CO
CTONOHSIYHBIM AHATOKCHHOM, & OCTATBHBIC KATNICYJIBbHBIC MOJTHCAXapuabl KOHBIOrupoBansl ¢ CRM 197, U mpHyeM 1Ba
KaNCyJbHBIX MOJNHCAXapUIa, KOTOPHIC KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, BBIODAHBI M3 TPYIIIBL,
cocrodAmeH u3 cepotunos 1, 3 u 5.

[0008] B HexoTOpBIX BapHAHTAX OCYIUCCTBICHHS 21-BAJICHTHOW NPOTHBOMHECBMOKOKKOBOW KOHBIOTHPOBAHHOM
KOMIIO3HIMH CO CMCIIAHHBIM HOCHTEIEM KaNCyJIbHBIC IMOJMCAXapHABI OT CCPOTHIOB 1 H 5 KOHBIOTHPOBAHBI CO
CTOIOHAYHBIM AHATOKCHHOM, 4 KaIlCYJIbHBIC MOJTHCAXapHabl OT CepoTUNoB 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F xoustoruposans ¢ CRM .

[0009] B apyrom BapuanTe OCYLICCTBICHHSA 21-BaJCHTHONW NPOTHBOMHCBMOKOKKOBOH KOHBIOTHPOBAHHOM
KOMIIO3HIMH CO CMCIIAHHBIM HOCHTENEM KaICYJIbHBIC IOJIMCAXapHABI OT CEPOTHNOB 1 H 3 KOHBIOTHPOBAHBI CO
CTOJIOHAYHBIM AHATOKCHHOM, 4 KaINCyJIbHBIC MOJHCAXapHabl OT cepoTunoB 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F xoustoruposans ¢ CRM 7.

[0010] B napyrom BapuaHTe OCYLICCTBICHHS 21-BaJCHTHONW NPOTHBOMHCBMOKOKKOBOH KOHBIOTHPOBAHHOM
KOMIIO3HIMH CO CMCIIAHHBIM HOCHTEICM KaICyJbHBIC IOJIMCAXapHABI OT CCPOTHIOB 3 H 5 KOHBIOTHPOBAHBI CO
CTONOHSYHBIM AHATOKCHHOM, a KaTCYJIBHBIC MOJIHCAXapuIbl OT cepoTHmoB 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F xonbtoruposans ¢ CRM 7.

[0011] B HekoTOpHIX BapHAHTAX OCYLICCTBICHHS W300PETCHUS IIOJHBAICHTHAS MTPOTHBOMHCBMOKOKKOBAS
KOHBIOTHPOBAHHAS KOMITO3HIMA CO CMEHIAHHBIM HOCHTEJEM MJOIOJHUTEIBPHO COACPKHT AJBIOBAHT, TaKOH Kak
ABIOBAHT HA OCHOBE AJFOMUHMA, BKIIOYAS, HO HE OTPAHHYUBAACKH, (pocpaToM amOMUHHA, CYIb(HATOM ATFOMUHUS H
THIPOKCHIOM ATFOMIHUS.

[0012] Opyroii acmexT H300pETCHHS OTHOCHTCA K NPUMCHCHHIO 21-BAJCHTHOH MPOTHBOITHEBMOKOKKOBOI
KOH'BIOTHPOBAHHON KOMIIO3HIWHI CO CMCHIAHHBIM HOCHTCIICM B KAUCCTBE BAKLIHHEL

[0013] Eme omuH acmekr W300peTCHHs  OTHOCHTCA K  BAKOWHE, Coaepikameii  21-BaJeHTHYIO
MPOTHBOMHEBMOKOKKOBYK) KOHBIOTHPOBAHHYE) KOMIOBHIHIO CO CMCIIAHHBIM HOCHTCICM H (DPApMALCBTHUCCKH
TPHEMICMOE BCIIOMOTATEIBHOS BELICCTBO.

[0014] Eme oaue acmekT OTHOCHTCA K cmoco0y NpOopHIAKTHKE HH()CKUHH WM 3a00NCBaHHS Streptococcus
pneumoniae 'y TaKOTO CyOBCKTA, KAK YCTOBCK, MPH 3TOM CIOCOO BKIIFOYACT BBEACHHC CYOBEKTY MPO(PHIAKTHUCCKH
3} dexTuBHOrO KOMMYECTBA 21-BANCHTHBIX NPOTHBOITHCBMOKOKKOBBIX KOHBEOTHPOBAHHBIX KOMITO3HLHHA CO
CMCILAHHBIM HOCHTCIICM UITH COACPIKAILCH X BAKL(HHBI.

[0015] B HekoTOpBIX BapHAHTAX OCYLICCTBICHHS H300PETCHHS CYOBEKT SIBISICTCS YCJIOBEKOM B BO3PACTE MO
MeHbplieli Mepe 50 set, u 3aboneBaHHE TPEACTABIICT COOOH IMHEBMOHHIO WIIM HWHBA3HBHOC ITHEBMOKOKKOBOC
3abonesanune (IPD).

[0016] B HekoTOpHIX BAPHAHTAX OCYIUCCTBICHHS H300PETCHHS CYOBEKT SIBILICTCSA HCIOBEKOM B BO3PAcTe IO
MeHbIICH Mepe 6 HeAenb, W 3a00JeBaHWE NPEACTABISICT COOOH ITHEBMOHHIO, WHBA3HBHOC ITHEBMOKOKKOBOC
3abonceanne (IPD) wimm octpoe BocmancHme cpeanero yxa (AOM). B HEKOTOPHIX BAapHAHTAX OCYIICCTBICHHA
H300peTeHNUs CyOBEKT-UETIOBCK HAXOAUTCS B BO3PACTE OT 6 HEACHb 0 5 neT. B Ipyrux BapHaHTAaX OCYINECTBICHHS
H300peTeHNUS CyOBEKT-4EI0BEK HAXOIUTCS B BO3pacTe oT 2 A0 15 mecsanes wmm ot 6 10 17 ner.

[0017] B HekoTOpBIX BapWaHTAX OCYLICCTBICHHS H300peTCHUs 21-BAJCHTHYIO NPOTHBOITHCBMOKOKKOBYIO
KOHBIOTHPOBAHHYIO KOMITO3HIMIO CO CMCINAHHBIM HOCHTSIICM HJIH BAKLUHY BBOJAT BHYTPHMBIIICYHONH HHBCKIHCH.
B  HekoTOpBIX  BapWAHTaX  OCYINCCTBICHHA  H300peTeHHsA  21-BaNCHTHYK0  NPOTHBOITHEBMOKOKKOBYIO

KOHBIOTHPOBAHHY K0 KOMITO3HIHIO CO CMCIIAHHBIM HOCHTCIICM HJIH BAKIIUHY BBOIAT KAK YACTh CCPUHA I/IMMyHI/ISaI.[I/Iﬁ



[0018] Eme omme acmekT OTHOCHTCS K HMMYHOTCHHOMY KOHBIOTaTy ceporuma IN Streptococcus pneumoniae,
KOTOPBIN COJCPIKUT: KaICyIbHBIH caxapupn cepormma 9N ot Strepfococcus pneumoniae, W OEIOK-HOCHTEIb,
CBA3AHHBIH C KANCYJIBHBIM CAXapuaoM, mpHueM Ociok-HOCHTeHb mpeactaBiaeT co0oii CRMig;. B HEekOTOPBIX
BAPUAHTAX OCYUICCTBICHHS MOJHBAICHTHBIX IIPOTHBOTHEBMOKOKKOBBIX KOHBIOIHPOBAHHBIX KOMITIO3UIMI H BAKIIMH
C KOHBIOTAaTOM HMMYHOTCHHOTO cepoTura 9N U CO CMCIMAHHBIM HOCHTEIICM (U CII0C00aX ¢ HUMH/MX MPHMCHCHUAX),
caxapun ceporuma 9N moxker O0bITh cBs3aH ¢ CRMig7 ¢ 0Opa3oBaHHEM KOHBIOTaTa B COCTOSHHH, B KOTOPOM OH
AKTHBHPOBAH C MOJIYyYCHUEM CTENCHH OKHUCICHNUA 2-19 nn 5-10 u Mmonekyaaproi Macesl 200-700 x/la. B HEKOTOPBIX
BAPUAHTAX OCYLICCTBJICHHS MOJHBAJICHTHBIX IPOTHBOTHEBMOKOKKOBBIX KOHBIOIHPOBAHHBIX KOMITIO3HIMI H BAKIIUH
C KOHBIOTaTOM HMMYHOTCHHOTO cepoTura 9N U CO CMCIMAHHBIM HOCHTEJIEM (U CIIOC00axX ¢ HUMH/MX MPHMCHCHUAX),
KOHBIOIaT HIMMYHOTEHHOTO cepoTuna 9N MOKET HMETh MOJIEKY JLIpHYO Maccy 500-4000 x/a.
[0019] B HekoTOPBIX BAPHAHTAX OCYIUCCTBICHHUS IOJTHBATICHTHBIX MPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3HIMH M BAKIMH C KOHBIOTaTOM HMMYHOT€HHOTO ceporuna 9N u co CMEIIaHHBIM HOCHTENEM (M crocobax ¢
HUMH/UX TIPUMCHCHHAX), COOTHONICHHE KANCYJBHOTO caxapmuzaa cepotuma IN u OeIKa-HOCHTENI B KOHBIOTATe
uMMyHOTeHHOTO cepotuna IN cocrasiser 0,1-5 (Mac./mac.). B HEKOTOPBIX BapHAHTAX OCY IICCTBICHHUS H300pETCHUA
COOTHOIIEHHUE cocTasyster 0,5-2.5.
[0020] B HexOTOpPBIX BAPHAHTAX OCYLICCTBICHHUS MOJHBAJICHTHBIX MPOTHBOMHCBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMITO3HIMH M BAKIMH C KOHBIOTaTOM HMMYHOTCHHOTO cepotuna 9N H co CMEIIaHHBIM HOCHTENEM (M CHOCO0ax C
HHMH/HX NPUMEHEHUAX), 15-60 % KkoHBIOraTa HMMYHOTE€HHOTO cepoTuna 9N moker mMeTh Ha Kojonke CL-4B
3HaucHHE Kq paBHOE 0,3 MM HIDKE.
[0021] B HexOoTOpPBIX BAPHAHTAX OCYLICCTBICHHUS MOJHBAJICHTHBIX MPOTHBOMHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
KOMIIO3HIMH U BAKIMH C KOHBIOTaTOM HMMYHOTCHHOTO cepoTHia 9N H CO CMEMAHHBIM HOCUTENEM (U crocofax ¢
HAMH/AX TPUMCHCHHAX), KOHBIOTAT HMMYHOTCHHOTO cepoTtuna 9N MOXKET OBITh NMPHTOTOBJICH C IMOJIHCAXAPHIOM
cepotuna 9N, KOTOpBI AKTHBHPOBAH A1 NOJIYYCHHS CTCNCHH OKHCICHHA 2-19. B HEKOTOpBIX BapHAHTAX
OCYILECTBICHUS H300PETCHHUS KOHBIOTAT HMMYHOTCHHOTO CEpOTHIIa 9N MOXKET OBITH MPUTOTOBJICH C MOJTUCAXaPHIOM
ceporuna 9N, KOTOPBIN AKTUBHPOBAH I MOJYUYCHUS CTCIICHH OKUCTCHHS 5-10.
[0022] B HekOTOPHIX BAPHAHTAX OCYIUCCTBJICHHUS IOJIHBAIICHTHBIX MPOTHBOITHEBMOKOKKOBBIX KOHBEOTHPOBAHHBIX
KOMITO3HIMH W BAKIWH C KOHBIOTaTOM HMMYHOTCHHOTO cepotuna 9N i co CMEIIaHHBIM HOCHTEJIEM (H CIOco0ax ¢
HUMH/HX TPHUMECHEHHAX), ecimu caxapun ceporuna IN Streptococcus pneumoniae xorproruposa ¢ CRMig7 myTem
nmob6aenenust 0,02-0,19 Mkr nepiionaTa Ha 1 MKT caxapa, TO KOHBIOTaT MOYKET HMETh MOJICKYJIpHY 0 Maccy 500-4000
k/la, Mosreky nspHO-MaccoBoe pachpeneneaue 15-60 % (Kq <0,3) u cooTHOmeHue caxapuaa/oenka 0,5-2.5.
[0023] B eme oxHOM acmeKTe B HACTOSIIEM OMHCAHHH TAKKE MPEIIOKEH CITOCOO MPHTOTOBICHHS HMMYHOTCHHOTO
KoHBEOTaTa cepotumna IN Streptococcis pneumoniae, IPH 3TOM CIIOCO0 BKITFOUACT:

(a) mm3upoBaHWC OAKTCPHANBHONW KIICTKH, MPOAYLHPYIOMICH KANCYJBHBIN MOHCaXapun cepotuma 9N
Streptococcus pneumoniae, 00padoTKOM ee (pepMECHTAMH,

(b) ouncTky KancynpHOTO caxapuaa ceporuna IN Streptococcus pneumoniae OT TH3HPOBAHHOH KICTKH,

(c) aKkTHBaNWIO KANCyJBbHOTO monmcaxapuaa ceporuma 9N Strepfococcus pneumoniae TPOBEACHHEM
PEaKIHH C OKHUCILIIOMIUM aTCHTOM C IMOJIyUYeHHEM CTENICHH OKUCICHHA 2-19 wmm 5-10; u

(d) obpazoBanme KOHBIOTATa KANCYJIbHOTO caxapuaa cepotuna IN Streptococcus pneumoniae, CBI3aHHOTO
¢ CRM o7 myTEM CMCIIHBAHUSA AKTHBHPOBAHHOTO caxapuaa ¢ CRM 7.
[0024] B Hekortopsix BapumanTax ocymiecTBicHms u3o0percuus CRMigr, cMmemanueii Ha cragmm (d), mMoxer
pearupoBaTth C BOCCTAHABJIMBAIOIMM AarcHTOM C OOpa30BAHHEM KOHBIOTAaTa C AKTUBHPOBAHHBIM KaIlCyJIbHBIM

nomcaxapuaoM ceporuna IN Streptococcus pneumoniae. B HEKOTOPBIX BapHAHTAX OCYINECCTBICHHUS H300PETCHUS
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Ha ctagun (¢) 0,02-0,19 Mxr mepiogata MOKET PEarHpoBaTh ¢ 1 MKI KanCyJIbHOTO HOJHMCaxapHaa ceportuma 9N
Streptococcus pneumoniae ipu 20-25 °C B Teuenne 15-20 yacos.

[0025] B mHexkoTOpBIX BapHAHTAX OCYINCCTBIICHHS HW300PCTCHHS KANCYJBHBIH mOMucaxapux ceporuma 9N
Streptococcus pneumoniae, TPOPEATHPOBABIIMN C OKUCIIOIIMM AarceHTOM Ha CTaguu (C), MOXKET HMETh
MOJICKYJIpHYEO Maccy 400-900 k/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHA H300PCTCHHA AKTHBHPOBAHHBIH
Karcy IsHbIH nosmcaxapuy ceporuna IN Streptococcus pneumoniae, cvemanubii ¢ CRMio7 Ha craguu (d), Moxer
HMETh MOJIEKY JIIpHYI0 Maccy 200-700 x/la. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHU H300pETCHH HMMYHOTCHHBIH
KOHBIOTAT cepotuna 9N Streptococcus pneumoniae MOXKET HMETh MOJCKYJLIpHYRO Maccy 500-4000 x/la. B
HEKOTOPBIX BAPHAHTAX OCYILICCTBICHHSA H300pPETCHHA IEPBOHAYAIbHOE HCX0MHOE cooTHomeHne CRMig; u
AKTHBHPOBAHHOTO KamcyabHOTO caxapuaa ceporuma IN (Hocutens CRMiq7:.caxapua) MosxkeT coctasmars 0,5-2,5:1.
B HekoTOpBIX BapHaHTaX OCYINCCTBICHHA H300pETCHUs Mo MeHbIIeH mepe 15-60 % HMMyHOTEHHOTO KOHBIOTaTa
MoryT uMeTh 3HaucHue Ky 0,3 mwin Hwke, m3MepeHnoe Ha kogoHke CL-4B.

[0026] B HekoTOpBIX BApHAHTAX OCYINSCTBICHHSA H300pPETCHHS moimcaxapun ceporuma IN  Streptococcus
preumoniae TIO HACTOAIIECMY OIHCAHUIO KOHBIOTHPOBaH ¢ CRM1g7 myTem nobasnenus 0,02-0,19 mxr nepifonata Ha
1 MKr caxapa, HMMYHOTCHHBIH KOHBIOTaT HMEET MOJICKYJLIpHYIO0 Maccy 500-4000 x/la, MOJEKyISIpHO-MaccoBOE
pacnpeneneuue 15-60 % (Kqg < 0,3), kak uzmepeHo Ha koyoHke CL-4B, u cootHomenune CRMo7/momicaxapuaa 0,5-
2.5.

[0027] BeimeusnokeHHBIE W ApYyrHe  OOBEKTBL, OCOOCHHOCTH W NPSHMyIICCTBA 2 1-BaJCHTHBIX
MPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HITHH CO CMCIIAHHBIM HOCHTEIIEM CTAHYT 00JICE OUCBHIHBI H3

CJICOYIOUICTO IIOHp06HOI‘0 OIMMCAHHUA.

OIIPEJAEJIEHHA

[0028] i Toro, 4ToGBI HACTOAINEE PACKPHITHE OBLIO 6OJICE MOHATHBIM, CHAYAIA ONMPEICICHBI HIKE HEKOTOPBIC
TEPMHUHBL. JIOTMOTHUTEIIBHBIC ONPEACICHHUS CICAYOIHUX TCPMHUHOB H APYTHX TCPMHUHOB MOTYT OBITH H3JIOJKCHBI B
OTIHCAHMUH.

[0029] TIpu wcnoms30BAHHH B JAHHOM ONMCAHHH W IPHIATacMOU (POpMyJic H30OPETCHHS CYIICCTBHTCIBHBIX B
¢IMHCTBCHHOM YHCIIC BKIFOYACT B CEOS CCHIUIKH HA MHOYKECTBEHHOE YHCJIO, €CJIH KOHTCKCTOM SIBHO HE YKA3aHO HHOC.
Taxk, HampUMEP, CCHITKA HA «CMOC00» BKJIFOYACT B CCOS OWH WA 00JICe CIIOCOO0B W/MITH CTAAHI THITA, OMIHCAHHOTO
B JAHHOM JOKYMCHTE, H/HIH KOTOPBIC CTAHYT OYCBHIHBI CIICHHATHCTAM B JAHHOH 00JACTH MOCIIC IPOYTCHHUS 3TOTO
PACKPBITHS H T. [T

[0030] Beooums: Kak uCTONB3yEeTCS B TAHHOM JOKYMCHTC, «BBCIACHHC» KOMIO3MIMH CYOBEKTY O3HAYACT AATH,
OPUMCHHTD UITH MPUBECTH KOMIO3HIMIO B KOHTAKT C CYOBEKTOM. BBEICHHE MOKET OCY INGCTBILITHCS TFOOBIM H3 Psiaa
CrocoOOB, HANMPHMEP MCECTHBIM, TNICPOPATHHBIM, MOAKOKHBIM, BHYTPHMBIICYHBIM, BHY TPHOPIOIIHHHBIM,
BHY TPHBCHHBIM, HHTPATCKAIBHBIM H BHY TPHKOYKHBIM.

[0031] Iipubrusumensno: Kak HCHONB3YETCS B JAHHOM JOKYMCHTE, TCPMHH IIPHOIH3HTEIIBHOY HIIH OKOJIO», KAK
OPEMCHCHO K OJHOMY HJIH 0O0JICE HHTSPECY FOIMX 3HAYCHHUH, OTHOCHTCS K 3HAYCHHIO, KOTOPOES OIH3KO K YKA3AHHOMY
HOMHHATBHOMY 3HAYCHHIO. B HCKOTOPBIX BAPHAHTAX OCYINCCTBIICHHS TCPMHH IIPHOIH3HTCIBHO» HIIH «OKOJIOY
OTHOCHTCS K AHATIA30HY 3HAUCHUI, KOTOPBIC MOMAtaroT B peacibl 25 %, 20 %, 19 %, 18 %, 17 %, 16 %, 15 %, 14 %,
13 %, 12 %, 11 %, 10 %, 9 %, 8 %, 7 %, 6 %, 5 %, 4 %, 3 %, 2 %, 1 % wmm McHee B MOOYI0 CTOPOHY (OOIBIIC HTH
MCHBLIC) OT YKA3AHHOTO HOMHHAJIBHOTO 3HAYCHIS, CCJIH HE YKA3AHO HHOC MM HHOC HC OYCBHIHO M3 KOHTCKCTA (32

HCKIIFOYCHHEM CIIy4acB, KOT/Ia TAKOE YHCJIO NpeBbimaino 061 100 % 0T BO3MOKHOTO 3HAUCHHSA).



[0032] Kowwroecam: Kak HCHONB3yeTCS B JAHHOM JOKYMCHTC W MOHSATHO H3 COOTBCTCTBYIOLICTO KOHTCKCTA,
TCPMUHBI «KOHBIOTAT(-bI)» WM «TJTHKOKOHBIOTAT(-bI)» OTHOCHTCHA K MONHCAXapHAy Streptococcus pneumoniae,
KOHBIOTHPOBAHHOMY C OCTKOM-HOCHTCJICM C HCIIOJIE30BAHICM JTFOO0H KOBAJICHTHOH HITH HCKOBAJICHTHOH CTPATCTHH
OHOKOHBIOTALIUH.

[0033] Cmenens oxucnenus: Kak Hcmomms3yeTcst B JAHHOM JOKYMCHTE, TEPMEH «CTEIICHb OKucieHus» (DO - “degree
of oxidation”) OTHOCHTCS K KOJMYECTBY NOBTOPSIOLIMXCS CHHHUIl CAXapOB HA ATbJCTHAHYIO TPYIILY, MOJYYCHHY IO
KOT'/1a OUHINCHHBIN MJIM OTOOPAHHBIH IO pa3Mepy caXxapuJ aKTHBHPOBAH C IOMOIIBIO OKUCIIFOIIETO arcHTa. CTencHb
OKHCJICHHS caxapuia MOXET OBITh OIpEJCICHA C HCNOJb30BAHHEM PYTHHHBIX METOJOB, H3BECTHBIX OOBIYHBIM
CIELHUATIHCTaM B JaHHOH 00JIacTH.

[0034] Bcnomozamenvnoe sewgecmeo: Kak HCHOMB3yeTCs B JAHHOM JOKYMCHTC, TCPMHH «BCIIOMOTATCIBHOC
BCINCCTBO» OTHOCHTCH K HETCPAIICBTHYCCKOMY ArcHTy, KOTOPBIH MOXKHO BKJIIOYATh B KOMITO3ZHLUIO, HAIIPUMED IS
obecTicuCHMS HIH MPUIAHUA JKEIacMO KOHCUCTCHIUH HIIH CTA0MIH3HpYyIommero (g Qpekra.

[0035] Cmewannvii  nocumens: Kak HCHOONB3YETCS B JAHHOM JOKYMCHTS, IPOTHBONHCBMOKOKKOBAS
KOHBIOTHPOBAHHAA KOMIIO3UIMA CO CMCIIAHHBIM HOCHTEIEM OTHOCHTCS K  INPOTHBOITHEBMOKOKKOBOH
KOHBIOTHPOBAHHOH KOMITO3HIMH, COACP KaIIeH 601ee OMHOTO THIA OEIKOBOTO HOCHTEIIA.

[0036] 2!7-eanenmmnas npomueonHeaMoKOKKO8As KOHBIOZUPOGAHHAS KOMNOZUYUSL CO CMeUlaHHbiM Hocumenem: Kak
HCTIONB3YCTCA B JAHHOM  JOKYMCHTC, TCpMHH  «21-BaleHTHasd(-blc)  MPOTHBOITHEBMOKOKKOBAA(-bIC)
KOHBIOTUPOBAHHAA(-bIC) KOMITOZUIMHA(-H) CO CMEIIAHHBIM HOCHTEJIEM» OTHOCHTCS K KOMIIO3HLIMH COACPKAIICH HTH
COCTOSIICH U3 21 Pa3IHIHOTO KOHBIOTATa ITHCBMOKOKKOBBIX KaICyIbHBIX IOJIHCAXAPHAOB-0CIKOB, MPHYCM KAKIBIH
KOHBIOTAT ~ NTHCBMOKOKKOBOTO  KAICYJBHOTO  IOJHCAXapUaa-OcIka  COACPKHT  OCIKOBBIH ~ HOCHTCIb,
KOHBIOTHPOBAHHBIH C KAIICY IBHBIM IOJIMCAXapHIOM OT PA3IHYHBIX CEPOTHIIOB Streptococcus pneumoniae, TIPH STOM
CCPOTHIIBI Streptococcis pneumoniae peacTaBicHsl 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C,
19A, 19F, 22F, 23F u 33F, npuucM OCIKOBBIH HOCHTETb MPeACTaBIAeT c000H CRM 97 MM CTONOHAYHBIN AHATOKCHH,
TPU 3TOM JBAa W3 KANCYJbHBIX MOJIHCAXAPUIOB KOHBIOTHPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM, 4 OCTaJbHBIC
KarcyJIbHbIC ToMcaxapuiapl KOHBIOTHpoBaHEl ¢ CRMig7, W mpuyeM [Ba KamCyJbHBIX NOJIHCAXAPHAA, KOTOPBIC
KOHBEOTHPOBAHBI CO CTOJIOHSIYHBIM AHATOKCHHOM, BBIOPAHBI W3 TPYHIBI, COCTOSICH w3 cepotumoB 1, 3 w 5. B
HEKOTOPBIX BapHAHTAX OCYIICCTBICHHSI W300PETCHUS KAICYJIbHBIC IOJHCAXapUAbl OT cepoTumoB 1 u 5
KOHBEOTHPOBAHBI CO CTOJOHSYHBIM AHATOKCHHOM, A KaICYJIbHBIC ITOJMCAXapuAbl OT OCTAIBHBIX CECPOTHIIOB
koHBIOTHPOBaHBI ¢ CRM197. B HEKOTOPHIX BapHaHTaX OCYIIECCTBICHHS KANCYJIbHBIC IIOJUCAXapPHABI OT CEPOTHUIOB 1
W 3 KOHBIOTHPOBAHBI CO CTONOHSYHBIM AHATOKCHHOM, A KaICyJbHBIC IOJUCAXAPHABI OT OCTAJbHBIX CCPOTHUIIOB
rxorbrOoTHpoBaHbl ¢ CRM197. B oHOM BapmaHTE OCYIIECTBICHHS KaICyJIbHBIC ITOIHCAXAPH/BI OT CEPOTHIIOB 3 U 5
KOHBIOTHPOBAHBI CO CTONOHSYHBIM AHATOKCHHOM, 4 OCTAJNbHBIC KANCYJbHBIC MOJHCAXAPHIBI KOHBIOTHPOBAHBI C
CRMy7.

[0037] Monexyaapnas macca: Ecnm He yKa3aHO WHOC, IPH HCIOJB30BAHHH B JAHHOM JOKYMCHTC TCPMHH
«MOJICKY JLIPHAS MAcca» KaICyIbHOTO CaXapuaa HIIH KOHBIOTATa KaINCYJIbHOTO CaXapuaa-0eIKa-HOCHTEISI OTHOCHTCS
K CpeIHCH MOJCKYJIPHON MAacce, PacCYHTAHHON 3KCKIIO3HOHHO# Xpomatorpadueit (SEC) B komOwHAUmH C
AQHAIM30M MHOTOYTJIOBOTO PacCeHNA Ta3epHoro m3nyucHus (MALLS).

[0038] IHorusanenmmuoui: Kak WCTIONB3YETCS B JAHHOM JOKYMCHTE, TCPMHH «IOJMBAJICHTHBIN) OTHOCHTCSI K
MPOTHBOITHEBMOKOKKOBOH ~ KOHBIOTHPOBAHHON  KOMIIO3HIHH, COJCPXKAINCH IMHEBMOKOKKOBBIH — KATICY IbHBIH
ToJTHCaxXapH L OT OoJIee YeM OJHOTO CEPOTHIIA Streptococcus pneumoniae.

[0039] Dapmayeemuuecxu npuemnemoe ecnomozamensnoe geugecmgo: DAPMAUCBTHUCCKH —IPHCMIICMBIC

BCIIOMOTATCJIBHBIC BCUICCTBA, HCHOJB3YCMBIC B OJAHHOM PACKPBITHH, SBLIFOTCA TPAOUITHOHHBIMH. B xuure
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Remington's Pharmaceutical Sciences, by E. W. Martin, Mack Publishing Co., Easton, PA, 15 u3zgarue (1975),
OTIMCAHBI KOMIIO3UINH U JICKAPCTBEHHBIC (DOPMBI, TIOAXOANIHE U (papManeBTHYECKON TOCTaBKH OJHON HiIH Oosee
TCPANCBTUYECCKAX KOMIO3WLM, BKIOYAA BaKUWHBI, W JOTOJHHTCIBHBIC (papManeBTHUSCKHE areHTh. K
nOaXOMAINM  (PapMALICBTHYCCKHM BCIIOMOTATCITBHEIM BCHICCTBAM OTHOCATCA, HANPHMEP, Kpaxman, [IHK03a,
JIaKTO3a, Caxapo3a, MKEJIAaTHH, COJIOJ, PHC, MyKa, MEJI, CHIIMKAreb, CTeapaT HaTpHsA, MOHOCTEApaT IJIHICPHHA, TAIIbK,
XJIOpHA HAaTpUs, CyX0€ 00E3KUPESHHOE MOJIOKO, TJIHMICPHH, TPOTHICHIIHKOIIb, BOAA, STAHOT U TOMY noxobHoe. B
LEI0M, IPHPOAA HANONHHUTENA OyAET 3aBHCETh OT KOHKPETHOTO CHOCO0a BBEICHUS, KOTOPBIH ITPEANOJIAracTCs
npuMeHATh. HampuMep, mapeHTepaibHbIC JEKAPCTBCHHBIC (POPMBI OOBIMHO COACPIKAT HHBEKIHOHHBIC >KHIKOCTH,
KOTOPBIC BKIIOYAIOT B KAYECTBE HOCHTEN (hapMALCBTUUCCKH U (PH3HOTOTHUCSCKU NMPHEMIICMBIC KHIKOCTH, TAKHE KaK
BOAY, (pusmosIOTHUCCKUIT COIEBOI pacTBOp, COATAHCHPOBAHHBIC COJICBBIC PACTBOPHIL, OY(PEpsl, BOTHYIO ICKCTPO3Y,
[JIMLEPUH U T.1L. J{714 TBEPABIX KOMITO3UIMH (HAapUMeEp, MOPOLIOK, MO, TabJeTKa WM KalncCyJIbHbIC (JOPMBI) K
OOBIMHBIM  HETOKCHYHBIM  TBEPABIM  BCIHOMOTATCJIBHBIM ~ BEIIECTBAM  MOTYT  OTHOCHTBCHA,  HAIPHMED,
(papMaLCBTHYECKUE COPTA MAHHHTA, JAKTO3bI, KpaXxMaja WIM cTeapara MarHus. B JomosmHeHHEe K OHONOTHUYCCKH
HEHTPATIbHBIM HOCHTEIIIM (PapMaLeBTHUCCKUE KOMIIO3HIMH, KOTOPBIC MIPEANOIATA0T IPUMEHATh, MOTYT COACPKAT
HEOOJIBINNE KOJTHYECTBA HETOKCHYHBIX BCIIOMOTATEIbHBIX BEINECTB, TAKHX KaK YBIAKHAIONINE WIH 3MY IbIUPYIOIIUE
areHTHI, IOBEPXHOCTHO-AKTUBHBIN arc¢HT, KOHCEPBAHTBHL, a Takoke OyQepHble pH areHTH U T. I, HAIPUMEP aueTar
HATPUS WK COPOUTAH MOHOIAYPAT.

[0040] Iipoghunaxmuuecku s>¢hghexmugnoe romuvecmeo: Kak ONPERENCHO B HACTOSAINEM JOKYMEHTE, TCPMHH
«mpodumakTuuecku d(PPESKTHBHOEC KONHUYCCTBOY» WIH «HpounakTuidecku S(PQEKTHBHAS [1033» OTHOCHTCSH K
KOJIMYECTBY HJIH J03€, TPeOYEMBIM [UI1 TOTO, 4TOOBI BBI3BATh HMMMYHHBIH OTBET, JOCTATOUHBIA I 3aCPKKH
HACTYIUICHHA W/MIH CHHKCHHS YacTOTHI M/WIH TSDKECTH OJHOTO WM OOJiee CHMIITOMOB, BBI3BAHHBIX HH(eKImeif
Streptococcus pneumoniae.

[0041] Ilpogunaxmuxa: Tepmun «HPOPHUIAKTHKA», MCHOJB3YCMBIH B JAHHOM JOKYMCHTE, O3HAYACT
MPEIOTBPALICHIE MPOSBIICHHA OOJIC3HH, 3aACPKKY €€ MPOSBICHUS H/HIH CHIDKCHHAC YaCTOTHI HW/HITH TSKSCTH OTHOTO
nm Oojee CHMIOTOMOB ONPEACICHHOTO 3a00JCBaHHS, HAPYIUCHHS WM COCTOSHHUS (Hampumep, HWH(PCKIHU
Streptococcus pneumoniae). B HEKOTOPBIX BAPHAHTAX OCYILCCTBICHHS H300PSTCHIS MPO(UIAKTHKY OLICHHBAIOT HA
TIONY IAMUOHHOH OCHOBE TAaKUM 00pa30M, YTO CUMTACTCS, YTO arcHT OOCCICUHWBACT MPO(HIAKTUKY B OTHOIICHHH
KOHKPETHOTO 3a00JICBAHUS, HAPYIICHHUS HIH COCTOSHHS, CCITH HAOMIOJACTCS CTATHCTHYCCKH 3HAYMMOC CHIDKCHHC
Pa3BHTHA, HACTOTHI H/UITH HHTCHCUBHOCTH OJJHOTO HJIH 00Jice CHMITOMOB 3a00JICBAHNS, HAPY LICHUS HJIH COCTOSHUS
B IIOITY JBIL{HH, TOABCP;KCHHOH 3TOMY 3a00JICBAHAIO, HAPYIICHHUIO HIIH COCTOSHHIO.

[0042] Cyb6vexm: Kak uCions3yeTcs B JAHHOM JOKYMEHTE, TCPMHUH «CyOBEKT» 03HAYACT JIFOO0C MICKOIHTAIOIICE,
BKITIOYAAd MBINICH, KPOJHKOB W JIOACH. B HCKOTOPHIX BAapHAHTAX OCYIICCTBICHHA W300PCTCHHA CYOBCKT
MPSACTABIACT COOO0I B3POCIOTO, MOAPOCTKA WK PCOCHKA. B HCKOTOPBIX BAPHAHTAX OCYIICCTBICHHUA H300PCTCHUA

TNPUMCHSIOT TCPMHHBI KHHOAWUBUI» WA KIMAITUCHT» U OHHU MMPCAHAZHAYICHBI OBITh B3AHMO3aMCHICMBIMH C ((Cy6’l>eKTOM>).

NOAPOBHOE OIMNCAHUE CYIIIHOCTHU U30BPETEHHA

[0043] Creayromee ommcanue pacKpHITOTO(-bIX) BApHAHTA(-OB) OCYINCCTBICHHS H IPHMEPOB SBIBIETCS MPOCTO
HIUTFOCTPATHBHBIM [0 CBOCH MPHPOAC W HHKOUM 00PA30M HE MPESIHA3HAYCHO ISl OTPAHHYUCHHS H30OPCTCHHS, €r0
OPUMCHCHES WITH HCIIOIb30 BAHMIA.

[0044] B nammoii 3asBKC NPEIIOKCHA HOBBIC H YIIYUIICHHBIC TOJIHBAJIICHTHBIC IIPOTHBOMHCBMOKOKKOBBIC
KOHBEOTHPOBAHHBIC KOMITO3HIMH CO CMCUIAHHBIM HOCHTCICM H COACKALINE MX BAKUHUHBL [IOCKOJBKY OCIKOBBI

HocuTelb, CRM 97, paHHEEC HCTONB30BAJICA B MPOTHBOMTHCBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIMHAX C OTHHM
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HOCHTEJEM, B NAHHOW 3asBke ommcaHo mpuMeHeHHE CRMig7 B NPOTHBONMHEBMOKOKKOBOH KOHBIOTHPOBAHHOM
BaKI[HE CO CMCIIAHHBIM HOCHTECJEM. B 9acTHOCTH, B JAHHOW 3asBKEC ONHCAHO KOMOMHHPOBAHHOEC NMPHMCHCHHC
CRMi97 W CTONOHAYHOTO AHATOKCHHA B KA4YECTBE OCJIKOB-HOCHTENCH M CHEIH(PHUCCKUX ITHEBMOKOKKOBBIX
CCPOTUIIOB B IIOIHBAJIICHTHBIX MPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HIHAX U BAKIMHAX.

[0045] Kak 06cy»1an0Ch BBILIC, HMMYHOTCHHOCTh KOHBIOTATOB PA3IHYHBIX KANCYIBHBIX MOTHCAXAPHIOB MOKET
OTIMYAThCS B 3ABHCHMOCTH OT ITHCBMOKOKKOBOTO CEPOTHIIA M HCIOJB3YEeMOro Oelka-HOCHTEI. B manHOM
MIPUJIOKCHUH OTIMCBHIBACTCS YCIICIIHASI KOHBIOTAIMS CEPOTHUIA 3 CO CTOJOHIYHBIM AaHATOKCHHOM B COCTABE BAKIIHHbI
CO CMCIIAHHBIM HOCHUTEJEM, HECMOTPS HA MPEKHHE MOJOKEHHA O TOM, YTO CEPOTHII 3 ObLI 60JIce HMMYHOTCHHBIM
IIPU KOHBIOTAINY C AU(TEPUHHBIM AaHATOKCHHOM, a HE CO CTOJIOHAYHBIM AaHATOKCHHOM [6]. B 3as1BKe Taxke omucaHa
YCIICIHAs KOHBIOTALUsl CEPOTHNOB 1 M 5 CO CTONOHSYHBIM AHATOKCHHOM B COCTABE BAKLIUHBI CO CMCIIAHHBIM
HocHuTeleM. B HeH Taioke pacKphIBacTCAd HEOKHIAHHOE OTKPBITHE, YTO BBIPAOOTKA AHTUTET HA CEPOTHI 3,
KOHBIOTHPOBAHHBI CO  CTOJOHAYHBIM  AQHATOKCHHOM B  IOJMBAJCHTHOH, HampuMmep 21-BancHTHOH,
MPOTHBOITHCBMOKOKKOBOH KOHBIOTHPOBAHHOHN KOMIIO3HIUH CO CMCIIAHHBIM HOCHTENICM OBLIa MPUMEPHO B 4-5 pa3
BBIIIC, YeM TpH KOHBIOTUpoBaHMHM cepoTHma 3 ¢ CRMig; B 13-BasicHTHOH IPOTHBONMHEBMOKOKKOBOM
KOHBIOTUPOBAHHOM KoMmo3uiuu ¢ ogumM Hocutenem (IIPEBHAP 13).

[0046] Kpome TOro, JAaHHOC HEOKHTAHHOE OTKPBHITHE HE OrPAHHYHBANOCH CEPOTHIIOM 3, HO TAKXKE HAONFOANOCH
Q1 JPYTHX  CEpPOTHIIOB, KOHBIOTHPOBAHHBIX CO  CTOJNOHAYHBIM  AQHATOKCHHOM B IOJHBAJCHTHOH
MPOTHBOITHEBMOKOKKOBOI KOHBIOTHPOBAHHOM KOMITO3UIIMU CO CMCIIAHHBIM HOCHTEIEM. Kak moka3aHo B mpumepax,
KOHBIOTAIMA CcepoTumoB 1 u 5 wmm 3 W 5 CO CTONOHAYHBIM AHATOKCHHOM CO CMCIIAHHBIM HOCHTEICM,
MPOTHBOITHEBMOKOKKOBAsA KOHBIOTHPOBAHHAA KOMIIO3HIHSA C OCTAJBHBIMH CEPOTHIAMH, KOHBIOTHPOBAHHBIMH C
CRMiy; (mampumep, PCV21(1/5)-TT u PCV21(3/5)-TT), HCHU3MCHHO HHAYLHPOBAJIA 3HAYUTCIBHO YCHIICHHBIC
OTBCTHI AHTHTEI HA CCPOTHUIIBI, KOHBIOTHPOBAHHBIC CO CTOJOHIYHBIM AHATOKCHHOM, MO CPABHCHHUIO C BBIPAOOTKOI
aaruten (oreer IgG wmm tuTper MOPA) mpoTHB TeX >K€ CEPOTHINOB, KOHBIOTHpoBaHHBIX ¢ CRMig7 B
PO THBOTHECBMOKOKKOBOM KOHBIOTHpoBaHHOM kommno3uiuu (IIPEBHAP 13) ¢ ogauM HOCHTEIEM.

[0047] Onwmcannas B qaHHO#M 3asBKe 21-BalCHTHAS MPOTHBOITHEBMOKOKKOBAs KOHBIOTHPOBAHHAS KOMIIO3HLIHS CO
CMCIIAHHBIM HOCHTEJIEM TAKKE BKIFOUACT MTHEBMOKOKKOBBIC CEPOTHIIBI, HC OXBAYCHHBIC B HACTOSINEE BPEMS TPEMs
PO THBOITHEBMOKOKKOBBIMH KOHBIOTHPOBAHHBIMH BAKIITHAMH, JOCTY ITHBIMH B HACTOSIIICE BPEMSI HA MUPOBOM PBIHKE:
[TPEBHAP (8 mexoTopbix ctpanax HasbiBactcs [Ipeenap), CUH®JIOPUKC u ITPEBHAP 13. Bcerpeuaemocts
3a001eBaHAH, BBI3BAHHBIX HCOXBAYCHHBIMH B HACTOSIICE BPEMs ITHCBMOKOKKOBBIMH CEPOTHIIAMH, PACTET, YTO
OTYACTH CBA3AHO C PA3BUTHCM PE3HCTCHTHOCTH K AHTHOAKTCPHAJBHBIM IIPEIApaTaM, YBEIHUCHHEM KOJIHUCCTBA
TANWCHTOB C OCJA0JCHHBIM HMMYHHTCTOM H OTCYTCTBHEM HMMYHHOTO JaBICHHSA. Hampumep, HH oxHA H3
JOCTYIHBIX B HACTOAIIEE BPEMs IMPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIMH HE COACPKUT cepotun IN.
Kpome Toro, Hu 07HA W3 JOCTYIHBIX B HACTOSINEE BPEMS MPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIMH HE
cogepsxut cepotunsl 8, 10A, 11A, 12F, 15B, 22F u 33F. B HacTosImeM ONMUCAHUH MPOJCMOHCTPHPOBAHO YCIICIITHBIH
BapuaHT peammsanmn ceporumos 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F B NpOTHBOMHCBMOKOKKOBOW
KOHBIOTHPOBAHHOW BAKIIHHC CO CMCIIAHHBIM HOCHTCICM (CTONOHAYHBIN aHATOKCHH W CRMi97), a Taroke TO, 4YTO
cepotum 9N HHAYIHPOBAT BRIPAOOTKY aHTHTESIT, KOTOpast Obi1a 0k010 OT 40 10 50 pa3 BeIIIC, YeM BRIPAOOTKA AHTHTCI
ot [IPEBHAP13.

ITHeBMOKOKKOBBII OJIICAXAPIIHLIH cepoTnn IN

[0048] Tlommcaxapun cepotuma 9N MOKHO TONYYATh HEMOCPEIACTBEHHO OT OAKTCPHIl C TIOMOIIBIO MPOLEIYPhI

BBIACTICHHA, H3BCCTHOH OOBIYHBIM CIICI[HAIHCTAM B JAHHOU obmactu (BI(J]IO‘Ia}I, HO HC OrpaHAIUBASICH MCTOOAMH,



packpeiThivu B myOmukanma 3asskd Ha marteHT CIITA Ne 2006/0228380). Kpome TOro, caxapua MOKHO
TIPO Iy IUPOBATh C HCIOJIb30BAHUEM IPOTOKOIOB CHHTE3A.

[0049] IITramm ceporuma IN Streptococcus pneumoniae MOKHO TOIYYATh W3 KOJUICKIUHI CTAHIAPTH3HPOBAHHBIX
KyJpTyp (Hanpumep, Jlaboparopus pedepeHTHBIX CTpenTOKOKKOB (Streptococcal Reference Laboratory) Llenrpos
KOHTpOJII 1 npo(rutakTuky 3a00neBanuii (I. ATaanTa, mTart JHKOPIKYS)) HIIH KIHHAYECKHX 00PasLoB.

[0050] BakrepuanpHyr KICTKY OOBIMHO BBIPAIMMBAIOT B TAKOH CPEAe, KAk coeBas cpema. Illocnie (pepMeHTALME
OakTepHaNbHOW KJICTKH, HMPOIyIHPYIOINCH KanCyJIbHBIH moimcaxapun ceporumna IN Streptococcus pneumoniae,
GaKkTepHANbHYIO KICTKY JH3HPYIOT JUI NOJYy4YCHHA KICTOYHOTo jm3aTta. Ilommcaxapun cepormma 9N MOXKHO
BBIJICTIATh M3 KJICTOYHOTO JIM3aTa C MCIOJB30BAHHEM M3BECTHBIX B JAHHOH 00JACTH METOAMK OUMCTKH, BKIFOUAS
LHCHTPU(PYTHPOBAHUE, TTyOHHHYIO (DHIBTPALMIO, OCAKACHUC, YABTPAQUIbTPALN0, 00padOTKy aKTHBUPOBAHHBIM
yriaeMm, auaUIbTPAIMI0 W/HIH KOJOHOYHYH XpoMarorpauro (BKIIOYAsd, HO HC OTPAHHYHBAACH MCTOTAMH,
packpeiThivu B myOmukanms 3a18Kd HA mateHT CIITA Ne 2006/0228380). OuHIICHHBINH KaICyJIbHBIH MOTHCAXAPUT
cepotuna Y9N MOYKHO NMPHMEHATH U1 NPUTOTOBICHHA HMMYHOTCHHOTO KOHBIOrara. KamcCyabHbBIN mosmcaxapup
cepotuna 9N, NOJy4YCHHBIH OYHCTKOH mHonucaxapuma cepormma 9N w3 smsara Strepfococcus pneumoniae, W
HE0O0A3aTeIbHO OTOOPAHHBI IO Pa3Mepy OUYMIICHHBIH MOIHCAXapHI MOJYKHO XapaKTEPH30BATh IO PA3IHYHBIM
mapameTpaM, BKIIIOYas, HaIpUMEpP, MOJICKYIIpHY0 Maccy (MM) kancyapHOTO mosucaxapuaa ceporumna 9N.

[0051] B HexoTOpBIX BapWaHTAX OCYLICCTBICHHS H300PCTCHHS OYHINCHHBIN MOJHCAXAPUI, OYHINCHHBIH OT
cepotuna 9N Streptococcus pneumoniae niepes; KOHbBIOTaMEH MOKET HMETh MOJICKYJHIPHY IO Maccy 5-5000 x/la. B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA H300PETCHUS KaNCyIbHBIH noucaxapu ceporuna 9N nepex KOHbroralmei
MOXKET HMETh MOJEKyIpHy!o Maccy 50-1000 x/la. B HEKOTOpBIX BapHAHTaX OCYINECTBICHHA H300pETCHUA
KancyJbHBIN noucaxapua ceporuna 9N nepen KOHBIOTalHEeH MOKET HMETh MOJICKY JIIpHY 10 Maccy 70-900 x/la. B
HEKOTOPBIX BAPHAHTAX OCYINCCTBICHH H300PETCHHS KANCyIbHBIH motucaxapuz cepotuna 9N mepex KOHBoTaImei
MOJKCT HMCTh MOJICKYJIpHYH0 Maccy 100-800 x/la. B HCKOTOPHIX BapHAHTAX OCYINCCTBICHHS H300PCTCHHA
OUHINCHHBIN KAICYJIbHBIH morcaxapua cepotuna 9N MOKHO aKTHBHPOBATh NMEpe KOHBIOTAHCH, YTOOBI Oy YHTh
MOJeKyJLIpHY 0 Maccy 50-800 x[a, 80-780 x/a, 100-770 x[a, 120-760 x[Ja, 140-750 x[a, 150-740 x[a, 160-730
k/[a, 170-735 x/a, 180-720 x/Ia, 190-710 x/a, 200-700 x/la, 220-690 x/la, 240-680 x/a, 260-670 x/la, 270-660 x/la
WM CXOJHBIC AHANAa30HbI MOJCKYJHIPHBIX Macc. JIro0oe memoe Yucio B mpeneiax JIEoOOTO W3 BBIMICYKA3AHHBIX
JUAma30HOB IMPEIIONATacTCs B KAUSCTBE BAPHAHTA OCYIIECCTBICHHS H300PETCHHS IO HACTOSIIEMY OIHCAHUIO.
[0052] AxruBupoBamHbli mommcaxapun ceporuma 9N MOXKHO XApPAKTCPH30BAaTh MO CTCICHH OKHCICHHSI H
MOJICKYJUIPHOH Macce. B HEKOTOpPBIX BapHaHTaX OCYIIECCTBICHHS H300pPCTCHHUS aKTHBHPOBAHHBIN IOIIMICAXAPHI
ceporuna 9N MoxkeT UMeTh cTeneHb okucnenus 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 nmm 5-10.

[0053] Tlommcaxapum MOYKET CTAHOBHTBCSI HEMHOTO MCHBLIAM MO PA3MEPy BO BPEMsI OOBIMHOM MPOIICIY Pl OYUCTKH.
Kpome Toro, kak ONMHMCAHO B HACTOAMICM ONHCAHWH, MOJHCAXapHJ MOXKHO IOJBEPraTh O0TOOPY IO pazMepy mepen
KOHBIOTAIMEH.  YHOMSHYTHIH BBINIC JHANMA30H MOJICKYJSIPHBIX MAacC OTHOCHTCA K TakOMY OYHINCHHOMY
TOJTHCAXapHIy TOCIe KOHEYHOH cTamuy 0TOOpa No pa3Mepy (HampuMep, MOCie OYMCTKH, THAPOIN3Aa U AKTHBALIHH)
nepes KOHBIOTalueH.

MommBajeHTHBIE MPOTHBONMHEBMOKOKKOBbIE KOHBIOTHPOBAHHBIC KOMITIO3HIIMH CO CMEMAHHBIM HOCHTEJIEM H
CIOCOOBI HX MOJTYIEeHHST

[0054] B panHOM pACKPBITHH NPCIJIOKCHA NONHBANCHTHAS NPOTHBOMHCBMOKOKKOBAS —KOHBIOTHPOBAHHAS
KOMITO3HIMS CO CMCIIAHHBIM HOCHTEICM, COJEpXKamiasi WM cocTosmas w3 21 pasnamyHOTO KOHBIOTaTa

TMHCBMOKOKKOBBIX  KaICyJIbHBIX nonncaxapm03-6em<o B, TPHYICM I(a)KZ[beI KOHBOTAT ITHCBMOKOKKOBOTO
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KaIlCyJIbHOTO  TOJHMCAXapuaa-Oenka COACP)KHT OCIKOBBIH HOCHTE/Ib, KOHBIOTHPOBAHHBIH C  KaIlCYyJIbHBIM
MIOJTMCAXapHIOM OT PAa3IHYHBIX CEPOTHIIOB Streptococcus pneumoniae, TIPH 3TOM CEPOTHIBI Streptococcus
preumoniae TPEACTABILIOT co0oi 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, nprueM 6enKkoBbIii HOCHTENb mpeacTasisieT codoit CRM o7 M CTOIOHIHBIN AHATOKCHH, IIPH 3TOM JBa
W3 KaICyJbHBIX IOJHMCAXAPUIOB KOHBIOTHPOBAHBI CO CTOJIOHAYHBIM AHATOKCHHOM, 4 OCTAJIbHBIC KaIlCyJbHBIC
noJMcaxapu/IsI KOHBIOTHPoBaHbl ¢ CRM 97, ¥ pUUEM /1Ba KANCYJIbHBIX MOJIHCAXapHa, KOTOPhIC KOHBIOTHPOBAHbI
CO CTOJIOHSAYHBIM aHATOKCHHOM, BBIOPAHBI U3 TPYIIIIBI, COCTOAMICH U3 cepoTHmos 1, 3 u 5.

[0055] B HekOTOPHIX BAPHAHTAX OCYIICCTBICHHS KATICY IbHBIC MOTHCAXAPH/IBI OT CCPOTHIIOB | H 5 KOHBIOTHPOBAHEI
CO CTOJIOHHBIM AHATOKCHHOM, a KaICyJIbHBIC MOINCAXAPH/IbI OT OCTAIBHBIX CEPOTHUIIOB KOHBIOTHPOBAHBI ¢ CRM97.
B onHOM BapuaHTE OCYLICCTBJICHMSA KANCYJBHBIC IMOJIHCAXapUABI OT CEpOTHNOB 1 M 3 KOHBIOTHPOBAHBI CO
CTONOHAYHBIM AHATOKCHHOM, A OCTAJbHBIC KaICyJIbHBIC NMOJHCaxapuabl KoHbIorupoBanel ¢ CRMis;. B omHOM
BAPUAHTEC OCYINECCTBJICHUS KaICyJbHBIC NMOJHCAXapHABI OT CCPOTHNOB 3 H 5 KOHBIOTHPOBAHBI CO CTOJIOHAYHBIM
AQHATOKCHHOM, 4 OCTaJIbHBIC KaICyJIbHbIC MOIHCAXaPH B KOHBIOTHPOBaHbI ¢ CRMg7.

[0056] B Bakumee HA OCHOBC KOHBIOTATa MOJHCAXAPHUA-OCIOK, OCIOK-HOCHTCb KOHBEOTHPOBAH C
MOJTHMCAXAPHIHBIM AHTUTCHOM, TIJIABHBIM OOpPa3oM, YTOOBI CIOCOOCTBOBATH HMMYHHOMY OTBETY (HAmpuMep,
BHIPAOOTKE AHTHUTEN) HA MOJNHCAXAPUIHBIA AHTHICH. DelKH-HOCHTEIHM NPEAIOYTHTEIBHO SBILIIOTCA OCIKAMU,
KOTOpPBIC HCTOKCHYHBL. BENKH-HOCHTENM [JOJDKHBI OBITh TOJNAFOINUMCA KOHBIOTALMH C ITHCBMOKOKKOBBIM
MOJHCAXAPHIOM C HCTIOIb30BAHHEM CTAHAAPTHBIX MPOIEAYP KOHBIOTAINH, Kak O0Jee MoApoOHO 00CYKIAACTCS HIDKE.
Benxu-HocuTemu, mpuMEHACMBIC 21-BaJCHTHBIX NMPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX KOMIIO3HIHAX CO
CMCIIAHHBIM HOCHTENEM, MPEACTABIIIOT co00# cTonOHsuHbl aHAaTOKCHH (TT) m CRMig7, KaKaplif U3 KOTOPBIX
HCIOJIB30BAJICS B COCTaBE NMPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKI[HH, HO HHKOIJA B OJHOH M TOH ke
BaKI(IHC CO CMCIIAHHBIM HOCHTEIICM.

[0057] CRM,97 mpeacraBisier coO0 HETOKCHYHBIN BAPHAHT (T. €., AHATOKCHH) AH(TCPHAHOTO TOKCHHA, KOTOPBI
COXPaHACT HWMMYHOJIOTHYCCKHC CBOWCTBA Au(TEpHHHOTO TOKCHHA aukoro tmma. CRMig; oTiamuaercs ot
IU(pTepHUIHOTO TOKCHHA JUKOTO THIA MO OJHOMY OCHOBAHHIO B CTPYKTYPHOM I'€HE, UTO MPHBOIUT K 0OPA30BAHHIO
OHOI AMHHOKHCIIOTHOH 3aMEHBI TJTy TAMHHOBOH KHCJIOTH! HA rnuH. CRM )97, Kak MPaBHIIO, BRIACISIOT U3 KYJIBTYP
mrramma C7 (B197) Corynebacterium diphtheria, BeIpalieHHBIX HA Cpele HA OCHOBC AMHHOKHCIOT KAa3¢HHA M
aposiokeBoro dkcrpakra. CRMig; MOYKHO OUYHINATh MOCPEACTBOM YIbTpa(IBTPALUH, OCAKICHHEM CYIb(aTom
aMMOHHMA H HOHOOOMEHHOH xpomarorpadueir. B amprepHatuBHOM Bapuante, CRMi97 MOXHO TOIy4aTh
PCKOMOMHAHTHBIM CIIOCO0OM B cooTBercTBHH ¢ mateHTOM CIITA Ne 5,614,382, KOTOPBIH TEM CaMBIM BKJIIOUCH B
JAHHBIH JOKYMEHT TIOCPEACTBOM CCBHIIKH B TOJTHOM OOBEME. CRM197 HCIONB30BAId B  COCTaBe
TIPOTHBOITHEBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BAKIWH, HO HHUKOTAA KAK KOMIIOHCHT BAKIWHBI CO CMCIIAHHBIM
HOCHTEIICM.

[0058] CronaGHsHBIi AHATOKCHH IIOJIYYAIOT H HCTIOIB3YIOT BO BCEM MHPE IS IIHPOKOMACIITAOHON HMMY HH3ALHH
TIPOTHB CTOJOHSKA (MITH TpU3Ma), BeI3BaHHOTO Clostridium tetani. CTONOHSIHBIA AHATOKCHH TAKGKE MMPHMCHIOT KaK
CaMOCTOATEIIFHO, TAK W B KOMOWHAIMH C NPOTHBOIM(TCPHHHBIMH H/MIH INPOTHBOKOKTIONIHBIMH BAKIHHAMH.
Hcxoausrii 0e1oK, CTONOHYHBI TOKCHH, 0OBIYHO MOy YaroT B Ky abTypax Clostridium tetani. CTONOHIIHBIA TOKCHH
mpeACTaBIACT co00i Oe10k Maccoi okoo 150 k/la u coctonT u3 Ay X cyose AT (0koo 100 x/la w oxomo 50 x/a),
CBA3AHHBIX JUCYNb(HIHON CBA3bI0. TOKCHH, KAaK TPABHJIO, JHINAIOT TOKCHYHBIX CBOMCTB C IIOMOIIBIO
(opManpACTHAA, H OH MOXKET OBITH OUHINCH M3 KyJBTYPAIBHBIX (PHIBTPATOB C HCMOIB30BAHHEM TAKUX H3BECTHBIX

Croco0O0B, KaK OCAKICHHC CYIb(aToM aMMOHUA (CM., Hampumep, [7], [8]) wm xpoMaTorpauueCKux METOIHK, KAk
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ommcaHo, HanpuMmep, B WO 1996/025425. CTonOHSYHBIH TOKCHH TAKKe MOXKHO HHAKTHBHPOBATh PEKOMOMHAHTHBIMH
TCHCTHYCCKUMH CPEICTBAMH.

[0059] CronGusuHBI AHATOKCHH TAKKS NPUMCHSIH KAK OCIOK-HOCHTCIbh B JPYTHX BAKUHHAX, BKIFOUASL
MIPOTHBOITHEBMOKOKKOBbIC KOHBIOTHPOBAHHBIC BaKOWHBL. ~ HO HCHONb30BaHWE CTONOHSAYHOTO TOKCHHA B
MPOTHBOIMHCBMOKOKKOBOW KOHBIOTHPOBAHHOH BAKIWHE CO CMEHIAHHBIM HOcHTedeM B KomOuHammu ¢ CRMigy
MIPEICTABIIET COOOH HOBBIH MMOAX0MA. B M3BECTHOM YPOBHE TEXHHKE OTBEPracTCs Uesl KOHBIOTHPOBAHHA CEpoTHIIA 3
CO CTONOHAYHBIM AHATOKCHHOM B MMPOTHBOIHEBMOKOKKOBOH KOHBIOTHPOBAHHOM BAKI[HHE CO CMEIIAHHBIM HOCHTCIICM,
MOCKOJIBKY IIOKA3aHO, YTO CEPOTHI 3 O0Jice HMMYHOTCHEH, KOT/Ia KOHBIOTHPOBAH C AU()TEPHHHBIM AHATOKCHHOM IO
CPaBHCHHIO CO CTOJOHIIHBIM aHATOKCHHOM [6].

[0060] TIHeBMOKOKKOBBIC KANCYIbHBIC IOIHCAXAPHIBL, MPUMCHICMBIC B KOMIIO3HIHIX U BAKIWHAX, OMMHCAHHBIX B
JAHHOM JOKYMCHTE, BKJIFOUAIONINC B CEOS KaICyIbHBIC MOIHCAaXapuasl OT cepotunos 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N,
9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F, MoryT OBITH NOJIYUCHBI U3 Strepfococcus pneumoniae
C HCTIOJB30BAaHHEM JIOOOH MOCTYNMHOH METOAMKH, BKJIIOYAs CTAHZAPTHBIC METOJUKH, H3BCCTHBIC CPEIHEMY
CICIMATHCTY B JAHHOH 00J1aCTH TCXHUKH, BKIFOUAS, Hampumep, onucanusie B WO 2006/110381, WO 2008/118752,
WO 2006/110352, u my6ur. 3asB0ok Ha marenTs! CIITA Ne 2006/0228380, 2006/0228381, 2007/0184071, 2007/0184072,
2007/0231340, 2008/0102498 u 2008/0286838, BCe W3 KOTOPBIX BKIIOUCHBI B JAHHBIH JOKYMCHT MOCPEICTBOM
CCBUIKM BO Bceil cBocH momHoTe. Hampumep, kKakKaplif CepOTHUI MHEBMOKOKKOBOTO KAICYJIBHOTO IOJIMCAXapHAA
MO’KHO BBIPAIUBATh B KYJIBTYPAIbHOH cpene (Hampumep, coeBoil cpere). Kierku mHM3HPYIOT, H OTICIBHBIC
MOJIMCAXaPHIbl MOYKHO OYHINATH OT JIH3aTa IOCPEACTBOM LCHTPU(YTHPOBAHHUSA, OCAKIACHHA, YIbTpaHIbTpaLUK
H/WMTH KOJIOHOUHOIH Xpomarorpaduu. Kpome Toro, mHEBMOKOKKOBBIH KaIICy JIBHBIN MOJIHCAXAPHU/] MOXKHO ITOJIy4aTh C
HCTIOJTb30BAaHUEM IIPOTOKOJIOB CHHTE3A.

[0061] Kancynpmeiii mommcaxapun Strepfococcus pneumoniae CONSPKHT TOBTOPSIOIIHECS OJIUTOCAXAPHIHBIC
3BEHbsI, KOTOPBIC MOTYT COACPKATh A0 8 0CTAaTKOB caxapoB. KancynbHBIN CaXxapuHbIH AaHTHTCH MOYKET IPEACTABIITH
co00¥l MOTHOpPA3MEPHBIA MOJMCAXapHI, WIH OH MOXXET OBITh YMCHBLICH IO pa3Mepy (Hampumep, Ha OJHO
OJINTOCAXAPUIHOC 3BCHO MJIM KOPOdYE, YeM CaxapuaHas Ielb HATHBHOW JUIMHBI W3 IOBTOPSFOIIUXCS
OJIITOCAXAPUIHBIX 3BCHBEB). Pa3Mep KamnCyIbHBIX MOJTHCAXAPUIOB MOXKHO YMCHBIIATh PA3THYHBIMH CIOCOOAMH,
H3BCCTHBHIME B JAHHOU 00JIACTH TCXHUKH, TAKHMH KaK 00pab0TKa C KHCIIOTHBIM THAPOIH30M, 00Pad0TKA MEPOKCHIOM
BOJIOPOJA, H3MCHEHHE Pa3MEPOB TOMOTCHH3aTOPOM BBICOKOTO JABJICHHS, C MOCICAYIOMEH 00padoTKOH IEPOKCHIAOM
BOJIOPOJA TS MOJTYyUCHHS OJIUTOCAXapUIHBIX (DPArMEHTOB, WIIH MUKPO(DIFOHIM3aHCH.

[0062] TIHEBMOKOKKOBBIN KOHBIOTAT KAXKIOTO M3 CEPOTHIOB MOYKHO MOJIYYATh KOHBIOTHPOBAHHEM KAICYIBHOTO
TIOJTHCAXapHIA U3 KAKAOTO CEPOTHIA C OEITKOM-HOCHTENEM. I3 pa3nHiHBIX ITHEBMOKOKKOBBIX KOHBIOTATOB MOYKHO
TOTOBHTH JICKAPCTBCHHYIO (JOPMY B BHAC KOMITO3HIIHH, BKIFOUAs TO3HPOBAHHYO (JOPMY OTHOKPATHOTO MPHMCHCHU L.
[0063] 1 TpHrOTOBICHHA KOHBIOTATA MOJIHMCAXAPHUNA-OCIKA, KANCYJIBHBIH MOJIHCAXAPHI, MOMYUYCHHBIH U3
K@KIOTO MHEBMOKOKKOBOTO CCPOTHIIA, MOKHO XHMHUCCKH AKTHBHPOBATH TAKUM 0OpPa3oM, uUTOOBI KATICYJIbHBIH
TIOJTHCAXAPH/T MOT BCTYNATh B PEakUHIo ¢ OenkoM-HocuTeneM. Cpasy mociie akTHBHPOBAHUS, KAKIBIH KaICy TbHBIH
MOJTHCAXapH MOYKHO OTACIBHO KOHBIOTHPOBATh C OCIKOM-HOCHTENEM C OOpa3oBaHWEM TITTHKOKOHBIOTATA.
XUMHYECKYI0 aKTHBAIMIO MOJIHCAXAPHIA W MOCICAYIONYI0 KOHBIOTAMIO C OCIKOM-HOCHTEJIEM MOKHO JOCTHIATh
TPAAMIUOHHBIMHA CTIOCOOaMH.

[0064] Hanpumvep, BHUHHATBHBIC THAPOKCHIBHBIC TPYIIIBI HA KOHIE KAICYIHHOTO MOIHCAXAPHIA MOYKHO OKHCIISAT
JI0 NBACTUAHBIX IPYII TAKHMH OKHCIIAIOIINMH AT¢HTAMH, KaK NepHOAATH! (BKIOYAA MEPHOAAT HATPHIA, MEpHOaAT
Kamid Wi TCPIHOTHYIO KHCIOTY), Kak ommcaHo, Hampumep, B mat. CIIIA Ne 4,365,170, 4,673,574 u 4,902,506,

KOTOPBIA TeM CaMbIM BKJIIOUCHBI B JAHHBIA JOKYMCHT MOCPEACTBOM CCBUIKH BO BCEH CBOeH momaHOTE. Ilepionar
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CIyJaWHBIM 00pa30oM OKHCISICT BHIWHANBHBIC THAPOKCHIBHBIC TIPYNIBI YIJIEBOJA C  OOpa3zoBaHHEM
PEeaKIMOHHOCTIOCOOHOH aTbICTHAHOH TPy IIIBI B BBI3bIBAET pacimemuicHue cesi3u C-C. TepMuH «nepiionar» BKIIOYACT
KaK IepHoaaT, TaK U MCPHOTHYIO KHCIOTY. JIaHHBIH TCPMUH TAkKe BKIOUYACT B ceOs kak Meranepiiogar (104.), Tak
u opronepiionar (I0e¢s.). TepMmuH «mepiiomaT» Takke BKIOYACT B CeOs pa3IHYHBIC COJM NEpHOAaTa, BKIIOYAs
epHOJaT HATPHA U MEPIHOAaT Kaaud. B HCKOTOPHIX BAPHAHTAX OCYIICCTBICHUS H300PETCHHA MO IHCAXAPH I MOKHO
OKHUCIIATH B MPUCYTCTBHH MCTAIICPHOIaTA HATPHA.

[0065] B HekoTOpPBIX BAPHAHTAX OCYIUCCTBICHHUS H300PESTCHIS IIEPIHOAAT MOYKHO MPHMCHATEH B KOJHYCCTBE OKOJIO
0,03-0,17 mMxr Ha 1 MKT monmcaxapuaa. B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA H300PETCHUA NEpHOAaT MOMKHO
TMPUMEHATH B KOau4ecTBe 0k0J0 0,025-0,18 Mkr umu okoao 0,02-0,19 mxr Ha 1 mxr mosmcaxapuza. [Ipu sxenanuwy,
caxapHux MOKHO aKTUBHPOBATh B IIPeciIax BRINICYKA3aHHOTO JUAMA30Ha. 3a MPEACIaMH JAHHOTO JUATIa30Ha MOXKET
TOJYYHTHCS HEY IOBICTBOPUTCIBHBIH PEe3yIbTaT.

[0066] Tlomucaxapuapl TaKKe MOXKHO AKTHBHPOBATH C MOMOINBIO  1-IHAHO-4-THMCTHIAMHUHOTUPH HHHS
terpadropdopara (CDAP) ¢ 06pa3oBaHHEM LUAHATHOTO CIIOKHOTO 3(pupa. AKTHBHPOBAHHBIN MOIUCAXAPUI 3aTEM
COCIMHSIOT HEMOCPEACTBEHHO I MOCPEACTBOM CICHCEPHOH MM JTHHKCPHOM IPYIIBI C aMHHOTPYIIION Ha Oenke-
HOCHTEJIC.

[0067] Hampumep, coeiicep MOKET NPEACTABIATH COOOH LUCTAMHH HWIM IHCTCAMHH JUBL  TIOJNYUCHHSL
THOJIMPOBAHHOTO IIOJIMCAXapHIA, KOTOPBIH MOXKET COCTUHATHCS C HOCHUTEJIEM HOCPEACTBOM IPOCTOH THOA(PHPHOI
CBA3H, TOJY4acMOH IOCIC PEAKUMH C AaKTUBHPOBAHHBIM MAJCHMHAOM OCIKOM-HOCHTENEM (Hampumep, C
HCTOIB30BaHHEM  N-[y-MaienMuno0y THPHJIOKCH|CYKIHHHMHIHOTO  CIokHOrO  3¢upa  (GMBS)) wm
TaJOTCHALCTHINPOBAHHBIM OCIIKOM-HOCHTENIEM (HAPUMEP, C HUCTIOIb30BAHHEM HOJALCTHMHUIA, N-CYKIHHHMHUIHIT
opomarnerara (SBA; SIB), N-cykumnmmuann(4-iioganerwn)amunobensoara (SIAB), cymbpocyxumHuMum(4-
Womauetun)amuHoOcH30aTta  (Cyab(po-SIAB), N-cyknumHmMummn #omaumerata (SIA) WM CyKUMHHMEAIHI 3-
[opomanecramuao|npomuonata (SBAP)). IIpeamodTHTCIBHO, LHAHATHBIA CJIOKHBIH 3(QUp (HCOOSA3ATCIBHO,
nmoay4ucHHbIH MeTogaMu XuMuu COAP) COCIUHAIOT C TCKCAHIHAMHHOM W JHTHAPASHIOM ATUIMHHOBOH KHUCIIOTHI
(AOH), u aMHHOTIPOH3BOJHOC CAXapHAA KOHBIOTHPYIOT C OCIIKOM-HOCHTCIICM C HCIOJb30BAHHCM MCTOJA XHMHH
kapooxunmu o (Hanmpumep, EDAC wm EDC) mocpeacTBoM KapOOKCHIILHOM IPYIIITBI Ha OCTKOBOM HOCHTEIC. Takue
KOHBIOTATHI OMHUCaHbl, HanpuMep, B WO 93/15760, WO 95/08348 u WO 96/129094, Bce W3 KOTOPBIX TEM CAMBIM
BKITIOYCHBI B JAHHBIH JOKYMEHT MOCPEICTBOM CCBUIKH BO BCEH CBOECH MOJIHOTE.

[0068] Komsroramuu axkTHBHPOBAHHBIX KANCYJIBHBIX IOJHCAXAPHIOB H OCIKA-HOCHTEIS MOJKHO JOCTHUIATH,
HATIPUMCP, yTEM BOCCTAHOBHTCIILHOTO AMHHHPOBAHMSA, KAK OMTHCAHO, HAPUMEP, B MyO.1. 3as1B0K HA mateHTH CIITA
Takue KOHBIOTATHI OMHUCAHBI, HampuMep, B myo. Ne 2006/0228380, 2007/0231340, 2007/0184071 u 2007/0184072,
WO 2006/110381, WO 2008/079653 u WO 2008/143709, BCC W3 KOTOPBIX TCM CAMBIM BKJTFOYCHBI B JAHHBIHA
JOKYMEHT MOCPEICTBOM CCBUIKH BO BCEH cBoeH moHoTEe. Hampumep, akTHBHPOBAHHBIC KAICYJIbHBIC ITOJIHCAXAPHIBI
H OETIOK-HOCHTEIb MOTYT BCTYIIATh B PEAKIUIO C BOCCTAHABIMBAIOIIMM ArcHTOM C OOpa30BaHHEM KOHBIOTATA.
INoaxoaame BOCCTAHABIWBAOIINE ATCHTHI BKITFOYAOT OOPOTHAPH/IBL, TAKAC KAK MHAHOOOPOTHAPHI HATPH, OOpaH-
TIUPHINH, TPHALECTOKCHOOPOTHAPHA HATPHS, HATPHH WiIH OOPOTHAPHA, Wi OOPOTHAPUIHAS HOHOOOMEHHAS CMOJIA.
B koHIIC peaknyy BOCCTAHOBJICHHA B KOHBIOTATAX MOTYT OCTAaBaThCsA HEMPOPEATHPOBABIINE ANbACTHIHbIC TPYIIIHL.
HempopearnposaBmme  adbJeTHAHBIC TPYIIBI  MOKHO OJIOKHpOBATP C  HCIOJIB30BAHHEM  IOIXOALICTO
ONOKUPYIOIIETO arcHTA, TAKOTO Kak Ooporuapua Hatpusa (NaBH4). B ogHOM BapHAHTE OCYIICCTBICHHUS H300PCTCHUA
PEaKIUI0 BOCCTAHOBIICHUS BHITIOJNHAIOT B BOJJHOM PAaCcTBOPHUTENE. B IpyroM BapuaHTE OCYIIECCTBICHHA H300PETCHUS
pEeaKknUI0 BOCCTAHOBICHUS BBHINIOJNHAIOT B ANPOTOHHOM pacTBOpHUTENE. B OZHOM BapHaHTE OCYIICCTBICHHA

H300PCTCHUSA PCAKIHIO BOCCTAHOBICHHA BRIIOTHAIOT B pacTeopureac JMCO (mumeruncynbpokcune) wm B MO
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(muverungopmavuze). JIpyrue BO3MOKHBIC BOCCTAHABIMBAOIINE aTCHTHI BKIFOYANOT, HO HE OTPAHUYNBAIOTCS HMH,
aMuH-OOpaHBI, TAKWC KAaK MHPHIWH-OOPAH, 2-TMHKOIHH-OOpaH, 2,6-Tu0OPaH-MECTAHON, IUMCTHIAMUH-OOpaH, t-
BuMeiPrN-BH3, 6ensunamua-BH3 win 5-31i-2-mMetumupuaua-60opas (PEMB).

[0069] AxrHBHpOBAaHHBIC KAICYJIBHBIC IOJHCAXAPHABI MOJKHO KOHBIOTHPOBATH HCIOCPEACTBCHHO C OCIKOM-
HOCHTEJIEM MM ONOCPEIOBAHHO IyTEM INPHMEHCHUS CIiciicepa WM JIHHKEPA, TAKOTO KAaK OH(YHKIMOHATHbHBIH
muHKep. JIMHKEp HEoOs3aTeNIbHO IMPEACTABIIET COO0H reTepoOn(y HKIMOHATBHBIH WM roMOOH()YHKIHOHATBHBIH,
COJCPrKAIHi, HAIIPUMEDP, PEAKIMOHHOCIIOCOOHYI aMHHOTPYIIYy H PEaKIMOHHOCIOCOOHYIO IpymIy KapOOHOBOH
KHCJIOTHI, 2 pEaKIHOHHOCTIOCOOHBIE AMHHOTPY IIITBI HJIH /IBE PEAKIIMOHHOCTIOCOOHBIC I'PYIITBI KAPOOHOBOH KHUCIIOTHI.
[0070] B mpyrux moaxomsIMuX MCTOAMK JIS KOHBIOTALHH MPHMCHSIOT KAPOOIHHMHIbL, THAPA3HIbL, AKTHBHBIC
CoXKHbIE 3(PUPBI, HOPOOPAH, M-HUTPOOCH30iHY 0 KucIoTy, N-ruapokcucykiumaumun, S--NHS, EDC, TSTU, kak
ONHCAHO, HATIPHMEP, B MyOTHKAMU MCKIYyHAPOIHOH 3ai1Bku Ha mateHT Ne WO 98/42721, koTopas BKIIIOUCHA B
JAHHBIA JOKYMCHT IIOCPEACTBOM CCBHUIKH BO BCCH CBOSH motHOTE. KOHBIOTAINS MOKET BOBICKATh KAPOOHMIBHBIH
JMHKEP, KOTOPBIH MOXKET 00pa30BAThCA MYTEM PEAKIMH CBOOOJHOW THAPOKCHIBHOH rpymmbl caxapuaa ¢ 1,1'-
xapoormwinuumuaszon (CDI) (cm. Bethell et al. (1979) J. Biol. Chem. 254:2572-2574; Hearn et al. (1981) J.
Chromatogr. 218:509-518) ¢ mocnenyromueii peakuueii ¢ 6e1KoM ¢ 00pa30BaHHEM KapOAMATHOMH CBSI3H. DTOT MPOLIECC
MOJKET BKJIFOUaTh BOCCTAHOBICHHC AHOMCPHOH KOHIICBOM TIPYNIBI B MNEPBHYHYIO THUAPOKCHIBHYIO TIPYIILY,
HEOO3aTCIbHYIO0 3alIUTY/CHATHE 3alIUTHl NCPBHYHOH THAPOKCHIBHOH TIPYNIBL, PEAKUHMIO IEPBHUYHOM
ruapokcwibHOH Tpymisl ¢ CDI ¢ obpasoBanmeM mpomexyTouyHoro mpoxaykra CDI kapbamara W coeauHEHUA
npoMeKyToUHOTO nmpoaykra CDI kapbamara ¢ aMuHOTpy IO Ha Gelke.

[0071] CoorHowmeHue moNMCaxapuaa H OCIKA-HOCHTEIS Ui NPOTHBOMHCBMOKOKKOBBIX KOHBIOTHPOBAHHBIX
BaKIMH, KAaK NpPaBHJIO, Haxomurcs B amamazone 0,3-3,0 (mac./mac.), HO MOXET BapbHPOBATh OT CEPOTHIIA.
CooTHOLICHHE MOJKET OMPEACTATHCS JTHOO HE3ABHCHMBIM H3MECPCHHEM KOJIMYCCTB MPUCYTCTBYIOLIMX Ocimka |
MOJTHCAXAPHIA, WIH METOJAMH, KOTOPBIC JAarOT MPSMOE COOTHOIICHHE, HM3BECTHHIMH B JAHHOH OOJIACTH TCXHHKH.
Meroas!, Bxmoyaromue ‘H SIMP cniexrpockonuro i DX-BIKX-Y®/KP ¢ ABOHHBIM OTCICKHBAHHEM (HAPHMED
MOKA3aTeIh MPSIOMIICHAI H Y@, Ha o0miee COACPKAHHC BCIICCTBA H OCIKA, COOTBCTCTBCHHO), MOTYT OTPEACIATh
mpo (PUITE COOTHOIICHUA Caxapuaa/OeiIKa Mo pacpeICICHUIO Pa3MEPOB KOHBIOTATOB, a Takke MeToaoM DX -BIOXKX-
MALLS wm MALDI-BII-MC.

[0072] Takum 006pa3oM MONYYCHHBIC KOHBIOTATHI MOJMCAXAPHIOB-OCIKOB MOXKHO OYHINATH H OOOraImarh
pa3TUYHBIMH  CiocoOaMH. O3TH  CHOCOOBI  BKIIFOYAIOT — KOHICHTPHPOBAHHC/MUA(DUIBTPALMIO, KOJOHOUHYIO
xpomarorpaduro u riayonHHoe (puabTpoBaHue. OUHIICHHBIC KOHBIOTATHI ITOJIHCAXAPHIOB-0CIIKOB KOMOHHHPYIOT TS
TOJTyYCHHs mpenapara 21-BaJcHTHONH MPOTHBOMHEBMOKOKKOBOW KOHBIOTHPOBAHHON KOMIIO3UIUU CO CMCEIIAHHBIM
HOCHTEJIEM, KOTOPYIO MOKHO IIPHMCHSThH B KAYECCTBE BAKI[HHBL

[0073] TIpuroroBicHHE TCKAPCTBEHHOM (POPMBI BAKIIHHHOMN KOMIIO3HIHH MOYKET BBINOIHATEHCS C HCIIOb30BAHHEM
MPU3HAHHBIX B JAHHOH 0071aCTH CTIOCO00B. BaKIIMHHY 0 KOMITO3HIMEO TOTOBAT B BHAC MPCIAPaTa, KOTOPHIH JODKCH
OBITH COBMECTHMBIM C HPEIIOJIAracMbIM IyTEM BBeACHHA. KOHBIOTATHI OTACIBHBIX ITHCBMOKOKKOBBIX KAIICY IbHBIX
MIOJTHCAXaPHI0B-0ETIKOB MOTYT BXOJHTh B COCTAB IpEmapara BMecTe C (DPH3HOJOTHYCCKH IPHEMICMbBIM HOCHTEIEM
JUT TOJTYUYCHHS KOMOO3HIMH. [IpuMEephl TaKMX HOCHTENCH BKIIOYANOT, BOAY, 3a0y()epeHHBINH COJEBOH pacTBoOp,
TIOJTHOJTB! (HaIpUMEp, TIMIEPHH, MPOMHJICHTIHKOb, JKUAKHH MOJHITHICHIIHKOIb) H PACTBOP JCKCTPO3bI, HO HE
OTPAHWIHUBAIOTCS UMH.

[0074] B mHexkoTOphIX BAPHAHTAX OCYLICCTBICHHS H300peTCHHsT 21-BaNCHTHAS —IPOTHBOMHCBMOKOKKOBAS
KOHBIOTHPOBAHHAA KOMIIO3HIIMSI CO CMCIDAHHBIM HOCHTENEM JIOTOJHHTEIBPHO COJCPIKHT aabloBaHT. Kak

HCTIOJB3YCTCA B JAHHOM JOKYMCHTC, KaABHOBAHT» OTHOCHTCS K BCIICCTBY HJIH HOCHUTCIIIO, KOTOpBIﬁ HeCHeI.[I/I(I)I/I‘IeCKI/I
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YCHJIMBACT HMMMYHHBIH OTBET HA AaHTHICH. AZBIOBAHTHI MOTYT BKJIFOYATh B CEOS CYCIICH3HIO MHHEPAIBHBIX BEICCTB
(amroMoOKanueBble KBACUBI, COJMH AMIOMHHHA, TaKHE KAaK THAPOKCHA amoMuHHA, (ochar amoMuHms, cyabdar
amoMuHus, Tuapokcupocdar cyrbhar amFOMHUHEA | T. A.) HA KOTOPBIX aACOPOHPOBAH aHTHICH; WIIH HMY JILCHIO BOJA-
B-Macle, B KOTOPOH pacTBOp aHTHICHA SMYJIbTHPOBAH B MHHEPAJbHOM Macie (HAIPHMEP, HEMOJHOM aJbIOBAHTC
OpeifHna), HHOTJA C BKIIOYCHHEM YOUTBIX MHKOOAKTEPHH (IIOJHBIH aqproBaHT OpeifHaa) A TOTOJHUTEIBLHOTO
YCHJICHHS aHTUTCHHOCTH. MIMMyHOCTHMYJHMpPYIOIIME OJHIOHYKICOTHIBI (Takue Kak Bkmouaromme Motus CpG)
TAKKEC MOYKHO HPHMCHATH KAK aqbrOBaHTHI (Hampumep, cM. mateHTel CIITA Ne 6,194,388 6,207,646; 6,214,806;
6,218,371; 6,239,116, 6,339,068; 6,406,705 1 6,429,199). AXBIOBAHTHI TAKKE BKITFOYAFOT OHOJIOT HUCCKUE MOJICKY JIbI,
TaKHuC KAK JTUMHIBI U KOCTUMYTHPYIOMIHE MOJCKYIbL. THIOBBIC OHOJIOTHYCCKHE aabIOBAHTHI BKIOUaroT AS04 [9],
IL-2, RANTES, GM-CSF, TNF-a, IFN-y, G-CSF, LFA-3, CD72, B7-1, B7-2, OX-40L u 41 BBL.

[0075] B HexoTOpHIX BapHAHTAX OCYLICCTBICHHA H300PCTCHHS AXBIOBAHT IPCACTABILICT COOOM aTbIOBAHT HA
ocHOBe amomuHHA. Kak mpaBmio, ogHa 103a 0,5 MJI BAaKIMHBI TOTOBHTCA B BHAC MPENAapara, KOTOPBIH COACPIKHT
0k010 0T 0,1 Mr 10 2,5 MI agbIOBaHTAa Ha OCHOBE AIFOMHUHHUA. B APyrux BapHaHTAaX OCYyLICCTBICHUA oaHA 103a 0,5
MJI BaKLIMHBI TOTOBUTCA B BUAC Mpenapara, KOTOPIH CoaepKHUT Mexay oT 0,1 mr 1o 2 mr, ot 0,1 mr g0 1 mr, ot 0,1
Mmr 10 0,5 mr, ot 0,1 Mr 10 0,2 mr, ot 0,125 Mr 70 2.5 Mr, o1 0,125 mr 10 0,5 Mr, o1 0,125 Mr 10 0,2 Mr wiu ot 0,125
10 0,25 Mr aapIOBaHTA HA OCHOBE AIFOMHHHA. B HEKOTOPBIX BapHAHTAX OCYIECTBICHUA H300peTeHU oaHa J03a 0,5
MJI BAKIMHBI TOTOBUTCS B BUJC NpEnapara, KOTOpbIi CoaepskuT oT 0kojo 0,125 mr o oxoso 0,250 Mr anproBaHTa Ha
OCHOBC ATIOMHHHA. B HEKOTOPBIX BapHAHTAX OCYINECCTBICHUA H300peTeHIA 0aHA 103a 0,5 MJI BAKIUHBI TOTOBUTCS B
BHJC TIpemapara, KOTOpbId coaepkut okoo 0,125 Mr axbrOBaHTa Ha OCHOBE AMFOMHHHUA. B HEKOTOPBIX BapHAaHTaX
OCYILECTBICHHS H300pETCHU oHA 1032 0,5 MIT BAKIIMHBI TOTOBUTCS B BHJC MPETapaTa, KOTOPBIH COACPIKHUT OKOJIO
0,250 Mr amprOBaHTa HA OCHOBC AFOMHHUSL.

[0076] B KOHKpETHBIX BAPHAHTAX PEATH3AUMH H30OPETCHHS AXBIOBAHT BHIOMPAIOT M3 TPYIIbL, COCTOSINCH H3
(ocara amroMuHEA, CyIb(ATA ATFOMHHASL H THIPOKCHIA ATFOMAHIL

[0077] B kOHKpETHBIX BAPHAHTAX PEATH3ALNH H30OPETCHUS aIbIOBAHT MPEACTABILICT CO00H (hochar aTroMUHUSL.
[0078] B HekoTOpPBHIX BAPHAHTAX OCYIICCTBICHHSA M300PETCHHA KOMIO3HLMSA MPESIHAZHAUCHA ISl NPHMCHCHHA B
BH/JIC BAKUWHBI MPOTHB HH(EKIMH Strepfococcus pneumoniae.

Omnpenesienne XapakTePHCTHK KOHBIOTATOB INMHEBMOKOKKOBBIX KAMCYJbHBIX TOHCAXAPHIOB-0EIKOBBIX
HOCHTEJICH

[0079] B mexkoTOpBIX BAPHAHTAX OCYINCCTBJICHHS H300PCTCHHS KOHBEOTAT MOJIMCAXAPUAA-OCIKOBOTO HOCHTEIIS
MOXET HMETh MOJEKYJLIpHYH0 Maccy 100-10 000 k/la. B HEKOTOPHIX BapHAHTAX OCYINECTBICHHS H300PCTCHUS
KOHBIOTAT UMCCT MOJICKYLIPHYEO Maccy 200-9000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYJLIpHYEO Maccy 300-8000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHUS H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYJLIpHYEO Maccy 400-7000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYIPHYEO Maccy 500-6000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHUS H300PCTCHHA
KOHBIOTAT UMCCT MOJICKYJLIPHYEO Maccy 600-5000 x/la. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS H300PCTCHHA
KOHBEOTAT HMEET MOJIEKYJHIpHY 10 Maccy 500-4000 k/la. JIroboe nemnoe uncio B mpeemax JoO0ro U3 BhIIICYKa3aHHBIX
JIUAMa30HOB IPEAIIONATAcTCs B KAUECTBE BAPHAHTA OCYIIECCTBICHHS H300PETCHHS 0 HACTOSIIEMY OITHCAHUIO.
[0080] Ecnu moniexysipHAS MACCA HAXOAHMTCS B MPEACIAX YKA3AHHOTO BBIIIC THATIA30HA, KOHBIOTAT MOYKET OBITH
CTAOWTBHO TIOJIYYCH C BEICOKHAM BBIXOIOM. MOYKHO TAK)KE CHA3ZHTH OO CBOOOIHOTO moymcaxapuga. Kpome toro,
MOYKHO MOJIy4aTh MOBBIIICHHY 0 HMMYHOTCHHOCTD B IIPE/IE/IaX YKA3aHHOTO BHIIIC THANA30HA MOJICKY JIPHBIX Macc.
[0081] Tlocme OuMINCHHS OTACTBPHBIX KOHBIOTATOB MOJIHCAXAPHIOB-OCIKOB, HX COCTABILIFOT UL MPUTOTOBICHUS

JEKapCTBEHHOH (POPMBI HIMMYHOTCHHOM KOMITO3HITMH IO HACTOSINEMY OIHCAHUIO.
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[0082] Kombrorarsl caxapuaoB-OCIKOB CECPOTHIOB II0 HACTOSIMICMY OIHCAHHIO MOYKHO XapAaKTCPU30BATH IO
COOTHOIICHHIO MOTACAXapHIA H OSITKOBOTO HOCHTEITA (KOJIMIECTBO MOIHCAXAPHAA/KOTHYCCTBO OSITKOBOTO HOCHTEIIA,
Mac./mac.).

[0083] B mHekOTOpBIX BAPHAHTAX OCYLICCTBICHHS H300PCTCHHS COOTHOMICHHE (MAc./mMac.) MOJmMcaxapuma K
OCITKOBOMY HOCHTCTIO B KOHBIOTATE MOIHCAXapUa-0CIKOBBIH HOCHTEb I KAKIOTO cepoTuma coctasuier 0,5-2,5;
0,4-2.3; 0,3-2,1; 0,24-2; 0,2-1,8; 0,18-1,6; 0,16-1,4; 0,14-1,2; 0,12-1 wm 0,1-1 (manpumep; okono 0,7; okono 0.8;
okoJo 0,9; oxomo 1,0; okouo 1,1; okomo 1,2; okouio 1,3; okomo 1,4; okoio 1,5; okono 1,6; okoio 1,7; oxomo 1,8; okoso
1,9; oxomo 2.0; oxouso 2,1; oxono 2.2; 0koj0 2,3; 0k0J0 2.4 Uiy 0koJjo 2,5).

[0084] Ecnu cooTHOIUCHHE MOAMCAXAPHAA U OCIKOBOTO HOCHTEII HAXOJHWTCSA B IPEACIAX YKA3AHHOTO BBIIIC
AHANIA30HA, KOHBHOTAT MOXKCT OBITh CTAOHIIBLHO IOJYYCH C BBICOKHM BBIXOOOM. MOokHO TaKKe CHH3HTH J0JH0
CBO6OZ[HOI‘0 nojaucaxapuaa. KpOMe TOr0, MOJKHO IOJIy4aTh MOBBINICHHYH0 HMMYHOTCHHOCTD, U KOHBIHOIAT MOXKCT
COXPAaHATbh CTAOMIFHOCTD O€3 BIMAHIA APYTHX CEPOTHIIOB B IPEACIaX YKa3aHHOTO BBIIIE JHANA30HA.

[0085] Kombrorarbl ¥ HMMYHOTCHHBIC KOMIIO3HIMH IO HACTOSINEMY OIHCAHHIO MOTYT COJCPIKATh CBOOOIHBII
NOJICAXapH [, KOTOPBIH HEKOBAJICHTHO KOHBIOTHPOBAH C OCIKOBBIM HOCHTEIEM, HO TEM HE MCHEE NPHCYTCTBYET B
KOMIIO3HIMH KOHBIOTATOB IIOJIHCAXAPUIOB-OCIKOBBIX HocuTened.  CBOOOHBIN mOIHMCAaXapUX MOXKET OBITh
HEKOBAJICHTHO ACCOLMHPOBAH C KOHBIOTATOM IOJIHCAXapUAA-OEIKOBOTO HOCHTEHA (T. €., HCKOBAJCHTHO CBA3AH,
ancopOHUpOBaH C KOHBIOTATOM MOJIHCAXapHIa-OSIKOBOTO HOCHTEII HIIM 3aXBAYUCH B HETO HJIH HM).

[0086] B HekoTOpBIX BapHAHTAX OCYLICCTBICHHS H300PCTCHHS KOHBIOTAT IOJIHCAXAPHIA-OCIKOBOrO HOCHTEIIL
coaepkut MeHee 0kou1o 60 %, okomo 50 %, 45 %, 40 %, 35 %, 30 %, 25 %, 20 % wmm 15 % cBoO0IHOTO MOTHCAXapuAa
K@KIOTO CEpOTHIA, Ha OCHOBE OOIIEro KOJHYCCTBA MOJMCAXAPUAA KOKIOTO CEPOTHNA. B HEKOTOPHIX BapHAHTAX
OCYLICCTBJICHHUS H300PCTCHHSA KOHBIOTAT KAXKIOTO CCPOTHIA MOIHCAXAPHIA-OCIKOBOTO HOCHTSIIS COICP/KHT MCHES
oxo110 60 % cBOOGOAHOTO TOJIHCAXAPHIA KAXKIOTO CCPOTHIIA, HA OCHOBE OOILETO KOJHYCCTBA MOJHCAXAPHIA KAXKIOTO
cepoTuria. B HEKOTOPBIX BAPHAHTAX OCYLICCTBICHHSA H300PCTCHHSA KOHBIOTAT KAXKIOTO CCPOTHIA MOTHCAXAPUAA-
OCIKOBOTO HOCHTEISI COOCPIKUT MEHee 0Kkoio 50 % CBOOOAHOTO MONHCAXApHIA KAKAOTO CCPOTHIA, HA OCHOBC
O0IIEr0 KOMMYECTBA IMOJHCAXAPHIA KAXKIOTO CCPOTHIA. B HEKOTOPBIX BAPHAHTAX OCYLICCTBJICHHS H300PCTCHHS
KOHBIOTAT KAXKIOTO CCPOTHIIA MOTHCAXAPHAA-OCIKOBOTO HOCHTEIS COACPKHUT MEHee okono 40 % cBoGOAHOTO
MOJTUCAXAPHIA KAKIOTO CCPOTHIIA, HA OCHOBE OOLICTO KOJHUCCTBA MOIHCAXAPHIA KAXKIOTO CEPOTHIA. B HEKOTOPBIX
BAPHAHTAX OCYLICCTBJICHHSA H300PCTCHHA KOHBIOTAT KAXKAOTO CCPOTHIA MONHCAXAPHIA-OCTKOBOTO HOCHTCIA
COACPKAT MeHee 0koMo 30 % CBOOOJHOTO MOJMCAXapHaa KaKIOTO CEPOTHIA, HA OCHOBS OOMICTO KOJHYECTBA
MOJTUCAXAPHIA KAXKIOTO CCPOTHIA. B HEKOTOPBIX BAPHAHTAX OCYIUCCTBICHHS H300PCTCHHS KOHBEOTAT KAXKIOTO
CEPOTHIIA MOIUCAXAPHAA-OCTKOBOTO HOCHTEA COACPIKHT MECHEE OKOJI0 25 % CBOOOJHOTO MOTHCAXAPUAA KAKIOTO
CCpPOTHIIA, HA OCHOBE OOMICTO KOJMYCCTBA MOJHCAXApHIA KAKIOTO CCPOTHIA. B HEKOTOPBIX BapHAHTAX
OCYLICCTBJICHHAS U300PCTCHHUA KOHBEOTAT KAXKIOTO CCPOTHIA MOHCAXaPHIA-OCTKOBOTO HOCHTEIA COICP/KHT MCHES
oxo10 20 % cBoOOAHOTO MOJIHCAXAPHUIA KAXKIOTO CCPOTHIIA, HA OCHOBE O0INEro KOJIMYSCTBA MOJHCAXAPHAA KAKIOTO
cepoTunia. B HEKOTOPBIX BAPHAHTAX OCYLICCTBICHHA H300PSTCHHSA KOHBIOTAT KAXKAOTO CCPOTHIA MOTHCAXAPHAA-
OCITKOBOIO HOCHTENA COOCPIKUT MEHee OKomo 15 % cBOoOOAHOrO monmcaxapuaa KakIOTO CEpPOTHUINA, HA OCHOBE
00IIEr0 KOMMYECTBA MOJHCAXAPHAA KAKIOTO CEPOTHIA. B HEKOTOPBIX BApPHAHTAX OCYLICCTBICHHSA H300PCTCHUA
KOHBIOTAT KA)KIOTO CEPOTHIA MOTHCAXAPHAA-OCIKOBOTO HOCHTEISA COACPKHT MeHee okomo 10 % cBoGomHOTO
MOJTUCAXAPHIA KAKAOTO CCPOTHIA, HA OCHOBE OOINETO KOJMUCSCTBA MOJHCAXAPHAA KAKIOTO CCPOTHIIA.

[0087] Kombrorar KaxIoro CEpoOTHNA IMOIHCAXAPHIA-OCIKOBOrO HOCHTEIIb MOYKST TAK)KE XAPAKTCPH3OBATHCS IO
pacopeaencHuro ero mMoJsiekya mo pasmepam (Kg). Jlasg onmpeacneHHs OTHOCUTENBHOTO PaCHpEeIcICHHS MOJCKYT

KOHBIOTATa MO pa3MepaM MOKHO HPHMCHATh HOCHTCTH JKCKIFO3HOHHOH xpomarorpadum (CL-4B; momepedno-
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CIINTHIC TPAHYJIIBI arapossl, 4 %). DKCKIO3HOHHYI0 XpoMmarorpaduro (3X) MPUMCEHSIOT B CAMOTECYHOH KOJOHKE IS
ompeAcacHUs Npo(miIA pacrpeAcicHUEe Pa3MEpOB MOJEKYJ KOHBIOTATa MO pasMepaM. KpymHbIE MOJCKYJIbI
HCKIIFOYAIOTCS W3 NMOP HOCHTEIS W JIOHPYIOTCS OBICTpee, YeM Mausble MOJEKyJ sl st cOopa 3mr0aTa KOJOHKH
HCTIONB3YIOT cOopmmk (ppakuuii. Opakuuu MPOBEPSIOT AHATH30M HA COACP)KAHUE CAXapHI0B KOJOPHMETPHUCCKHM
metoaoM. g ompeaencHua Ky KOMOHKY KamuOpPYROT, YTOOBI YCTAHOBHUTH (PPAKUHIO, B KOTOPOH MOJICKYJIBI
TMOTHOCTHEO HCKIFOUArOTCA (Vo, Kg = 0), 1 (ppakumro, mpeaCcTaBIAIOMY0 MakcuManbHoe yaepkusanne (Vi, Kqg = 1).
Opakuus, B KOTOPOil JOCTHIAeTCA YCTAHOBJICHHBIH aTpulyT oOpasua (V.), cootHocutrcs ¢ Ky mo ypasuenuro Ky =
(Ve - Vo)/(Vi - Vo).

[0088] B mexkoTOphIX BapHAHTAX OCYINCCTBICHHS MO MCHbHICH Mepe 15 % KOHBIOraTa KaKIOTO CEpOTHIIA
MOJTMCAXAPHIa-0CIKOBOTO HOCHTEI MOYKET HMETh Ha KosoHke CL-4B 3Hauenue K¢ paBHoe 0,3 HIH HIDKE.

[0089] B mHexoTOphIX BapHAHTAX OCYINCCTBICHHS 1O MCEHbHICH Mepe 20 % KOHBIOraTa KaKIOTO CEpOTHIIA
MOJTMCAXApHIa-0CIKOBOTO HOCHTENIA MOKET HMETh Ha KoJoHke CL-4B 3maucnme Ky pasmoe 0,3 mnu Hmke. B
HCKOTOPBIX BAPHAHTAX OCYINECTBICHUA MO MeHBIICH Mepe 15 %, 20 %, 25 %, 30 %, 35 %, 40 %, 45 %, 50 %, 55 %,
60 %, 65 %, 70 %, 75 %, 80 %, 85 % um 90 % KOHBIOTaTa KOKIOT0 CCPOTHIIA MOTHCAXAPUA-OCIKOBOTO HOCUTEIIA
MOsKeT uMeTh Ha kostouke CL-4B 3nauenue Ky paBHoe 0,3 wimm Hibke. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHUA IO
MeHbIIeH Mepe 60 % KOHBIOTaTa KOKIOTO CEPOTHIIA MOTHCAXapHIa-0SIKOBOTO HOCUTEII MOXKET HMETh Ha KOJIOHKE
CL-4B znauenne Kg pasHoe 0,3 umm Hipke. B HEeKOTOPBIX BapHAHTAX OCYINECCTBICHUA IO MeHbIICH Mepe 50-80 %
KOHBEOTATa KAYKIOTO CEPOTHIIA MOTHCAXAPHAA-OCIKOBOTO HOCHTEISI MOXKET UMETh Ha koytoHke CL-4B 3nauenue Kqg
paBHOe 0,3 umm HIDKEe. B HEKOTOPHIX BapHAHTAaX OCYINECTBICHHUA IO MEHbIIEH Mepe 65-80 % KOHBIOTaTa KaXKaoro
CCpOTHIA MOJTHCAXapUAa-0CIKOBOTO HOCHTE MOKET UMETh Ha KoJoHKe CL-4B 3HaucHue Kg paBHOE 0,3 mim HEKE.
B HEKOTOPBIX BapHAHTaX OCYINCCTBJICHHS MO McHbIICH mepe 15-60 % KoHBIOraTta KakKIOTO CEPOTHIIA caXapuia-
OCITKOBOTO HOCHTEJISI MOYKET HMETh Ha KosloHKe CL-4B 3HaueHue Ky pasHoe 0,3 wiau HEKE.

MpoduiakTuyeckue crocodbI H MPIMEHEHHS

[0090] B eme ogHOM acmeKkTe PACKPHITHS —MPCQUIOKCHA  BAKOHMHA, COACprKamas 2 1-BaJCHTHYIO
TMPOTHBOIMHCBMOKOKKOBYK) KOHBIOTHPOBAHHYK) KOMIIO3HIHUKO CO CMCIIAHHBIM HOCHTCIIEM H (l)apMaI.[eBTI/I'-ICCKI/I
MPUEMJIEMOE  BCTIOMOTATEIbHOE — BEILECTBO. B HEKOTOpHIX BapHaHTaX OCYMICCTBICHHSA H300PCTCHUA
(papMaLCBTHYCCKH TPHEMIICMOE BCIIOMOTATEIBHOE BEHICCTBO COACP)KHT IO MCEHbIICH Mepe Oydep, Takoi Kak
CYKIMHATHBIH Oy (ep, COTb, TAKYIO KaK XJIOPHT HATPHA, H/HIH MOBCPXHOCTHO-aKTHBHBIN arcHT, TAKOH KAK CJI0YKHBIH
3(pHup TOTHOKCHITUICHCOPOUTAHA (Hampumep, mommcopdat 80). B HEKOTOPBIX BapHAHTAX OCYINCCTBICHHA BA
TMOJTHCAXAPHIA, BHIOPAHHBIC W3 TPYIIEL, COCTOAMICH W3 CCpOTHNOB 1, 3 W 5, KOHBIOTHPYIOT CO CTOJOHAYHBIM
AHATOKCHWHOM, a OCTAJIbHBIC KAICYIbHBIC moucaxapuasl cpeam 1, 3, 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14,
15B, 18C, 19A, 19F, 22F, 23F u 33F xorstorupytot ¢ CRM o7 (21-BancHTHAS).

[0091] B oxmsOM BapuwaHTE OCYLICCTBICHHS KANCYIBHBIC MOJHCAXAPHIABI OT CEPOTHIOB | M 5 KOHBIOTHPYIOT CO
CTOIOHAYHBIM AHATOKCHHOM, 4 KANICYJIBHBIC MOJTHCAXapPHIbl OT CCpoTUNOB 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F xoustorupyror ¢ CRM 197 (21-BaneHTHA).

[0092] B npyrom BapHaHTE OCYMICCTBICHHS KATCYJIBHBIC MOMHCAXAPHIBI OT CCPOTHIOB 1 M 3 KOHBIOTHPYIOT CO
CTOIOHAYHBIM AHATOKCHHOM, 4 KANICYJIBHBIC TOJHCAXapHIbl OT cepoTumoB 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F xoustorupyror ¢ CRM 97 (21-BaneHTHA).

[0093] B npyrom BapuaHTE OCYMICCTBICHHS KATCYJIBHBIC MOMHCAXAPHIBI OT CCPOTHIIOB 3 H 5 KOHBIOTHPYIOT CO
CTOIOHAYHBIM AHATOKCHHOM, 4 KaNCYJIBHBIC OJTHCAXapHabl 0T cepoTunos 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F xoustorupyror ¢ CRM 197 (21-BaneHTHA).
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[0094] B mHexkoTOpPBIX BAPHAHTAX OCYLICCTBICHHS H300PSTCHHS BAKIMHA BBI3BIBACT 3AIMMTHBIH HMMYHHBIH OTBET Y
CcyOBeKTa-4eI0BEKa MPOTUB 3a00IeBaHus, 00yCIOBICHHOTO HHpEKIMEH Strepfococcus pneumoniae.

[0095] B coorBeTCTBHH C JOMOIHHTCIBHBIM ACIICKTOM B JAHHOM PACKPBITHH MPEIIOKCH CIIOCOO MPO(HIAKTHKH
uHpekuyu wim 3aboneBaHus Streptococcus pneumoniae , Coco0 BKIIOYACT BBEACHHE CYOBEKTY-UCIOBEKY
mpounakTHUeCKd  3(P(PCKTUBHOTO KOJgmuecTBa 21-BaJCHTHOW NPOTHBOMMHCBMOKOKKOBOH KOHBIOTHPOBAHHOM
KOMITO3HIMH CO CMEIIAHHBIM HOCHTEJIEM MM €€ COACPKAIICH BAKIMHEL. 2 1-BaJCHTHYIO MPOTHBOITHEBMOKOKKOBYIO
KOHBIOTHPOBAHHY 0 KOMIIO3ZHIIHIO CO CMECIIAHHBIM HOCHTEJIEM HJIH €€ COACPIKAIYI0 BAKIIUHY MOYKHO BBOJUTH JTFOOBIM
MyTeM, BKJIFOYAs, HAIIPHMEP, CHCTEMHBIH HIIH MyKO3aJbHBIH Iy Th, KAK OTIMCAHO 00JIee MOAPOOHO HUKE.

[0096] B HexoTOPBIX BapHAHTAX OCYILCCTBICHUS H300PETCHHUS CYOBEKT-UCIOBEK SBISCTCS MOKHIBIM YCTOBEKOM,
u 3a00JCBaHHC MPEACTABIACT COOON IMHCBMOHUIO HJIM HHBA3HBHOC ITHCBMOKOKKOBOC 3abonesanue (IPD). B
HEKOTOPBIX BAPHAHTAX OCYIICCTBICHHA H300PETCHHU S MOKHUIOH CyOBEKT HAXOAUTCS B BO3pacTe Mo MeHbIei mepe 50
neT. B Apyrux BapHaHTax OCYINECTBJICHHA MOXKHIOH CyOBEKT HAXOJUTCS B BO3pAcTe MO MEHbIIeH Mepe 55 net. B
CIlC APYTUX BAPHAHTAX OCYIICCTBICHHA MOKIIION CyOBEKT HAXOAUTCS B BO3PACTe MO MEHbIIEH Mepe 60 neT.

[0097] B mpyrux BapHaHTax OCYLICCTBICHHUS H300PETCHHUS CYOBEKT-UETIOBCK SBISCTCS PCOCHKOM, U 3a00/ICBAHHCE
MpeACTaBIACT COOOH MHEBMOHHIO, HMHBA3UBHOC ITHEBMOKOKKOBOE 3abonepanue (IPD) mmm octpoe BOCHasCHHE
cpensero yxa (AOM). B HEKkOTOPBIX BapHAHTAX OCYINECCTBIICHHS H300PETCHUS peOCHOK HAXOAUTCS B Bo3pacte 0-2
roga. B mpyrux BapHaHTax OCyINECCTBICHHA H300pETCHIA peOCHOK HAXOAUTCA B BO3PAcTe OT 2 10 15 Mecsues.
[0098] B ere oxHOM BapHaHTE OCYINECTBICHHSA H300PETCHHUS CyOBEKT-YEIOBEK B BO3PACTe OT 6 Henempb 10 17 mer
ABJACTCS PeOCHKOM, H 3a00JCBaHHE NPEACTABIICT OO0 MHEBMOHMIO, HHBA3HBHOE THEBMOKOKKOBOE 3a00ICBaHUE
(IPD) umu octpoe BocmancHue cpeauero yxa (AOM). B ompeneneHHBIX BapHAHTAX OCYHICCTBICHUS W300PCTCHHA
CyOBEKT-UETOBEK HAXOMUTCS B BO3PAcTe OT 6 Helenab 40 5 neT. B apyrux BapHaHTax OCYINECTBICHHUA H300PETCHUA
CYOBCKT-4ETOBEK HAXOIUTCS B BO3pacte oT 5 10 17 neT.

[0099] KoamuecTBO KOHBIOTATA B KAKIOHM J03¢ BAKIMHBI WM MPOQHUIAKTAYECKH S(PPEKTHBHOE KOIHYECTBO
MOJTHBAJICHTHOH MPOTHBOITHEBMOKOKKOBOH KOHBIOTHPOBAHHOW KOMITO3HIWH CO CMCHIAHHBIM HOCHTEIEM MOYKHO
BBIOHPATH KAaK KOJTHYCCTBO, KOTOPOE 00CCICUHBACT MPO (PHUIAKTHKY OC3 CYICCTBCHHBIX HEOIArOMPUATHBIX 3D (PCKTOB.
Takoe KOJHYECTBO MOKET BApPbHPOBATH B 3aBHCHMOCTH OT ITHCBMOKOKKOBOTO cepoTuma. B memom, kaxmas mosza
MOJKCT BKJTHOYATh B ¢eOa 0T 0ko10 0,1 MKr 10 okoo 100 MKr mosmcaxapuaa, KOHKpETHO o0koj10 ot 0,1 mo 10 Mkr, u
fosice KOHKPETHO OT OKOJO 1 MKr 70 0Koi0 5 MKr. ONTHMAJIbHBIC KOJTHYECTBA KOMIOHCHTOB IS KOHKPETHOH
BAKIMHBI MOTYT YCTAHABIMBATHCHA CTAHJAPTHBHIMH WCCICAOBAHWAMHM, BKIIOYAIONMMH HAONIOACHHWE 34
COOTBETCTBYIOIIMMH HMMYHHBIMH PEAKIHsAMH y CyOBekTa. Hampumep, KOTH4eCTBO I BaKIWHALMH CyOBCKTa-
YEIOBEKA MOKHO ONPEICIATh SKCTPANIOJSIUACH Pe3yIbTaTOB UCCIICAOBAHUH HA JKHUBOTHBIX. KpoMe Toro, 103y MOKHO
OTIPEACTIATH SMITHPHUYCCKH.

[00100]B  HCkOTOpBIX  BAPHAHTAX  OCYMICCTBICHHSA  HW300pCTCHHS — BakUWHA  WiH 2 1-BajgeHTHAS
TIPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIUS CO CMEIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATH COO0H
oaHy 03y 0,5 M1, IPUTOTOBJICHHY IO B BHE MPENapaTa, KOTOPbIH COAEPKUT OT OKOJIO 1 MKT IO OKOJIO 5 MKT KQXKIOTO
KaMCyJbHOTO TOJTUCAXapuaa; oT 0komo 1 mxr a0 okono 30 mxr TT; ot oxomo 20 Mkr 10 okomo 85 Mkr CRMio7; 1
HeoOs3aTenbHO 0T 0kouIo 0,1 Mr 10 okouto 0,5 MT aTBPFOBAHTA W3 AIEMEHTAPHOTO AMFOMUHAA. B HEKOTOPHIX BAPHAHTAX
OCYINCCTBICHHUSI HM300PETCHUS BAKUWHA WM 21-BajJcHTHAs IPOTHBOITHCBMOKOKKOBAA KOHBIOTHPOBAHHAS
KOMITO3HIMS CO CMEIIAHHBIM HOCHTEJIEM MOXKET NMPEICTABIATh CO00H oxHy 103y 0,5 M, IPHTOTOBJICHHYIO B BHIC
MpenapaTa, KOTOPhIH COACPIKHT OT OKOJO 2 MKI A0 OKOJO 2.5 MKI Ka)KIOTO KamCyJIbHOTO MOJHCAXaphiaa, 3a

HCKITIOUCHHEM CEpoTHIIa 6B U HEOOs3aTeIFHO CEPOTHIA 3; KOTOPBIC MPUCYTCTBYET B KOJHYCCTBE OT OKOJIO 4 MKT /10
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OKOJIO 5 MKT; OT OKOJIO 2 MKT 40 0K0JI0 25 MKT TT; oT ok0y10 40 MKr 10 0k0y10 75 Mkr CRM,¢7; B HCOOS3aTCIILHO OT
okouio 0,1 mr 10 ok07a0 0,25 Mr aABIOBAHTA U3 JIEMEHTAPHOTO ATFOMHHHSL.

[00101]B  HekoTOpBIX  BApWAHTAX  OCYIUCCTBICHHS ~ HM300PCTCHHSA  BaKUMHA  wid 2 1-BajcHTHAs
MIPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAA KOMITO3HIS CO CMEIIAHHBIM HOCHTEJIEM MOJKET ITPEACTABIATH COO0H
oaHy 103y 0,5 MJ, IPUTOTOBICHHYIO B BHAC MPENApaTa, KOTOPBIH COACPKUT OKOMO 2,2 MKI KaKIOTO KamCyJbHOTO
TOJINCAXAPUAA, 32 HCKIIFOUECHUEM CepoTHIIAa 6B; KOTOPBIN NPHUCYTCTBYET B KOJIMYECTBE OKOIO 4,4 MKT.

[00102]B  HekoTOpBIX  BApWAHTAX  OCYIUCCTBICHHS ~ HM300PCTCHHSA  BAKUMHA  Wid 2 1-BajcHTHAs
MIPOTHBOITHEBMOKOKKOBAsA KOHBIOTUPOBAHHAA KOMITO3HIHS CO CMEIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATh COO0H
oaHy 103y 0,5 M, OpUTOTOBJICHHYIO B BHAC NMpENapara, KOTOPBIA COACPKHT OT OKOJO 2 MKI A0 OKOJO 2,5 MKr
Ka)KJOTO KarCyJIbHOTO IOJIMCAXApHIA, 32 HCKIIOUCHHEM O IIECCTH KANCYJIBbHBIX IMOJIHCAXAPHIOB, BBIOPAHHBIX H3
TPYIIBL, COCTOAMICH U3 ceporumnos 1, 3, 4, 5, 6B, 9V, 19A u 19F; xaKaslif U3 KOTOPHIX NPUCYTCTBYCT B KOJIMTYCCTBE
OT OKOJO 4 MKI J0 OKOJO 5 MKI. B 0JHOM BapHaHTE OCYIUCCTBICHHS H300pPETCHHSA OO HICCTH KAICyJIbHBIX
MOJTMCAXAPH/IOB, MPHCYTCTBYIOIIMX B KOJHUYECTBE OT OKOJIO 4 MKT O OKOJIO 5 MKT, BBIOPAHBI U3 TPYIIIBI, COCTOAMCH
u3 cepotunos 1, 3, 4, 6B, 9V, 19A u 19F. B apyrux BapuaHTax OCYINCCTBICHMA H300pETCHMA BaKILMHA WiHd 21-
BAJICHTHAs IPOTHBONIHCBMOKOKKOBASA KOHBIOTHPOBAHHAA KOMIIO3HLHUSA CO CMCIIAHHBIM HOCHTCJICM MOYKET
npeacTaBiIATh co00il oqHy 403y 0,5 MJ, IPHTOTOBJICHHYIO B BHIC IIpemNapata, KOTOPBIH COACPIKUT OKOJO 2,2 MKT
KaKJOTO KarCyJIbHOTO IOJIMCAXAPHAA, 32 HCKIIOYCHHEM OO0 IICCTH KANCYJBbHBIX MOJIHCAXAPHIOB, BBIOPAHHBIX H3
TPYIIIBL, COCTOAMIECH U3 cepotunos 1, 3, 4, 5, 6B, 9V, 19A u 19F; kaKaslif U3 KOTOPHIX NPUCYTCTBYET B KOJIMUYCCTBE
okon0 4,4 Mxr. B OZHOM BapuaHTE OCYINECTBJICHHS H300pPCTCHUSA OO0 INECTH KaINCYJbHBIX MNOJHCAXAPHIOB,
MPUCYTCTBYIOMIUX B KOJHMYESCTBE OKOJIO 4,4 MKT, BHIOPAHbI H3 TPYIIIBI, COCTOSAIICH U3 cepoTunos 1, 3, 4, 6B, 9V, 19A
u 19F.

[00103]B  HexoTOphIX  BApHAHTAX  OCYIUECTBICHHS  HM300pPETEHHMA  BAKUMHA  Wid  21-BajeHTHAs
MPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIUS CO CMCIIAHHBIM HOCHTEJICM MOJKET IMPEACTABIATH COO0H
oaHy 103y 0,5 M, MPUTOTOBJICHHYIO B BHJIC MpENapara, KOTOPBIH COACPHT OT OKOJO 2 MKT A0 OKOJO 2,5 MKr
KaNCyJbHBIX IOJTHCAXapHIOB cepoTumioB 1, 5, 6A, 7F, 8, 9N, 10A, 11A, 12F, 14, 15B, 18C, 22F, 23F u 33F, u ot
OKOJI0 4 MKT IO OKOJI0 5 MKT KAMCYJTBHBIX MOTHCAXAPHIOB CCPOTHIIOB 3, 4, 6B, 9V, 19A u 19F.

[00104] B  mekoTOphIX  BapHaHTaX  OCYIUCCTBJICHHS  HM300PETCHHsS  BakuWHA Wik 2 1-BajeHTHAs
TPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIUS CO CMCIIAHHBIM HOCHTEJIEM MOJKET IPEACTABIATH COO0H
oany o3y 0,5 M, DPUTOTOBICHHYIO B BHAC Npenapara, KOTOPBIH COACPKHUT OT OKOJO 2 OO0 OKOJO 2,5 MKr
KaMCyJbHBIX MoHcaxapuaoB cepotunos 1, 4, 5, 6A, 7F, 8, 9V, 9N, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, 1 OT OKOJI0 4 MKT A0 OKOJIO 5 MKT KaICyJbHBIX MOJIHCAXapUIOB CEPOTHIIOB 3 1 6B.

[00105]B  HekoTOpBIX  BAPHWAHTAX  OCYIUCCTBICHHS ~ HM300PETCHHSA  BAKUMHA  Wid 2 1-BajcHTHAs
TIPOTHBOITHEBMOKOKKOBAsI KOHBIOTHPOBAHHAS KOMITO3HIUS CO CMEIIAHHBIM HOCHTEJIEM MOSKET IPEACTABIATH COO0H
oany o3y 0,5 M, DPUTOTOBICHHYIO B BHAC Npenapara, KOTOPBIH COACPKUT OT OKOJO 2 OO0 OKOJNIO 2,5 MKr
KamCyJbHBIX MomcaxapuaoB cepotunos 1, 4, 5, 6A, 7F, 8, 9V, 9N, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F, 1 0T OKOJI0 4 MKT 10 OKOJIO 5 MKT KaNCyJbHBIX MMOTHCAXapUAOB cepoTuna 6B, U 0T 0K0I0 8 MKT 10 OKOJIO
9 MKr KamncyJpHBIX HOJNHCAXapHIOB ceporuma 3, W OojJee NPEANOYTHTEIHHO OKOMO 8.8 MKI KarcCyJbHOTO
ToJICaxapuaa cepoTumna 3.

[00106]B mHexkoTOphIX BApHAHTAX OCYLICCTBICHHS H300peTCHHsT 21-BANCHTHAS IPOTHBOMHCBMOKOKKOBAS
KOHBIOTHPOBAHHAA KOMIIO3HIMS CO CMCIIAHHBIM HOCHTEJIEM WM COACPKAIas €¢ BAKIWHA JOMOJHHTCIBHO

COJICPKUT B KAUECTBE BCIIOMOTATEIBHBIX BEMECTB Oy(hep U3 XJIOpHAa HATPHA U CYKI[HHATA HATPHIL.
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[00107]B HekoTOpBIX BapWaHTAX OCYLICCTBICHHS H300peTCHUsE 2 1-BAJCHTHYIO NPOTHBOITHCBMOKOKKOBYIO
KOHBIOTHPOBAHHYI0 KOMIIOZHIIHIO CO CMCIIAHHBIM HOCHTEIEM MOTYT TOTOBHTH B BHJC JKHIKOH JCKAPCTBEHHOM
(popMBL, B KOTOPOH KaXKIbIH W3 MHEBMOKOKKOBBIX KaICYJbHBIX ITOJIMCAXaPHAOB CEPOTHIIOB 1 U 3 KOHBIOTHPOBAHEI C
TT, a xancyapHBIC TOTHCAXapuAsl OT cepoTumos 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A,
19F, 22F, 23F u 33F xoustoruposansl ¢ CRMig7 (21-BanenTHat). Kaxkayo mo3y 0,5 M MOKHO TOTOBUTH B BHIC
JKHIKOH JIeKapCTBEHHOH (opmbl, conmeprkameii: OKkodo 2,2 MKr KaKAOTO KaIlCyJIbHOTO IIOJIMCaxapuaa, 3a
HCKJTFOUCHHEM cepotuna 6B B kommiecTBe 0k00 4,4 MKT; OT OKOJIO 2 MKT OO0 OKOJ0 25 MKr Oenka-HocuTe TT
(Tompko s cepoTunos 1 u 3) u ot 0ko10 40 MKr 10 0ko10 75 MKr 6enka-Hocutest CRMio7; 0T okomo 0,125 mr 10
okomno 0,250 mr snemeHTapHOTrO amoMuHHA (0T okoyo 0,5 mo okono 1,2 mr ¢ocdara amoMHHHA) B KaUECTBE
anbIoBaHTa; U Oy pep U3 XJIOpHIa HATPHA H CYKIMHATA HATPHA, B KAYCCTBE BCIIOMOTATEIbHBIX BEICCTB.

[00108]B HekoTOpBIX BapHAaHTAX OCYLICCTBICHUS H300pCTCHHS 21-BaJCHTHYIO MPOTHBOITHEBMOKOKKOBYEO
KOHBIOTHPOBAHHYI0 KOMIIOZHI[HIO CO CMCIIAHHBIM HOCHTEIEM MOIYT T'OTOBHTH B BHJAC JKHAKOH JCKapCTBEHHOH
(popMBI, B KOTOPOi Ka)KIbIii H3 MHEBMOKOKKOBBIX KAICYJbHBIX NMOJMCAXaPUAOB CEPOTHIIOB 1 U 5 KOHBIOTHPOBAHBI C
TT, a xancyapHBIC TOTHCAXapUIBI OT cepoTunos 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A,
19F, 22F, 23F u 33F xoustorupoBanbl ¢ CRM97 (21-BaneHTHast). B oaHOM BapHaHTE OCYLICCTBICHUA H300PCTCHUA
KKAYI0 703y 0,5 MJI MOJKHO TOTOBHTH B BHJIC YKHIKOH JIEKAPCTBEHHOH (POPMBI, CoAeprKaIieii: 0koo 2,2 MKT K&KI0T0
KarncyJbHOTO MOTHCAXapHIa, 3a HCKIFOUCHUEM CEPOTHIIAa 6B B KOTHUECTBE 0KOJIO 4,4 MKT H CEPOTHIA 3 B KOJTHYCCTBE
0KOJI0 2,2-8,8 MKT; OT 0KOJIO 2 MKT 10 0K0JIO 25 MKr Oenxa-Hocutes TT (Toapko A1 cepoTunos 1 u 5) u 0T 0koJI0
40 mxr 10 oxoo 75 mkr 6enmka-Hocute st CRMig7; ot o010 0,125 Mr 10 oxosmo 0,250 Mr aaprOBaHTa 3IEMEHTAPHOTO
amoMuHuA (0T 0ko10 0,5 1o oxouo 1,2 Mr (pocpara amomunus); 1 OyQep U3 XIOpHAa HATPHA H CYKIMHATA HATPHSL,
B KAUCCTBEC BCIOMOTATCIbHBIX BCIICCTB. B HEKOTOPBIX BAapPHAHTAX OCYLICCTBICHHS H300pPCTCHHA CEPOTHI 3
MPUCYTCTBYET B KOJIHYCCTBE OKOJIO 2,2 MKT. B apyrux BapuaHTax OCYIIECTBJICHHS CEPOTHN 3 MPUCYTCTBYET B
KOJIM4ECTBE 0KOJIO 4,4 MKr. B npyrux BapHaHTaX OCYLICCTBICHUA CEPOTHII 3 MPUCYTCTBYET B KOJIMYECTBE OKOJIO 8,8
MKT. B eme oqHOM BapHAHTS OCYIICCTBICHUA H300PCTCHHA KAKAYIO 703y 0,5 MJI MOKHO TOTOBHTH B BUIAC JKHIKOH
JICKAPCTBCHHOM (DOPMBI, COACPIKAIICH: OKOJIO 2,2 MKT KOKIAOTO KAICYyJIFHOTO MOJHCAXAPHIA, 3a HCKIFOUCHUCM J0
IICCTH KATICY TBHBIX CCPOTHITOB, BRIOPAHHBIX W3 TPYIIIIEI, COCTOSAICH U3 cepoTHmos 1, 3, 4, 5, 6B, 9V, 19A u 19F B
KOJIMICCTBE OKOJIO 4,4 MKT; OT OKOJIO 2 MKT 0 OK0JIO 25 MKT Ocnka-Hocutens TT (TOapKO [t CepoTHoB 1 u 5) u
ot okoso 40 Mkr g0 okoj0 75 mir 6enka-HocuTest CRMig7; oT oxomo 0,125 mr no oxono 0,250 Mr axbproBaHTa
3JIeMEHTApHOTO amoMHHUSA (0T okoso 0,5 no okomo 1,2 mr (ocdara amomurug); 1 Oy(dep U3 XIopHIa HATPHI U
CYKIMTHATA HATpPHUs, B KAYCCTBE BCIIOMOTATC/IbHBIX BEIIECCTB. B OZHOM BapHAHTE OCYIICCTBICHHS H300PETCHUS 10
MICCTH KATNCYIbHBIX MOIHCAXAPHIOB B KOJHYECTBE OKOJIO 4,4 MKT BBIOPAHBI M3 TPYIIIBI, COCTOSIICH U3 CEPOTHIIOB 1,
3,4,6B, 9V, 19A u 19F. B npyrom BapHaHTC OCYIICCTBICHHUA H300PCTCHAA KAKAYO 703y 0,5 M MOYKHO TOTOBHTB
B BHZC JKHUIKOH JICKapCTBEHHOH (DOPMBI, COomeprKammieii: OKoIo 2,2 MKI KaXIOTO KarCyJBHOTO IOJIHCAXapHia, 3a
HCKJTFOUCHHEM cepoTHurios 3, 4, 6B, 9V, 19A u 19F B xommuecTBe 0KOIO 4,4 MKT; OT OKOJIO 2 MKT 0 OKOJIO 25 MKT
ocmka-Hocute s TT (Toapko aya cepotumnos 1 w 5) u ot okomo 40 Mkr 10 oko0 75 Mk 6emka-Hocute s CRMio7; OT
oxom0 0,125 mr a0 oxos0 0,250 MT agBpIOBAHTA ICMCHTAPHOTO ATFOMHHUA (0T okoo 0,5 10 oxomo 1,2 mr (ocpara
amoMHuHAA); U Oy(ep U3 XITOpHIa HATPHSA W CYKIMHATA HATPHS, B KAUYECTBE BCIIOMOTATEIBHBIX BEMIECTB. B Apyrom
BAPHAHTC OCYIICCTBIICHUA W300PCTCHHA KOKIYHO 703y 0,5 M MOJKHO TOTOBHTH B BHAC KHIKOHN JICKAPCTBCHHOM
(opMBI, comepkameii: 0kom0 2,2 MKT KaKAOTO KATICYJTFHOTO TOJIMCAXAPHAA, 32 HCKIFOUCHHCM CCPOTHIOB 3 | 4 B
KOJIMICCTBE OKOJIO 4,4 MKT; OT OKOJO 2 MKT 0 0K0JI0 25 MKT Ocnka-Hocutens TT (TOapKo [t cepoTumoB 1 u 5) u

ot okoJ0 40 MKr 10 Ook0a0 75 MKr Oenka-HOocHTesT CRMig7; oT okomo 0,125 mr mo oxomo 0,250 Mr amxproBaHTa
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3NIEMEHTApHOTO amoMHuHASA (0T okoo 0,5 1o okoso 1,2 mr ¢ocdara amomuHua);, u Oydep U3 XIopuaa HATpUA U
CYKITHATA HATPHSA, B KAYECTBE BCIIOMOTATEIbHBIX BCICCTB.

[00109] B HekoTOpBIX BapHAaHTAX OCYLICCTBICHHS H300peTCHUsE 21-BAJCHTHYIO NPOTHBOITHCBMOKOKKOBYEO
KOHBIOTHPOBAHHYI0 KOMIIOZHIIHIO CO CMCIIAHHBIM HOCHTEIEM MOIYT T'OTOBHTH B BHJC KHIKOH JCKApCTBEHHOH
(popMBL, B KOTOPOH KaXKIbIH W3 MHEBMOKOKKOBBIX KAICYJbHBIX ITOJIMCAXaPHAOB CEPOTHIIOB 3 U 5 KOHBIOTHPOBAHBI C
TT, a xancyapHBIC TOTHCAXapuasl OT cepotumnos 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A,
19F, 22F, 23F u 33F xonstoruposansl ¢ CRM 97 (21-BaneHTHAt). Kaxayro no3y 0,5 M1 MOKHO TOTOBHTH B BHIC
JKHIKOH JIeKapCTBEHHOH (opmbl, conepikammeii: OKkodo 2,2 MKr KaKIOTO KaICyJIbHOTO IIOJIMCaxapuaa, 3a
HCKITIOUCHHEM 6B B KOIHYECTBE OKOJIO 4,4 MKT; OT OKOJIO 2 MKT JI0 OKOJIOo 25 MKr 6enmka-Hocuteas TT (Toapko ams
cepotumoB 3 u 5) u ot 0ko10 40 MKT 10 0KkoJio 75 MKr Oenka-Hocutess CRMg7; okomao ot 0,125 mr mo 0,250 mr
aIBIOBAHTA 3JEMECHTAPHOTO amoMuHHEA (0koio oT 0,5 mo 1,2 Mr ¢ocdara amomunus); u 6ydep u3 XI0puIa HATPUIL
U CYKIMHATA HATPHA, B KAUECTBE BCIIOMOTATEIbHBIX BEINCCTB.

[00110] B HexoTOpBIX BAPHAHTAX OCY ILECTBICHHUS H300PCTCHHUS HKUAKOH ICKAPCTBEHHO (POPMOIT MOIKHO HAMTOTHATH
IITPHIBI C OTHOKPATHOH 10301 6¢3 KOHCepBaHTa. [10Cae BCTPAXUBAHUA KUIKAA JCKAPCTBCHHAA (JOpMa CTAHOBUTCA
BaKIMHOH, KOTOPAs ABJACTCS TOMOTCHHOM O€I0H CyCNeH3HeH, TOTOBOM A1 BHY TPUMBIIICYHOTO BBEACHUS.

[00111] 21-BaneHTHYIO MPOTHBOMHCBMOKOKKOBYIO KOHBIOTHPOBAHHYIO KOMIIO3HIHIO CO CMCIIAHHBIM HOCHTEJIEM
MO’KHO BBOJAUTH B BHJC OJHOKPATHOH MHBCKIMH HJIM KaK 4acTh CepHM UMMYyHu3auui. Hampumep, 21-BaneHTHYIO
MPOTHBOITHEBMOKOKKOBY O KOHBIOTHPOBAHHY FO KOMIIO3HITHIO CO CMCIIIAHHBIM HOCHTEIIEM MOKHO BBOJHTS 2, 3, 4 nimm
Oosice pa3 B COOTBETCTBYIOLIMM 00pa30M PacHpEIC/ICHHBIC WHTCPBABI, Takue Kak 1, 2, 3, 4, 5 wim 6 MecsuHbIC
HHTEPBATbl, WIM HX KOMOHMHAIMIO. B HEKOTOPBHIX BapHAHTAX OCYINECTBICHHS H300peTeHHA 2 1-BAICHTHYIO
MPOTHBOITHEBMOKOKKOBYO KOHBIOTHPOBAHHYI0 KOMITO3HIIHIO CO CMEIIAHHBIM HOCHTEJIEM BBOIAT PeOCHKY 4 pasa B
npeaeaax nepBpIixX 15 Mecsaues mocie poXKACHHS, BKIIIOUYAs, HAPUMEP, B Bo3pacTe okoio 2, 3, 4 u 12-15 mecaues; B
BO3pacte 0koJo 3, 4, 5 u 12-15 Mecsues; Wiy B Bo3pacte 0koJo 2, 4, 6 u 12-15 mecsies. 3Ty NEPBYIO A03Y MOKHO
BBOJUTH YXKE& B BO3pacTe 6 Heaenb. B ApyroM BapHaHTE OCYLICCTBICHUS W300peTcHHS 21-BaJCHTHYIO
MPOTHBOITHEBMOKOKKOBYH) KOHBIOTHPOBAHHYE) KOMITOZHITHIO CO CMEIIAHHBIM HOCHTEICM BBOIAT PEOCHKY 3 pasa B
npeaenax nepBbIxX 15 MecALeB mocie poKICHUS, BKIFOUAs, HapuMep, okojo 2, 4 u 11-12 mecsues.

[00112] TTonuBaneHTHAS TPOTHBOMHEBMOKOKKOBAs KOHBIOTHPOBAHHAS KOMIO3HIHSA CO CMCIIAHHBIM HOCHTCICM
TAKKEC MOXKCT BKIIOUATH B ccOa oaumH wim Oojece OenmkoB w3 Streptococcus pneumoniae. Hampumep Oemkxu
Streptococcus pneumoniae, TOAXOJINUE IS BKIFOUCHHS, OXBATHIBAIOT YCTAHOBJICHHBIC B MKy HAPOIHON 3asBKE
Ha mareHT WO02/083855, a Takske onHMCaHHBIC B MEKIYHAPOIHOH 3aiBKe Ha mateHT W(002/053761.

[00113] 21-BancHTHYIO TPOTHBOTHEBMOKOKKOBYIO KOHBIOTHPOBAHHYIO KOMIIO3HIHIO CO CMCIIAHHBIM HOCHTCIICM
MOYKHO BBOAMTH CYOBCKTY IIOCPEACTBOM OJHOTO WM OoJice MyTeH BBEACHHUS, H3BECTHBIX CPEIHEMY CHCIHAICTY B
JAHHOH 00JacTH, TAKOTO KaK NMApCHTCPANbHBIN, TPAHCACPMANBHBIA HIH TPAHCMYKO3AJIbHBIH, WHTPAHA3AIbHBIM,
BHY TPUMBIIICYHBIH, BHY TPHOPIOIIWHHBIN, BHY TPHKOJKHBIH, BHY TPHBCHHBIH HJTH NMOAKO)KHBIH IyTh, H MOKET OBITH
COOTBETCTBCHHO IIPHTOTOBJICHA B BHUJC Ipenapara. 21-BaJCHTHYIO MPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHYIO
KOMITO3HIIMIO CO CMEIAHHBIM HOCHTEJIEM MOKHO TOTOBHUTH B BH/C IPETIAapaTa, KOTOPHIH JOKECH OBITh COBMECTHMBIM
C IIPEIIOIATACMBIM ITyTEM BBEACHUSL.

[00114]B mHexkoTOpBIX BAPHAHTAX OCYMICCTBICHHS H300pETCHHST 21-BAJCHTHYIO MPOTHBOMHCBMOKOKKOBYIO
KOHBIOTHPOBAHHYI0 KOMIIOZUIIHIO CO CMCIIAHHBIM HOCHTEIICM MOXXHO BBOJHWTH B BHJC KHAKOH JICKAPCTBEHHOM
(popMBI TTyTEM BHYTPHMBINICYHOW, BHYTPHOPIOIIMHHON, IOJKOXKHOW, BHYTPHBCHHOH, BHYTPHAPTCPHAIBHOH HIH
TPAHCACPMATBHON HHBCKLIHH, MU PECIHPATOPHO-MYKO3aTbHOM HHBCKITHEH. 21-BaneHTHYIO

TPOTHBOIMTHCBMOKOKKOBY K0 KOHBIOTHPOBAHHY O KOMITO3HIIHIO CO CMCIIAHHBIM HOCHTCTICM MOKHO TOTOBUTH B JKHIKOH
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(opme mwm mopuan3npoBaHHOH (popMme. B HEKOTOPHIX BapHAHTAX OCYINECCTBICHUS H300pPETCHHUA HHBEKIHOHHBIC
KOMITO3HIMH TOTOBAT B OOBMHBIX (popmax, mmOO B BHAC >KUIKHX PACTBOPOB HIIM CYCIICH3HH, TBEPABIX (opm,
TMOAXOAAIINX AT MOJYUYCHHA PACTBOPA WK CYCIICH3UH B JKHIAKOCTH, ICPE HHBCKUHCH, MO0 B BHAC SMYJIbcHd. B
HEKOTOPBIX BAPHAHTAX OCYINECTBICHUS H300PETCHHA PACTBOPHI H CYCICH3UH IJISI HHBCKIMI TOTOBST H3 CTEPHIBHBIX
MOPOINKOB MM TpaHyd OOImue peKOMEHJAIMH IO NPUTOTOBJICHHIO JEKAPCTBECHHOH (OPMBI H NPOH3BOJCTBY
(papMaLEBTHYECKUX CPEACTB /UUIA BBEACHHA STHMH Iy TAMH MOXKHO HaWTH, HAPHMED, B Remington’s Pharmaceutical
Sciences, 19 ed., Mack Publishing Co., Easton, PA, 1995; BKIIOYCHHON B JAHHBIN JOKYMEHT IIOCPEACTBOM CCHIIKH.
B mHacrosdmee BpeMs NEPOPAIbHBIA MM HA3aIbHBIA CIPEH HWIM acpO30JIbHBIA IyTh (Hanpumep, WHTATALHCH)
HamOOoJIee YacTO HCIONb3YIOTCA MU JOCTABKH TCPAINICBTHUCCKHUX arcHTOB B JICTKHE W JBIXATCJIBHYIO CHCTEMY. B
HEKOTOPBIX BAPHAHTAX OCYHICCTBICHUA H300peTeHU 2 1-BaICHTHY O MPOTHBOITHEBMOKOKKOBYIO KOHBIOTHPOBAHHY O
KOMITO3HIMIO CO CMCIIAHHBIM HOCHTEJEM BBOJAT, HCIOJB3YS YCTPOHCTBO, KOTOPOE JOCTABICT OTMEPEHHYIO
J03upoBKy KkoMmmosunuu. [loaxomsmue ycTpodicTBa Uil NPUMEHCHHS TPH  JOCTABKE BHYTPHKOXKHBIX
(papMaLCBTHYECKUX KOMITO3HIUH, ONMMCAHHBIX B JAHHOM JOKYMCHTE BKIIOYAIOT YCTPOHCTBA C KOPOTKHMH UIJIAMH,
Takue kak omucanHbie B mateHte CIIIA Ne 4,886,499, matente CIIIA Ne 5,190,521, marente CIITA Ne 5,328,483,
nateHte CIIIA Ne 5,527 288, marente CILIA Ne 4,270,537, matente CIITA Ne 5,015,235, marente CIITA Ne 5,141,496,
mareHre CIIIA Ne 5,417,662 (Bce W3 KOTOPHIX BKIIOUMCHBI B JAHHBIH JOKYMCHT MOCPEACTBOM CCBLIKH).
BHYTpHUKOKHBIC KOMIIO3HIMH TAKoKe MOKHO BBOJMTH YCTPOHCTBAMH, KOTOPBIE OIPaHHYMBAIOT S(P(EKTHBHOE
NPOHHKHOBCHHUE JJIMHBI UIJIBI B KOXKY, HanpuMmep omucaHHble B W01999/34850, BKIOUCHHOH B JAHHBIH JOKYMEHT
IyTEeM CCBLUIKH, HX (DYHKIHOHATHHBIMHU SKBHBAJCHTaAMHU. [IpUTOAHBI Takke YCTPOHCTBA A CTPYHHOH MHBEKUUH,
KOTOpBIC JOCTABILIIOT JKHAKHE BAKUMHBI B KOXKYy IOCPEACTBOM CTPYHHOIO JKHAKOCTHOTO HMH)KCKTOPA HIIH
MOCPEACTBOM HIJIBI, KOTOPAs MPOKAIBIBACT POTOBO CIOH KOKU U CO3AACT CTPYIO, JOCTUTAIOINYIO KOXKH. YCTpOHCTBa
JUIA CTPYHHOM MHBCKIUH OMHCAHbL, Hampumep, B mateHTe CIITA Ne 5,480,381, matente CIITA Ne 5,599,302, mateHTe
CIITIA Ne 5,334,144, matenre CIITA Ne 5,993,412, matente CIIIA Ne 5,649,912, matenre CIIIA Ne 5,569,189, nateHTte
CIITIA Ne 5,704,911, matenre CIITA Ne 5,383,851, matente CIIIA Ne 5,893,397, matente CIIIA Ne 5,466,220, maTteHTe
CIIA Ne 5,339,163, mar. CIITA Ne 5,312,335, mart. CILIA Ne 5,503,627, mat. CIITA Ne 5,064,413, matenre CIIIA Ne
5,520,639, marente CIITA Ne 4,596,556, matente CIITA Ne 4,790,824, matente CIITA Ne 4,941,880, matente CIITA
Ne 4,940,460, WO1997/37705 u WO1997/13537 (Bce W3 KOTOPBIX BKIIFOUCHBI B JAHHBIA JOKYMCHT MOCPCACTBOM
ccbuTkH). TIpurogHpl Takke OAUTHCTHYCCKHE YCTPOMCTBA JOCTABKH MOPOIIKA/YACTHI], B KOTOPBIX MPHMCHSICTCS
C)KaThIH ra3 Uil YCKOPESHHS BAKIHHBI B IOPOIIKOBOH (POpPME C LEIBI0 MPOHUKHOBEHHS YePE3 BHCITHAE CIION KOXKH B
snuaepmuc. Kpome TOro, MOYKHO HCHOJB30BATh OOBIMHBIC IMMPUIBI B KJIACCHUYCCKOM cmocode Manrto (Mantoux)
BHY TPHUKOXHOTO BBCICHHUS.

[00115] TTpenaparsr Ao MAPSHTCPATBHOTO BBEACHHS BKIFOYAIOT B CEOSI CTCPHIIBHBIC BOXHBIC HJIH HCBOIHBIC
pacTBOPHI, CYCNCH3HH W OMYJbCHH. [IpHMEphl HEBOJHBIX PACTBOPHTEICH BKIIFOYAIOT ITPOIHJICHIIHKONb,
TIOJTHATHIICHTTHKOJTb, TAKHE MACJIA, KAk OJHBKOBOE MACIIO, H TAKHEC HHBCKIIHOHHBIC OPTaHMYCCKAC CITOKHBIH 3(HpBI,
Kak stuionear. [Ipumepsl Macia BKTIOYAIOT B ceOsf MACIO PACTHTEIBHOTO HIH JKHBOTHOTO IPOHCXOXKICHHA,
apaxucoBOE MACJ0, COEBOE MAcCJO, OJMBKOBOEC MACJIO, MOACOJHEYHOE MACTI0, MACTIO M3 ICYCHH PBIO, CHHTETHICCKOE
MAcyo, Takoe KaK CYI0BOC MAclio, M JIHITH/IBL, TIOJIYUCHHBIC H3 MOJIOKA WUIH W1l BOTHBIN HOCHTEIh BKIFOYACT BOAY,
CHHPTOBO/BOIHBIH PACTBOP, SMYJIbCHU HJIH CYCIICH3HH, BKIFOUYAs COJCBOH pacTBop H 3a0y(depeHHble cpempl. K
TIAPCHTEPAPHBIM HOCHTEISIM OTHOCATCS PAcTBOP XJIOPHAA HATPHsA, ACKCTPO3HBIN pacTBop Puurepa, nekcrposza u
XJIOpHA HATPHS, JAKTaTHBIN pacTBop PuHrepa mmm meneryume macma. K BHYTPHBEHHBIM HOCHTEISIM OTHOCSATCS
pacTBOPHI I BOCTIOJIHCHHUS SKHIKOCTH W IHTATCIBHBIX BEIICCTB, PACTBOPHI A BOCHOJIHCHHSA 3JICKTPOJUTOB

(HampuMep Takue, KOTOPBIC OCHOBAHBI HA JEKCTPO3HOM pacTBOpe PuHrepa) m T. m. MOryT Takyke MPHCYTCTBOBATh
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KOHCCPBAHTHI U APYTHE H00ABKH, TAaKHE KAK, HAPHUMEP, MPOTHBOMHKPOOHBIC, AHTHOKCHIAHTHI, XCIATHPYHOIIUC
ATCHTBI M HHCPTHBIC Ta3bl H T. 1.

[00116] 21-BancHTHYIO IPOTHBOMHCBMOKOKKOBYIO KOHBIOTHPOBAHHYIO KOMIO3HIHIO CO CMCIIAHHBIM HOCHTCIICM
MO’KHO TOTOBHTH B (hopMe (DIakOHA C CAMHHYHOHN 1030H, (pIakOHA C MHOTOKPATHOH M030# HWIH MPSABAPUTCIHHO
HAMOJHEHHOTO mmpuna. GapManeBTHUECKH MPUEMIIEMBIH HOCHTEIb U SKUAKOH JIEKapCTBECHHOH (JOPMBI BKITFOYACT
BOJHBIH MM HEBOJHBI PACTBOPHTENb, CYCHCH3HIO, SMYJIbCHI0 HIH Macino. Kommosuims MOXeT OBITh
H30TOHUYECKOH, THIIEPTOHUYECKON MM THHOTOHMYECKOH. OqHAKO JKENATEIbHO, YTOOBI KOMIO3UIMSA I HH(Y3HH
WM HHBEKIUH OBIIa B OCHOBHOM H30TOHHYECKOH. [10CKOTbKY H30TOHHYHOCTD HJIH THIICPTOHUYHOCTH MOXKET JaBaTh
MPEHUMYIIECTBO UL XPaHCHMA KOMNO3WIMH. ECIM KOMIO3HIMA SABIACTCA THICPTOHHYCCKOH, TO €€ MOIKHO
pa3baBiATh mHEpel BBCACHHUEM. PeryaupyrOmui TOHHYHOCTh AarcHT MOJKET OBITh HOHHBIM  PETyJIHPYIOIIHM
TOHUYHOCTh ar¢HTOM, TAKUM KaK COJIb, HJIM HCHOHHBIM PETyIHPYIOIUM TOHHYHOCTh areHTOM, TAKUM KaK YIJICBOJ.
Perympyrommii TOHHYHOCTh arcHT BKIFOYACT, HO HE OTPAHHYHBACTCA HMH, XJIOPHJ HATPHUSA, XJIOPHI KaTbIH,
XJIOpHA KaMHs M XJOpuA MarHus. HeHOHHBIN peryIupyomuii TOHHYHOCTh areHT BKIIOYACT, HO HE OTPAHHYUBACTCS
HMH, COPOUT U IMUEPUH. [IpeanoYTHTENPHO BKIIIOYCH IO MEHBLICH Mepe B OAUH (PapMALCBTHYCCKU MPHEMIICMBIH
Oydep. Hampumep, eciu KOMIO3HIUS MPEACTABISICT COO0H HH(Y3HIO HIIH HHBCKLIHIO, TO NPSAMOYTHTCIBHO OHA
JOJDKHA TOTOBUThCS B Oyepe ¢ Oy(pepHoii emxocTsio mpu ot pH 4 1o pH 10, Taxoii xak ot pH 5 mo pH 9, wmm ot pH
6 no pH 8. By(ep mMoxeT ObITH BBIOpaH U3 cooTBeTcTBYIOMIX @apmakonee CIIIA (USP). Hanpumep, 6ydep MoxkHO
BBIOHPATh W3 IPYIIIBI, COCTOAMICH H3 OMHOOCHOBHOM KHCIIOTBI, TAKOH KaK YKCYCHAas KHCIIOTa, OCH30iHAs KHCIOTA,
IVIFOKOHOBAs KHCJIOTA, ITUICPHHOBAA KHCIOTA H MOJIOYHAA KUCIIOTA; IBY XOCHOBHOH KHCIOTBI, TAKOM KaK aKOHUTOBAs
KHCIIOTA, QJUIIHHOBAs KHCIIOTA, aCKOPOMHOBAsA KHUCJIOTA, YTOJbHAA KHCIOTA, INIyTAMHUHOBAs KHCIOTA, S0JIOUHAS
KHCJIOTa, SIHTApPHAS KUCIOTa W BHHHAS KHCJIOTA, MHOTOOCHOBHOM KHCIIOTHI, TAaKOH KaK JIAMOHHAS KHCJIOTA
(ochopHasA KHCIOTA;, H TAKOTO OCHOBAHUA KAK AMMHAK, JHATAHOJIAMUH, TJIHIHH, TpHiTaHoIaMuH u TPHC.
[00117]21-BaneHTHAs TPOTHBOMHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMIOBHIHS CO CMCIIAHHBIM HOCHTEICM
MOYET COACPKATh MOBEPXHOCTHO-AKTUBHBIH arcHT. [I[pHMEphI MOBEPXHOCTO-aKTHBHOTO ar¢HTA BKIIFOUAKOT B COs1, HO
HE OTPAHHUYHBAIOTCS HMH, CJIOKHBIH 3(DHP MOTHOKCHITHICHCOPOUTAaHA (OOBIMHO HA3BIBACMBIH Tween), B YaCTHOCTH
moyrcopoOar 20 u mosmcopdar 80; comommmepsr (Takue kak DOWFAX) stuneHokcuaa (EO), mpomnenokcuaa (PO),
oyrmicHokcuaa (BO), OKTOKCHHOIBI C Pa3IMYHBIMH TOBTOPAMH 3TOKCH(OKCH-1,2-3TAHIWUHMIIBHOH) TPYTIEL, B
YACTHOCTH OKTOKCHHON-9 (Triton-100); stunderokcumommsTokcustaHoa (IGEPAL CA-630/NP-40); dochomumm,
TaKO# KAK JCHUTHH, HOHII(CHO 3TOKCHIAT, Tako# kak u3 cepud TERGITOL NP; maypwi, HeTHI, CTCApPHIL, OJICHT
SKHPHBIX CITHPTONIPOM3BOAHBIX 3(upoB monmokcwmdThieHa (Cypdakrant Brij), B wacTHOCTH MOHOMaypui 3¢upa
TpusTHICHIIMKOIA (Brij 30); copOuraHoBEIii 3(up, u3BecTHBIH Kak SPAN, B yacTHOCTH TpHONEaT copourana (Span
85) m MmoHODaypaT copOuTaHa.

[00118] MoskHO TPUMEHATH CMECH MOBSPXHOCTHO-AKTHBHBIX Ar¢HTOB, TAaKWX Kak Tween 80/Span 85. IMpuroxHa
TAKKEC KOMOWHALIHA COKHOTO 3(PHpa MOTHOKCHITHICHCOPOUTAHA, TakoTo Kak Tween 80,  OKTOKCHHOJIA, TAKOTO KAK
Triton X-100. [IpenmymectBoM o0namaet komOnuanust Laureth 9 m Tween w/mmn okrokcuuona. [IpeamoururensHO
BKITIOYUCHHOC B COCTAB KOIHYCCTBO CIOKHOTO 3(Hpa MOTHOKCHITHICHCOpPOWTAaHA (Takod kak Tween 80) moxer
coctaBath o1 0,01 % mo 1 % (Mac./06.), o1 0,01 % 10 0,1 % (Mac./06.), ot 0,01 % m0 0,05 % (Mac./06.), HiIH 0KOJTO
0,02 %,; BIIIIOYEHHOE B COCTAB KOJIHYECTBO OKTHI(DCHOKCHIIOIHOKCHITAHONIA WITH HOHHJI(PEHOKCHITOIHOKCHITAHOIA
(taxoro kak Triton X-100) moxeT coctasiarb ot 0,001 % 10 0,1 % (Mmac./06.), B uactHOCTH OT 0,005 % m0 0,02 %; 1
BKITIOYUCHHOC B COCTAaB KOJTHYCCTRO MOTHOKCHITHICHOBOTO d(pupa (Takoro kak Laureth 9) mosxer coctasmars ot 0,1 %

10 20 % (Mac./06.), Bo3moxkHO 0T 0,1 % 1m0 10 %, B yactHOCTH OT 0,1 % 10 1 % wam oxouo 0,5 %.
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[00119]B HekoTOpBIX BapHaHTAX OCYLICCTBICHHS H300pCTCHUs 2 1-BAJICHTHYIO NPOTHBOITHCBMOKOKKOBYEO
KOHBIOTHPOBAHHYI) KOMIO3HLHMIO CO CMCIIAHHBIM HOCHTCICM MOKHO JOCTABIITH MOCPEACTBOM CHCTEMBI C
KOHTPOJCM BBICBOOOYKICHHMs. Hampumep, M1 BBGACHHS MOJKHO HCIOJB30BATH BHYTPUBCHHYIO HH(Y3HIO,
TPAHACPMAIBHBIN IUIACTHIPh, JHMIOCOMY HIIH APYTHE CHOCOOBL. B OZHOM acmeKTe MOKHO NPHMCHSATH TAKHC
MAaKPOMOJICKY JIbI, KAK MHKPOC()CPBI, HIIH HMILIAHT.

[00120] ITpeacraBiacHHOS BBIIIC OMUCAHKHE B LIEIOM OIHCHIBACT HACTOSMICE H300peTeHUe. Bosiee moTHOS MOHUMAHHIE
MOKET OBITh MOTYUCHO Iy TEM OOPAIICHIS K CIICAYIOIHM KOHKPETHBIM MPHMEPAM. JTH MPHMEPbI OTHCAHBI LCTHKOM

C UCJIBI0 WUTHOCTPALIUH U HEC MPEAHAZHAYCHBI JJI1 OTPAHUICHHSA 00BeMa JAHHOTO I/I306p€T€HI/I}I.

MNPUMEPHI

[00121] Opumep 1. MoJryuenne KAnCy/bHBIX MOHICAXAPHIOB S. pneumoniae

[00122] KynsruBupoBaHue S. preumonide W OUHCTKY KANCYJIBHBIX IOJHCAXAPHIOB MPOBOIMIM KAK H3BECTHO
moOoMy CHieLUATIHCTY B JaHHOH obnactu. Cepotun S. preumoniae MOy4adn u3 AMEPHKAHCKOH KOJUICKIUHU THIIOBBIX
kyIsTyp (ATCC) (cepotun 1: ATCC Ne 6301; ceporun 3: ATCC Ne 6303; ceporum 4: ATCC Ne 6304; ceporum 5:
ATCC Ne 6305; cepotun 6A: ATCC Ne 6306; cepotun 6B: ATCC Ne 6326; cepotun 7F: ATCC Ne 10351; cepotun
9IN: ATCC Ne 6309; ceporun 9V: ATCC Ne 10368; ceporun 14: ATCC Ne 6314; cepotun 18C: ATCC Ne 10356;
cepotun 19A: ATCC Ne 10357; cepotun 19F: ATCC Ne 6319; ceporun 23F: ATCC Ne 6323). Hcnoms3oBanu
BHY TPHIaOOpaTopHbIe mTaMMbl it cepotunos 8, 10A, 11A, 12F, 15B, 22F u 33F, HO MOKHO MPUMEHSATH 000
O0IEAOCTYNHBIH INTaMM.  XAapakTepPUCTHKH S. preumoniqe ONPENSIUIM IO KaICyJaM M IOABH)KHOCTH,
I'PaMIIOJIO’KUTEILHOH OKpacke, KOMbEBHAHOH (popMe AHILUIOKOKKOB H anb(a-reMOom3y B Cpele KPOBSHOTO arapa.
Cepotunsl naeHTHpHIEpoBaan TecToM Quelling ¢ Hemoap30BaHHEM CiENU(PUUSCKHUX aHTUCHIBOPOTOK (mareHT CIITA
Ne 5.847,112).

[00123] Iosryuenne 6AHKOB KJIETOK

[00124] C nenbro pa3sMHOKSHHS IITAMMOB H YAICHHSI KOMIIOHECHTOB KHBOTHOTO MPOHCXOMKACHHSA OBLIH TOJTy YCHBI
HECKOJIBKO TreHepauui moceBHbIX KyabsTyp (reHepauuu F1, F2 u F3). Beum mony4yeHsl JBE JOMOJHUTEIIBHBIC
TCHEPALlMH TOCCBHBIX KYJbTYpP. [ICpBYIO MOTOJHHUTCIBHYIO TCHEPALMIO KyJIbTHBHpOBaaM H3 (pmakoHa F3, a
MOCTCAYIOIMYI0 TCHCPALMIO KYJIGTHBHPOBATH W3 (DIAKOHA TCPBOH JOMOJHHUTCIBHOW TeHepanud. DIakOHBI ¢
TIOCCBHBIMH KYJBTYPAMH XPAaHHIH 3aMOPOKCHHBIMH (HIbke -70 °C) C CHHTCTHUCCKHM TIIMLCPHHOM B KAa4YeCTBC
KpHOKOHCepBaHTa. [Ji1 monayducHuA OaHKA KICTOK BCC KYJIBTYPHI BRIPANIMBAIN B COCBOI cpeac. [lepen 3aMopo3koi
KJICTKH KOHIICHTPHPOBANH NMYTECM LCHTPH(YTHPOBAHHA, YIAJICHUSA HCTOIICHHOW CPCOBI, W OCAKICHHBIC KICTKH
PECYCTIEHOUPOBAIH B CBEXKEH Cpele, coAcp Kaleh KpHOKOHCEPBAHT (Tako# KAk CHHTCTHUCCKU N TTTULICPHH).

[00125] KyasTusupoBanue u coop

[00126] Kymeryps! u3 pabouero GaHka KICTOK HHOKYJIAPOBAJH B MOCEBHBIC OV THITH, COAEP/KAIIHE COCBYIO CPENy, H
Ky bTHBHPOBANH. [loCiC MOCTH/KCHHSA IICICBOH ONTHYCCKOHW TIIOTHOCTH (TIOTJIOIMCHHA), TOCCBHYIO OYVTHLIb
HCTIOTB30BANTH 1T HHOKY JAIIHA (PepMEHTEpA, COACPIKAILETO COCBYKO cpeay. Ky IbTHBHPOBAaHHE MPEKPAINAITH, KOTAA
3HAYCHHE ONTHYCCKON IIOTHOCTH HAYHHAJO COXPAHATHCA MOCTOSAHHBIM. [locne mpekpameHus KyJIbTHBHPOBAHHSA
J00aBISIH  JC30KCUXOJAT HATPUS U1 Ju3m3a KieToK. OXiakaaam NONydYeHHOE coaepskuMoe (epmeHrepa, H
WHULWAPOBATH OCAKACHHC OCIKOB. 3aTeM CMECh ICHTPH(YTHPOBANIH A VAAICHHA OCAKICHHBIX OCIKOB H
KJICTOYHOTO AcOpwrca.

[00127] Ouncrra

[00128] PactBOp, mosyucHHBIH B Pe3yIbTaTe UCHTPU(YTHPOBAHHS, (PHIBTPOBATH YepPe3 TAyOWHHBIH (HHIBTP IS

yoancHus OCIKOB M KJICTOYHOTO JAcOpHCa, KOTOpPBIC HE OCeNH NpH UCHTpH(yrupopaHumn. DOuisrpart
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KOHIICHTpHUpOBaTH Ha MemoOpane xm1 MM 100 x/la, u xoHOCHTpar moasepramu auaduisTpamun ¢ 10 odsemamu
oy(epa 25 MM (ocpara Hatpus (pH 7,2) xng momyueHU odpaszma. Odpasen puibTpoBamu A cOOpa CyICpPHATAHTA,
U3 KOTOPOTO OCAKIATN U (PUIbTpOBaTH Mo tHcaxapuasl. OuisTpaT KOHOCHTPHPOBATH HA MeMOpane ;s MM 30 k/la,
W KOHICHTPAT NMoABepranu Aua(IbTPaly C UCTOIb30BAHHEM OK0IO 10 00BEMOB TPIKIB JUCTHLIMPOBAHHOH
Bogsl. [locne BeMONHEHWA MuaUIBTpALMH OCTAaBIIMHCS pacTBop (umsTpoBanmu uepe3 ¢QmibTp Ha 0,2 MKM.
HcnbiTaHne Mo KOHTPOIIO B MPOLIECCE MPOU3BOIACTBA BHINOTHATH Ha (DHIIbTPATe (BHCINHUI BHA, OCTaTOYHBIC OCJIKH,
OCTAaTOYHBIC HYKJICHHOBBIC KHCIOTBHI, SHOOTOKCHHBI, 3HAYCHHA MOJICKYJMIPHBIX MAacC H 0Omee KOJHYECTBO
nosymcaxapuoB). KoHnenrpar ctepuiabHo (prutbTpoBanu u Xxpanuwmy npu -20 °C.

[00129] pumep 2. MoJryyenne KOHBIOTATa KACYILHOTO HOJICAXapuaa S. preumoniae u 6eJIKA-HOCHTEIST
[00130] ITommcaxapuapl  pa3TuYHBIX CCPOTHIOB AKTHBHPOBANH, CICAYS PA3IHYHBIMH NyTAMH, H 3aTeM
koHBrOTHpOBaH Oenok-HocuTedb CRMig7 mmm TT. KOHKpPETHO, KOHBIOTATHI MOJIYyYATH NMyTEM KOHBIOTHPOBAHUS
KaKJOT0 M3 KamlCyJIbHOTO mojmcaxapuaa Bcex cepotunoB ¢ CRMig; H IyTeM KOHBIOTHPOBAHHS KaXIOTO M3
Karncy JbHBIX NOoJMcaxapuaos cepotunos 1, 3 u 5 ¢ TT. B 3aBuCHMOCTH OT pa3Mepa HATHBHOTO CEPOTHIA MPOLECC
AKTHBAMHM MOXKET BKJIFOYATh B CeOS CHIDKCHHE pa3Mepa KaKIOTO KAmNCyJIbHOIO IOJHCAaXapuaa A0 LENCBOi
MOJICKY JLIPHOH MAacChl, XHMHYECKYI0 aKTHBAIHIO H 3aMeHy Oy(epa mocpeacTsoM yasrpaduiabTpamn. KoHbIOraThl
OUHMIIAIY C HCIOJB30BAHHEM YIbTPA(DUIBTPALMH H, B KOHCUHOM HTOre, (puipTpoBamu uepe3 (uiabTp 0,2 MKM.
ITapamerps! mponecca, Takue kak pH, Temneparypa, KOHICHTPALMA H JIUTCIBHOCTD OBLIH CIICIYFOIUMH.

[00131] (1) Tpouecc akTuBaLUH

[00132] Crazus 1. Tuzponus

[00133] BoccraHoBUTE IBHOC AMUHHPOBAHHE — H3BECTHBIA METOJ AU KOHBIOTHPOBAHUS IIOJUMEPOB, B KOTOPBIX
Mexay rpynmoi (-NH;) meppuuHOro ammHa Oelka H anbIerHAOM caxapuga (opMHpPYETCs aMHIHASA CBSI3b.
ANBICTHAHBIC TPYIITEI JOOABILIOT K ITHCBMOKOKKOBOMY KATIICYJIbHOMY IOJTHCAXAPHAY AIA CO3TAHHA YCIOBHH A
KOHBIOTAIIMH C OCIKOM-HOCHTCICM. BHIMHATBGHYIO JHOJBHYEO CTPYKTYPY MOHOCAXAPHAA MOYKHO OKHCIIATDH
nepiionarom Harpus (NalOy4) ¢ menbto 00pa30BaHUS aTbACTHAHBIX TPyIIL Karcy ibHbIC TOIMCaXapuIbl OT CEPOTUIIOB
1,3,4,6A, 8, 11A, 12F, 14, 15B, 18C, 22F u 33F 00pabaTeIBaia CICIyFOIAM 00pa3oM.

[00134] B cinyuae ceporuma 1 K pacTBOPY KAICYJIBHOTO IIOJHCAXAPHAA JOOABISLIH THAPOKCH HATPHS (IO KOHCUHOM
KoHuCHTpamun ocHoBaHua 0,05 M), m waKyOmHpoBamm pacteop mpu 50+£2 °C. 3ateM pacTBOP OXIAKAATH 10
TEMIICPaTyphl B Auana3oHe oT 0koio 21 °C 1o oxo0 25 °C, u k HeMy J00aBILLIH XJI0PHCTOBOIOPOIHYEO KHCIOTY 10
KoHewHOTO 3HaueHus pH 6,0+£0,1, TeM caMbIM OCTAHABIMBAS THAPOIH3.

[00135]B cayuae ceporumoB 3, 8, 11A u 15B Kk pacTBOpPY KANCYJIBHOTO TOJHCAXAPHAA TOOABILLTH
XJTOPUCTOBOAOPOIHYIO KUCIIOTY (0 KOHCUHOHN KOHICHTpamuH KuciaoTsl 0,01 M), W WHKyOMpPOBaIH PACTBOP MPH
60£2 °C. 3areM pacTBOP OXJIKIANH A0 TCMIICPATYPHl B AHama3oHe ot okoyo 21 °C mo okomo 25 °C, W K HEMY
nmo6aemstm 0,1 M ¢ocar Hatpus 1o koreuHOTO 3HaYeHHU pH 6,0+0,1, TeM caMbIM OCTAHABIWUBAS THAPOIIHS.
[00136] B cayuae ceporuna 4 kK pacTBOPY KAICYJIBHOTO MONHCAXAPUIA JOOABISLIH XJIOPHCTOBOIOPOIHYEO KHUCIIOTY
(10 KOHCUHOW KOHICHTpanuH KucioTel 0,1 M), u wHKyOnposamm pacteop mpu 45+2 °C. 3ateM pacTBOP OXJIAKIATH
IO TEMICPaTypsl B Auama3zoHe oT okojo 21 °C mo oxomo 25 °C, u x Hemy mobasmuma 1 M Qocdar Hatpus 1o
KoHewHOTO 3HaueHus pH 6,0+0,1, TeM caMbIM OCTaHABIUBAS THAPOIH3.

[00137] B ciyuae ceporuma 6A K pacTBOPY KAICYJIBHOTO IOTHCAXAPHIA JOOABISUIH JCITHYIO YKCYCHYIO KHCIIOTY
(10 KOHCUHOW KOHICHTpAanuH KucioThl 0,1 M), u waKyOnposamm pacteop mpu 60+2 °C. 3ateM pacTBOP OXJIAKIATH
JI0 TEMIIEpaTypsl B AuamazoHe ot okono 21 °C mo oxomno 25 °C, u x HeMy no0asmsumi 1 M ruapoKCHI HATPHUS 10

KoHewHOTOo 3HaueHus pH 6,0+£0,1, TeM caMbIM OCTaHABIMBAs THAPOIH3.
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[00138] B cayuae ceporuma 12F k pacTBOpY KAINCYJIBHOTO MOJHCAXAPHIA JOOABIUTA XJIOPHCTOBOIOPOIHY O
KHCTIOTY (IO KOHCYHOH KOHICHTpanuu kuciaotsl 0,01 M), n waKyOuposamum pacteop npu 7042 °C. 3atem pacTtBop
OXJIQKAATH A0 TEMIEPATyphl B auamnazosne oT okoio 21 °C mo oxono 25 °C, u k Hemy gobasmanu 0,1 M docar
HaTpus J0 KOHEYHOro 3HaueHus pH pacteopa 6,0+0,1, TeM caMbIM OCTaHABIMBAS TUAPOJIUS.

[00139] B cnyuae ceporumnos 14 u 18C k pacTBOPY KANCyJIBHOTO IIOJHCAXAPHAA JOOABISLIH JICIIHYH YKCYCHYEO
KHCTIOTY (0 KOHCYHOI KOHICHTpanuu KucioTel 0,2 M), u mHKyOHpoBamm pactBop mpu 94+2 °C. 3ateM pacTBOp
OXJIQKAAJH JI0 TEMIIEPATypPhI B tuana3oHe oT okojo 21 °C xo okoo 25 °C, u k Hemy aobasmsumu 1 M docdar matpust
TakuM 00pa3oM, yToObI KOHEUHOE 3Ha4YeHHe pH pacTeopa cocrasisuio 6,0+0,1, TeM caMbIM OCTaHABIHBAS THAPOIU3.
[00140] B ciyuae ceporunos 22F u 33F K pacTBOPY KancyJIbHOTO MOTHCAXAPHAA JOOABIBUTH XJIOPUCTOBOIOPOIHY O
KHCTIOTY (OO KOHEUHOH KoHICHTpanuu kuciaotsl 0,01 M), u wakyOuposamu pacteop mpu 6042 °C. 3atem pacTBop
OXJIKAAIM A0 TEMIEPaTyphl B auanazone oT okoio 21 °C mo okorno 25 °C, u k Hemy gobGasmanu 0,1 M docat
HaTpus A0 KoHeyHOro 3HadeHus pH 6,0+0,1, TeM cambIM OCTaHABIUBAA THAPOIH3.

[00141] Kaxxaprit 13 DOy YCHHBIX KATICY TbHBIX IIOJHCAXAPHIOB pa3dasisiiu B Boae A uabekumii (WFI), nobasmutu
arerar Hatpui u (pocdar HaTpusA 0 KOHEUHOH KOHLIEHTpanuu oko1o 1,0 Mr/mia u okoo 2,0 Mr/miL.

[00142] Cragus 2. Peakuus ¢ nepiiozaTom

[00143] Onpenensii MOJIPHBIH 3KBHBAJICHT NEPHOJATA HATPHS UL AKTHBALHH KAXKIOTO MHEBMOKOKKOBOTO
caxapua Ha OCHOBE MOJIIPHOM MacChl IIOBTOPSIOINETOCs 3BeHA. [IpH TIaTeIbHOM NEPEMEIIHBAHIY JABATH PEAKIIHH
OKHCIICHHUS BO3MOKHOCTb IIPOTEKATh B TeueHUE 0T 16 10 20 yacos mpu Temmeparype ot 21 °C mo 25 °C ana Beex
cepoTmmos, 3a uckmoueHueM 1, 7F u 19F, mma xotopeix temmeparypa cocrasiia 10 °C u menbmme. [
NOAICPKAHHUA MOCTOSHHOTO M CTAOHIBHOTO IOy IMPOBAHMS KOHBIOTATOB B IPOIECCE KOHBIOTALMH I KAKIOTO
CCpPOTHIIA YCTAHOBJICH LICJICBOM IHANA30H YPOBHEH cTeneHn okucieHus (Do).  IIpeamourureHO neneBoH Auana3ox
U1 YpoBHEH Do 71 KaKA0TO CepoTHIA OKA3aH B Ta0mune 1 u tabmmme 2.

Tabmuma 1. Juana3on Do ams BceX CepOTHIIOB, KOTOPbIC HEOOX0IUMO KOHBIOTHPOBaTh ¢ CRM 97

Ceporun Juanason Do Ceporun HMuanason Do
Cepotum 1 ot 4 o 10 Cepotum 11A or 1 mo 15
Cepotum 3 or2 108 Cepotum 12F orl mo9
Ceporum 4 orl g05 Ceportum 14 o1 6 1o 13
Cepotun 5 0T2 106 Ceporum 15B ot 1 mo 17
Cepotum 6A ot 5 mo 15 Cepotum 18C ot 6 no 14
Cepotum 6B ot 7 mo 13 Cepotum 19A or 7 mo 13
Cepotun 7F or2 108 Cepotum 19F ot 6 no 12
Cepotum 8 orlmo 17 Cepotum 22F or 1l mo 16
Cepotum IN ot 5 mo 10 Cepotum 23F ot 6 no 14
Ceporum 9 or4 109 Ceporum 33F ot 1l g0 15
Ceporun 10A or 1 go 12
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Tabmuna 2. nanazon Do qia ceporumos 1, 3 u 5, KoTOphIc HCOOXOAMMO KOHBIOTHPOBATh ¢ TT

CepoTun Juamnaszon Do
Cepotum 1 (1-TT) or 1l mo 15
Cepotun 3 (3-TT) oT 2 mo 14
Cepotun 5 (5-TT) or 1l mo 15

[00144] Cragus 3. Yasrpaduisrpauus

[00145] OxucneuHbIii caxapuy KOHUCHTPUPOBAIH H MOABSPraaud AuauibTpanud ¢ Hcmoib3oBanneM WFI Ha
yasTpadmisTpe ¢ oTceucHueM MoIeKy LapHOi Maccel (MW CO) 100 x/la (yastpadunstp Ha 30 k/a 11 ceporuna 1
u yasrpadgumstp Ha 5 x/la nma ceporuna 18C). Iuadunsrpanuro npoBoIwmm ¢ ucnoabs3osanueM 0,9 % pactsopa
XJopuaa Hatpus 1 cepotuna 1, 0,01 M 6ydepa auerara Harpus (pH 4,5) awst cepotunos 7F u 23F u 0,01 M 6y depa
(ocara Harpus (pH 6,0) a1 cepotumna 19F. Ilepmear oTOpacsBaim, a peTeHeTaT (PHIBTPOBAIH uepe3 (UIbTP Ha
0,2 MKM.

[00146] Crazus 4. JTuo prmmsanus

[00147] dna kancymbHBIX MONMCAxXapuaoB cepotumos 3, 4, 5, 8, 9N, 9V, 10A, 14, 15B, 22F u 33F, kortopsie
HEOOXOMMO KOHBIOTHPOBATH C OCIKOM-HOCHTENEM IIyTEM HCIIONb30BAHHA BOJHOTO PACTBOPUTEI, CMEIIAHHBIH
pacTBOp IOJMCAXapHAOB H ONKa-HOCHTETXd TOTOBHIM Oe3 [J00aBICHHSA JONOJHHTCIBHOH —Caxaposbl,
MO (DHIH3HPOBAIH U 3aTeM XpaHuwmy npu -25 °C £ 5 °C.

[00148] dma xancynpHbIX moaHcaxapuaoB cepoTurnos 1 u 18C, KOTOpBIE HEOOXOAUMO KOHBIOTHPOBATH ¢ OEIKOM-
HOCHTCJICM Iy TEM HCIIOJIb30BAHHUS BOJAHOTO PACTBOPHUTEITA, HE3ABHCHMO TOTOBHIH MOJTHCAXAPUIBI U OCTIOK-HOCHTSITb
0c¢3 100aBICHUS TOTOTHUTCIBHOMN CaXapos3bl, THO(DHITH3HPOBATH U 3aTeM XpaHuwmm npu -25 °C £ 5 °C.

[00149] dma kancynsHeIX mOMHCaxapuaoB cepotumoB 6A, 6B, 7F, 19A, 19F u 23F, xoropbic HEOOXOIUMO
KOHBIOTHPOBaTh C OCJIKOM-HOCHTEICM MyTeM Hcmoab3oBaHus pacteoputenst JMCO, K aKTHBHPOBAHHBIM
noJMcaxapuaaM J00aBSLTH MPSIBAPHTCIBHO OMPEACICHHOS KONHYCCTBO CAXapo3bl MO JOCTHKCHHS KOHCUHOM
KOHIICHTPALWH caxapossl 5 % £3 % (Mac./00.), W HC3aBHCHMO TOTOBHJIH OOpAasUbl, THO(DHIH3HPOBANH, a 3aTCM
xpanumy mpu -25 °C + 5 °C.

[00150] Amn  kamcymsHOrO monMcaxapuma cepotuma 11A, K aAKTHBHPOBAHHOMY TOJIHCAXAPHAY TOOABILLTH
MPSABAPUTCITFHO OMPSACIICHHOS KOJHYUCCTBO CAXapo3bl A0 JOCTIDKCHHSA KOHCYHON KOHICHTPANHU caxapossl 20 %
+5 % (mac./00.), ¥ HE3aBHCHMO TOTOBIIH MOJHCAXaPU/IBI H OCTOK-HOCHTCTh, THO(HUITH3HPOBAIH, a 3aTCM XPAHIITH
mpu 25 °C £ 5 °C.

[00151] Amn kancynpHOoro moamcaxapuia ceporuma 12F, K aKTHBHPOBAHHOMY TONHCAXAPHAY JOOABIUTH
MPSABAPUTCITHFHO OMPSACIICHHOS KOJMYUCCTBO CAXapo3bl A0 JOCTIHKCHHSA KOHCYHOH KOHICHTpANWH caxapossl 10 %
+5 % (mac./00.), ¥ HC3aBHCHMO TOTOBIIH MOJTHCAXaPHU/IBI H OCTOK-HOCHTEh, THO(HUIH3HPOBATH, a 3aTCM XPAHIITH
mpu 25 °C £ 5 °C.

[00152] (2) Tporece KoHBIOTaLHH

[00153] Konstoramuro B BOAHOMN cpee MpoBOIHIH A1 cepoTrmios 1, 3, 4, 5, 8, 9N, 9V, 10A, 14, 15B, 18C, 22F u
33F, u xousroranuio B JMCO nmposommnu qia cepotumos 6A, 6B, 7F, 11A, 12F, 19A, 19F u 23F. Kaxaprii u3

KAMCYJIbHBIX TIOTHCAXAPHI0B KOHBIOTHPOBAIH C OCITKOM-HOCHTEIICM B COOTHOIICHHH 0T 0,2 mo 2:1.
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[00154] Cragus 1. Pacteopene

[00155] Konnroramust B BoxHOI cpee

[00156] T cepotumos 1, 3, 4, 5, 8, 9N, 9V, 10A, 14, 15B, 18C, 22F u 33F, muoduam3HpoBaHHbIi 06pasen
OTTaWBATH W JOBOAMIH A0 KOMHATHOH TeMmepatypbl. PacTBopsm THo(pHIH3HpOBAHEIH 00pa3en 10 PeaKIHOHHOM
KOHIICHTPALWH INYTEM HCHOJB30BaHUA Oy(epHoro pactsopa (ocgara Hatpus mpu 23+2 °C B COOTHOIICHUH,
YCTAaHOBICHHOM JUTIA KAXKIOTO CEPOTHIIA.

[00157] Konnroramust B cpexe aumermicy s dorcuna (IMCO)

[00158] Jma cepotumos 6A, 6B, 7F, 11A, 12F, 19A, 19F u 23F, nuo(pum3HpOBaHHBI 00pasel] OTTAHBAJH,
JOBOJMIH J0 KOMHATHOH TeMmepaTyps! u pacteopsamu B IMCO.

[00159] Cragus 2. Peakuust KOHBIOTALHH

[00160] Konnroramust B BOHOI cpee

[00161] s ceporumos 3-TT, 4, 5, 5-TT, 8, 9N, 9V, 10A, 14, 15B, 18C, 22F u 33F peakuuro KOHBIOTALUH
HHUIUUPOBAIM J00aBICHUEM pacTtBopa nuanoOopormapuaa Harpusa (100 mr/ma) x or 1,0 mo 1.4 wmoma
nuaHoOOpOTHAPHAA HATpHA Ha MOJb caxapua. Omnako mama cepotunoB 1, 1-TT u 3 peaxiuro HHUIHHPOBATH
J00aBICHHEM pacTBOpa NUaHOOOpoTHApHAa HaTpus K 0,5 MOJIS MHAHOOOPOTHAPHAA HATPHS HA MOJIb CAXapu/aa.
[00162] Peakimonnyo cmecs uukyOuposamu mpu ot 23 °C 10 37 °C B Teuenue ot 44 10 106 uacos. Temneparypy
U TPOJO/DKHTEIBHOCTh PEAKIMH KOPPEKTHPOBAIH MO CEPOTHIy. 3aTeM Temmeparypy cHmwxamu m0 23+2 °C u
npob6aemsm B peakrop 0,9 % xmopun Hatpust. Jlo6asisiu pactBop 6oporuapuaa Hatpus (100 Mr/Mia) 10 TOCTHKCHUS
ot 1,8 10 2,2 MOJPHBIX SKBHBAJICHTOB OOPOTUAPHAA HATPHA Ha MOJIb caxapuaa. CMeck HHKyOupoBamy npu 23+2 °C
B TCUCHHC OT 3 OO0 6 HacoB. DTa mMpoueAypa YMCHbIIANA HAIMYUC JFOOBIX HEMPOPECArHPOBABIINX ATBACTHIAOB HA
caxapuaax. 3areM cMmech pazbasmum 0,9 % XJIOpHCTBIM HATpHEM, H Pa30aBICHHYIO KOHBIOTALHOHHYIO CMECh
(PUITETPOBANH C HCIIOIB30BAHHCM MPCABAPUTCIIHHOTO (prutbTpa Ha 0,8 wmm 0,45 MM,

[00163] Konsroramus: B cpexe AMCO

[00164] ds kancy MbHBIX MOTHCAXAPHAOB CepOTHIIOB 6A, 6B, 7F, 11A, 12F, 19A, 19F u 23F peakiuro KOHBIOTALUH
HHHLIHHAPOBATH N00ABJICHHCM pacTBOpa IHaHOOOporuapuaa Hatpusa (100 mr/mu) B cootHomewnmu ot 0.8 mo 1,2
MOJISIPHBIX KBHBAJICHTOB IIMAHOOOPOTHIPHIA HATPHS HA OJHWH MOJIb AKTHBHPOBAHHOTO caxapuaa. B peaknnoHHYIO
cmecs nodasmsumt WFI no nienesoii kornentpammu 1 % (06./06.), 1 mvHKyOHpOBaiu cMech B TeueHHE OT 12 1o 26
yacos npu 23+2 °C. K peakimionsaoi cmecu ao6asmstmu 100 mr/mur pactsopa 6oporuapuna Hatpus (00b4HO OT 1,8
0 2,2 MOJIIPHBIX SKBHBAJCHTOB OOpOTHIPHIA HATPUSA HA MOJbh aKTHBHPOBAHHOTO caxapmuna) u WFI (uenesas
KoHICHTpamua 5 % 00./00.), 1 HHKYOHpOBATH CMECh B TCUCHHE OT 3 A0 6 uacoB mpu 23+2 °C. Jra mpoueaypa
YMCHBIIANA HATHYHC THOOBIX HEMPOPCATHPOBABLIMX ANbACTHAOB HA CaXapHIaX. 3aTeéM PCaKUHOHHYIO CMCECh
pazbasmumm 0,9 % XJIOpHCTBIM HATPHEM, H Pa30aBICHHYK) KOHBIOTAIMOHHYIO CMeCh (DHIBTPOBANH C
HCTIONB30BAHIEM TIPeABapUTEIbHOTO (rutbTpa Ha 0,8 mmm 0,45 MxM.

[00165] Cragus 3. Yasrpaduisrpauus

[00166] Paz6aBicHHYX0 KOHBIOTAIIMOHHYFO CMECh KOHICHTPHPOBAIM MW TOABEPradM AHAGUIBTPANHH HA
yasrpaduasTpannorroM ¢uimsTpe ¢ MWCO 100 x/la wim yierpadunstpaumoraoM ¢umetpe ¢ MWCO 300 x/la ¢
muHIMYM 15 o0seMamu 0,9 % xmopuna Hatpus wim Oy pepa. Kpome Toro, cocras u pH Oy(epa, ucnoap3yemMoro B
3TOM MPOLIECCE, BAPbUPOBAJICS B 3aBHCHMOCTH OT KKIOTO M3 CCPOTHIIOB.

[00167] Cragus 4. CreprmibHast GuabTpaLms

[00168] Perenrar mocne yiaprpadmiabTpammu CTepuiabHO (pumbrpoBamm (0,2 MKM), W HAa OT(HIBTPOBAHHBIX

KOHBIOTATAX BHIMONHATH KOHTPOJIH B MPOIECCCS MPOW3BOJACTBA (BHCINHWI BHA, CBOOOJHBEIH OCTOK, CBOOOTHBIH
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caxapmz, pacrpelcicHUEC MOJICKYJ II0 pa3MepaM, CTEPHIBHOCTh, COACPKAHHE caxapuia, coAcpkanme Oenka, pH,
SHIOTOKCUH, OCTATOYHBIH ImaHua, ocrarounbii JMCO, HACHTHYHOCTh CaxXapuaa, HACHTHYHOCTE 11 u
uacHTHYHOCTE CRM 197). ['0TOBBII KOHICHTpAT OXIakaamy u xpaHmwiy mpu ot 2 °C 1o 8 °C.

[00169] Ipumep 3. IpuroroBiienne  mpemapara  NOJHBAJEHTHOH  NPOTHBOMHEBMOKOKKOBOI
KOHBIOTHPOBAHHOI BAKIIHHBI

[00170] XKenacmbic 06BEMBI TOTOBBIX HEPAC(HACOBAHHBIX KOHIICHTPATOB, MOIYUCHHBIX H3 IPHMEPA 2, PACCUHTHIBAIH
HA OCHOBE 00BEMa MapTHH M KOHLIEHTPaLuil Hepac(hacoBaHHBIX caxapuaos. Ilocie 100aBIeHUS K MPEABAPUTEIBHO
MapKUpOBaHHONW eMkoctH amd mpemapara 0,85 % xmopuzma HaTpusa ((PH3HOJIOTHUCCKHI COJICBOH pPacTBOp),
noyucopbara 80 u cykuumHaTHOTO Oy(epa B Hee n00aB/sUIH Hepac(acOBaHHbIC KOHLCHTPATHL. 3aTeM IIpemapaT
TIIATCIIBHO TIEPEMCELIMBATH H CTCPWIbHO (HibTpoBau uepe3 meMmOpany Ha 0,2 MkM. IIpurotoBieHHBIH
Hepac(pacOBAaHHBIN IpemapaT OCTOPOKHO IICPEMCIIMBATH A0 W TOCHC JOOaBICHHA MONYyHpoaykra Qocdara
amomuHus. [Ipu HeoOxomumocTH mposepsuti pH u koppekruposaiu ero. IIpurorosincHHBIN Hepac(hacOBaHHBIN
npoAyKT XpaHuau 1mpu oT 2 A0 8 °C. IIpuroToBmIN ClEAYIONHE HEOTPAHHYHBAIOIUE MPETapaThl MOTHBAICHTHBIX
MPOTHBOITHCBMOKOKKOBBIX KOHBIOTHPOBAHHBIX BakIHH U Ha3Baau ux PCV21(1/5)-TT u PCV21(3/5)-TT:
[00171]PCV21(1/5)-TT BrIOYaD KOHBIOTATHI-MOJIUCAXAPUABI, IMOIYYECHHBIE KOHBIOTHPOBAHHEM  KAXKIOTO
nmomucaxapuaa cepoturnos 1 u 5 ¢ TT u kaxmoro moymcaxapuaa cepotunos 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F ¢ CRM97; 1

[00172] PCV21(3/5)-TT BrIOYAD KOHBIOTATHI-MOJIHCAXAPUABI, MOIYYCHHBIE KOHBIOTHPOBAHHEM  KAXKIOTO
nomucaxapuaa cepotumnos 3 u 5 ¢ TT u kaxmoro moymcaxapuaa ceporunos 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A,
12F, 14, 15B, 18C, 19A, 19F, 22F, 23F u 33F ¢ CRM97.

[00173] Kommozuumst PCV21(1/5)-TT B obmeit mo3e 0,5 mu Brmouana 2,2 MKI KaKIOTO MONMCAXAPUIA, 34
uckmoucHueM ceporuna 6B mpu 4,4 Mxr; ot 2 Mkr g0 25 mixr TT (ms cepotunos 1 u 5) u ot 40 MKr 10 75 MKT
CRM,¢7; 0,125 mr agsroBaHTa 1eMeHTapHOTO amomuHmsA (0,5 mr (ocdara amomMurus); 4,25 Mr XJIIOpUIA HATPHS,
0KOI0 295 MKI CyKIMHATHOTO Oy(epHOTo pacTBopa u oxono 100 mkr moimcopdara 80 B obmei moze 0,5 mi1. B
HCKOTOPBIX dKCIepuMeHTaX B koMmo3unud PCV21(1/5)-TT xoauuecTBO MOJTHCAXapHAA CCPOTUIA 3 YBSIHYHIA 0
4.4 mxr wm 8,8 Mkr. B HEKOTOPBIX 3kcmepuMeHTaX B kKommosunud PCV21(1/5)-TT konH4ecTBO mMOTHCAXapHAa
KaXm0ro u3 cepotumos 3, 4, 6B, 9V, 19A u 19F ysenmuumm 10 4,4 MKT.

[00174] Kommozumusa PCV21(3/5)-TT B o6meit mo3e 0,5 M BkIroyana ot 2 MKT 10 25 Mkr TT (it cepoTHIOB 3 |
5) m ot 40 Mxr 10 75 MKkr CRM 197, COOTBETCTBCHHO, IPH 3TOM OCTATBHBIC KOMIIOHCHTHI U HX COACPKAHNS HACHTHIHBI
takoBeM q1a PCV21(1/5)-TT. B HCKOTOPBIX KOMIO3HIHUAX KOJTHYCCTBO ICMCHTAPHOTO AMFOMUHHA B 703¢ 0,5 M
yeemuawm 10 0,250 mr.

[00175] Ipumep 4. WMMYHOT€HHOCTH NOJHBAJEHTHOH NPOTHBONHEBMOKOKKOBOH KOHBLIOTHPOBAHHOM
BAKITHHBI

[00176] TTomuBaneHTHBIC TIPOTHBOMHEBMOKOKKOBBIC BakmuHbl, PCV21(1/5)-TT u PCV21(3/5)-TT, co CMEIAHHBIM
HOCHTEJIEM, TIPUTOTOBJICHHBIC B IPAMEPE 3, HCCIE0BATH HA CIIOCOOHOCTDh MHAYIIMPOBATh HMMYHOTCHHBIH OTBET Y
KpomkoB. OLCHKY HMMYHOTCHHOCTH TPOBOJHIM MCTOAOM aHTHTCHCIeIu(puucckoro TeepaodaszHoro MDA Ha
rkoHIeHTpanun IgG B chIBOPOTKE KPOBH U onicoHO(parorurapasmv aHann3oM (OPA) Ha ()yHKIHOHAIBHOCTS AHTHTEIL.
Hososzemanackux 6enbIx Kpoiaukos Ha Hezene 0 1 Heene 2 HMMYHH3HPOBAIH BHY TPHMBIIICYHO 10301 Ha 5 % BhIIIIC
3AIJIAHAPOBAHHON KIIMHHYECKOM 103l KAXKIOTO MoJucaxapuaa Jis yenoseka (2,31 MKr KaKaoro mojmcaxapuaa, 3a
HCKIIOUcHHEM 6B mpu 4,62 MKr) B mpemapare, WIH J030H 4eloBeKka (2,2 MKT KaKAOTO TOJIMCAXAPUAA, 34
uckroucHneM 6B mipu 4,4 Mxr). CRIBOPOTKY OTOHpAIH KKIBIC 2 HEACTH MOCIe MMy Hu3armn. O0¢ KOHICHTPALHH

TIOKa3aJ1i OAUHAKOBBIC PE3YIBTATHL
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[00177]4-1. PCV21(3/5)-TT

[00178] M3mepenne cnenuputecknx K ceporunam Konnenrpanuii IgG

[00179] Kancynprbie moucaxapuast (PnP) it KaykKIoro CepoTHIA HAHOCHIH Ha 96-Ty HOUHBbIH IUiaHmeT mo ot 0,5
MKI/IYHKY A0 1 MKI/IyHKY. Y KaXIoro cyObBeKkTa oTOMpamm oOpasel] SKBHBAJICHTHOTO KOJHYECTBA CBIBOPOTKH U
o0peauHAT MO rpymmaM. OOBSIMHCHHYIO CHIBOPOTKY IOCIICIOBATCIBHO pa3daBmsumd B 2,5 pa3 Oydepom mis
pasbapncHuA aHTUTEA, coacpkammM Tween 20 W moimcaxapui KICTOYHOH CTCHKH THEBMOKOKKOB (CWPS),
TMOTYYCHHOTO U3 JlaTCKOTO TOCYAAPCTBCHHOTO HHCTHTYTA CHIBOPOTOK (5 MKI/MIT), H 3aTEM MPOBOIILTH PCAKIHIO MTPH
KOMHATHOH Temmneparype B TeueHHe 30 MuHyT. [InaHmer mpoMbIBaau 5 pa3 MPOMBIBOYHBIM Oy(epoM, a 3aTeM K
MOKPBITBIM JIyHKAM IUIAHIIETa JOOABISUTH IIPEABAPHTCIBHO aACOPOMPOBAHHYIO H Pa30aBICHHYIO CBIBOPOTKY
00BpeMOM 50 MKJI, TIOCTIC YETO HHKYOHPOBAIU IIPH KOMHATHOH TEMIIEpaType B TCUCHHE 0T 2 yacoB A0 18 yacos. JIyHku
IIQHIIETA IPOMBIBAJIM TEM JKE 00pa30M, M 3aTeM K KaXKIOH JyHKE T0OaBIIUTH KOHBIOTAThI aHTHTEN K031a nmpotus IgG
KpOJIKA CO INCJIOYHOH (poc(haTa3oi, mOCIe Yero HHKYOHPOBAIH IMPH KOMHATHOH TEMICPATyPe B TCUCHHE 2 HacOB.
[TnanmeTs! MPOMBIBATH, KAK OTMMCAHO BBIIIC, M K KAKAOH JyHKE H00aBsum Oydepa ¢ 1 Mr/Mir n-HUTpo(pCHUIAMHUHA
B KauecTBe cyOCTpara, M 3aTeM NMPOBOAMIM PCAKIMIO IMPH KOMHATHOM TeMmeparype B TeUeHHE 2 dacoB. Peakiuro
racium gobasieHueM 50 Mk 3 M NaOH u usmepsinun abcop6umro Ha 405 HM 1 690 HM. B kauecTBe CpaBHHTEIBHOTO
TpUMEpPA TOH 7K MPOLECAYPE MOKHO MOABEPTaTh KOMMEPUCCKH JOCTYIHYIO 13-paneHTHYI0 BakuuHy (IIPEBHAP13).
PesyabraTs! npeacTaBicHsI B Ta0IHLIE 3.

[00180] Ta6mura 3. Konnenrparmst IgG (Ex/mu) s 21 ceporumna depes 2 HEASIH MOCIC BTOPHYHO i HMMY HU3ALHA

Cepornn | TIPEBHAP13 PCV21(3/5)-TT PCV21(3/5)-TT
0,125 mr Al 0,250 vr Al
1 16770,4 15320.6 38499.1
3 66034 30132.8 320297
1 27969.9 51034.4 716383
5 57586 15627.5 11044.7
GA 94937 142058 304535
6B 8690.6 15023.6 11633,1
7F 60819.7 53696,7 485111
8 5948 583919 628522
ON 51862 208401.8 2593232
Y 30043.,9 38143.9 486772
10A 169.8 36437.6 551245
11A 1845 36771.1 45762.9
12F 130,0 222785 144753
14 219060 37577.9 64409.8
15B 8435 220652 25248 8
18C 91500,7 88824.7 1376385
19A 16470.7 13070.9 11387.0
19F 13956.4 105169 845538
20F 139.7 516499 620727
23F 12089.4 5772.9 15565.5
33F 1432 35602.4 162728
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[00181]TIpu KOHBIOTHPOBAHHMH KAICYJIBHBIX IOIHCAXapuIOB cepotunoB 3 W 5 ¢ TT konumenrpammst IgG,
crnenu(puIeCKUX K CEPOTHIAM, 3HAYUTEIBHO BO3POCHA IO CPABHCHUIO C KOHIICHTpPAIMCH, MOJYYCHHOH NpH HX
rxouptorupoBannn ¢ CRMig;.  Kpommkm, mmmyHm3uposanssie PCV21(3/5)-TT, Takke NpPoAEMOHCTPHPOBAIH
3HAYUTEILHOC YBEIHMUYCHHE KOHICHTpanuu 1gG mpoTHB IONMOJHHUTEIBHBIX BOCBMH CEPOTHIIOB, OTCYTCTBYIOIIHX B
TIPEBHAPI13 (t.c. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). Ceportun 9N, B yactHOCTH, Tipu BBeACHHU ¢ 0,125 MTr 1
0,250 Mr amoMuHHA Ja1 HEOKHAAHHO 40-kpaTHOE U 50-KpaTHOE YBEIHYCHHE, COOTBETCTBCHHO, IO CBIBOPOTOYHOM
koHUeHTpanuu crnemu@puueckux IgG otHocurensHo [TPEBHAP13.  JlomOMHHTENBHO, PR APYTUX KAICYJIbHBIX
noyucaxapuaos ceporunos B PCV21(3/5)-TT mokazan 3HaYHTEIBPHO OOJice BBICOKHMH YPOBEHb CHIBOPOTOUYHOH
koHueHTpauun cnemupuyeckux 1gG, vem [IPEBHAP13.

[00182] TecrupoBaune ¢pynxkunona bHoit ummyHorennocru (MOPA)

[00183] dyHxuHH aHTHTET OLCHUBAIY Iy TEM TSCTHPOBAHIS CBIBOPOTKH B anamse MOPA. IItamwm S. prneumoniae
MOPA, xpanusmmiics npu temnepatype -70 °C um Hike, pa30aBIsum 10 COOTBETCTBYIOIICH KOHCUHOH KPaTHOCTH
pa3baBiacHHA, TaK YTO KOHICHTPAHA KaKIOTO mramMMma cocrasiuia okoyio 50 000 KOE/ma. V kaxaoro cyObpekra
otOupanu o0pa3en SKBHBAJICHTHOTO KOJIMYECTBA CHIBOPOTKH, OOBCIUHATH IO IPYNIaM H pa3OaBiLum 2-KpaTHOM
cepueii TakuM 00pazom, YToOBI B yamke ¢ U-00pa3HbIM JTHOM 0CTaBajoch mo 20 MKJI ChIBOPOTKH. [Tocie pazOaBneHuUs
obpasma 10 MK mTamMma, MPUTOTOBICHHOTO U KA)KJOTO CEPOTHIA, CMCINHBAIH C Pa30aBICHHBIM 00pa3LoM, U
CMECh OCTaBILAUIH I PEAKLUH IIPH KOMHATHOI TeMmneparype B TeueHue 30 MUHYT, UTOOBI S. preumoniae 1 aHTHTENO
XOpoIo InepeMernamucs. Jo0aBam cMech nmpeapapurenbHo auddeperHuupopansbix kierok HL-60 u mposoaum
peakuuro B COz-unkyOarope (37 °C) B TeueHue 45 munyT. TeMneparypy CHHXKAIH, YTOOBI OCTAHOBUTH (PAarOLHTO3,
u nomemanu 10 MK peakIIuOHHOTO PACcTBOPA HA YAIIKY C arapoM, NPEABAPUTEIBHO BRICYIICHHYIO B TeucHHUE OT 30
Jo0 60 MHHYT, a 3aT€M JaBaJTH BO3MOKHOCTh BIHTHIBATHCA HA 4amike B TeueHHe 20 MHHYT OO0 BbIChIXaHUA. K
TMPUTOTOBJICHHOMY HACJIaWBAacMOMYy arapy A00aBmsiiu MatouHblid pactBop TTC 25 mr/mu, w k HeMy I00aBISLTH
AQHTUTENO, MOAXOIAINEE IS COOTBETCTBYHOMEro mramMa. CMeCh TINATEIFHO NMEPSMEIIHBAN, W 3aTEM HA YAIIKY
J00aBIISUTH OKOJIO 25 MIT CMECH W JaBaJIH 3aTBEPACTh B TCUCHHUE 0K0I0 30 MuHYT. [I0JTHOCTBIO 3aTBEPACBIIY IO HALIKY
uaKyOuposamm B CO,-unKy6aTope (37 °C) B TeucHue oT 12 10 18 4acoB, MOCIIe Yero MOACYHTHIBAN KOJOHHH. THTP
MOPA Boipakann B Buzae kod(p¢uuuenra pazdasiacHus, mpu kotopoM Habmomamu 50 % rubemu. B xkauectse
CPaBHHUTEIFHOTO MPHMEPA TOH 7K€ MPOLECAYPE MOYKHO ITOABEPraTh KOMMEPUCCKH JOCTYITHY IO 13-BaCHTHYO BAKIHHY
(TTPEBHAP13). Pe3ynbraTs!l mpeAcTaBICHbI B Ta0HIE 4.

[00184] Ta6mwua 4. Turpet MOPA it 21 cepoTuma yepe3 2 HEACIH MOC/IC BTOPHIHON HMMY HH3ALHH

PCV21(3/5)-TT PCV21(3/5)-TT
Ceporun INPEBHAP13
0,125 mr Al 0,250 mr Al
1 94 72 244
3 829 740 3515
4 2428 2698 2675
5 1169 4154 2735
6A 4925 4567 4761
6B 5693 4959 6629
7F 2731 2095 2103
He
8 710 731
TCCTHPOBAJIOCH
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PCV21(3/5)-TT PCV21(3/5)-TT
Ceporun IIPEBHAP13
0,125 mr Al 0,250 mr Al
He
9N 4660 1371
TECTUPOBAJIOCH
A% 271 280 254
He
10A 952 935
TECTUPOBAJIOCH
He
11A 743 1053
TECTUPOBAJIOCH
He
12F 846 737
TECTUPOBAJIOCH
14 1917 2119 2170
He
15B 713 849
TECTUPOBAJIOCH
18C 5347 2620 4546
19A 5760 2464 2253
19F 2059 2071 2137
He
22F 6022 7783
TECTUPOBAJIOCH
23F 1975 1487 1566
He
33F 824 1924
TECTUPOBAJIOCH

[00185] ITpu xousroruposanuy cepotunos 3 u 5 ¢ TT ¢yukumonansusie THTPS! MOPA 3HAYHTEIBHO BO3POCIH IO
cpasHeHUIO ¢ TuTpamu MOPA, nonyueHHbIME TpH uX KOHBIOTHpoBaHHH ¢ CRM197. Kpoamku, nMMy HU3HPOBAHHBIC
PCV21(3/5)-TT, Takxe npoAEMOHCTPHPOBAIH 3HAYHTCIBHbIC YBETHUYCHHUS (PYHKIMOHATHHBIX THTPOB MOPA npoTus
KQKIOTO U3 JOTOTHUTCIIFHBIX BOCEMH CepoTHIOB, OTCyTCTRYIommX B [IPEBHAP13 (T.¢. 8, 9N, 10A, 11A, 12F, 15B,
22F u 33F).

[00186] 4-2. PCV21(1/5)-TT

[00187] Konuenrpauus IgG, crienupuaecKux it CCPOTHIIOB, H THTP ()Y HKIHOHATBHONH HMMY HOTCHHOCTH H3MEPSUTH
TaKuM ke 00pa3oM, Kak U B 4-1, u pe3yIbTaThl MOKA3AHbI HIDKE. BBUTH MPOTECTHPOBAHBI TPH PA3JIMYHBIX BAPHAHTA
ocymecticHua PCV21(1/5)-TT: ogus ¢ 2,2 MKT KancyapHOTO momcaxapuaa ot ceporumna 3 (3-CRMy; 2,2), oquH
¢ 4,4 MKT KancynpHOTO mojrcaxapuaa ot ceporuna 3 (3-CRMig7 4.4) u oauH ¢ 8,8 MKT KanCyI-HOTO TOTHCAXApHAA
ot ceporuma 3 (3-CRMiy7 8.8).

[00188] M3mepenue cnenuputeckux K ceporunam Koumnenrpamnmii IgG

[00189] Tabauua 5. Konnenrpanus IgG (Ex/ma) s 21 cepoTrma uepes 2 HEACH MOCHEe BTOPHYHON HMMY HA3AIHH

PCV21(1/5)-TT

PCV21(1/5)-TT

PCV21(1/5)-TT

Cepornn INPEBHAP13
3-CRMuy7 2,2 3-CRM97 4,4 3-CRM97 8,8
1 5105,5 33530.,6 965522 44714.9
3 6303.0 78272 146762 13239.6
4 467273 58893.8 54382.8 39691,0
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Cepornn | TPEBHAP13 PCV21(1/5)-TT PCV21(1/5)-TT PCV21(1/5)-TT
3-CRM 57 2,2 3-CRMs7 4,4 3-CRMs7 8,8

5 6873.9 14918.4 187432 11499.5
GA 325614 114932 13053.0 12494.6
6B 253987 11856,7 100132 14556

7F 27560.5 25799.0 709175 564482

8 5210 700604 86634.8 63337.9
ON 51982 1695843 2408585 187203.6
Y 62169.3 124451 64084.4 34876.4
10A 166.4 25682.8 44186.9 15827.4
11A 1953 340504 425588 332642
12F 154.4 276294 384597 258743

14 17765.9 23787.4 29262.4 241164
15B 4360 22060.6 21777.0 22573.1
18C 103154,7 119672.1 141889.4 75549.1
19A 191911 46905 5516.9 34073
19F 163492 31789.8 243700 188462
22F 130,0 40963.1 494755 362462
23F 15166.5 6312.7 74999 54315
33F 146.1 39803.9 38378.5 268372

[00190]ITpn kOHBIOrMPOBAHKMHM KANCYJIBHBIX TMOMHCAXapumaoB cepotunoB 1 w 5 ¢ TT konuenrtpaumst IgG,
crenu(puIeCKUX Ui CCPOTHIOB, 3HAYUTEIFHO BO3POCIA IO CPABHCHUIO C KOHLCHTPALMCH, MONYUCHHOW NMPH HX
kouptorupoBannu ¢ CRMig;.  Kpomuku, wmmyHm3uposanusie PCV21(1/5)-TT, Tawke NPOAEMOHCTPHPOBAIH
3HAYUTCIHHOC YBEIHYCHUE KOHIICHTpanuu 1gG MpOTHB MOMOJHHUTEIBHBIX BOCBMH CECPOTHIIOB, OTCYTCTBYIOLIHX B
TTIPEBHAPI13 (t.c. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). CHoBa cepotun 9N HCOKHIAHHO TOKA3AJT 3HAYUTCIHPHOC
yBeJMUCHHUE (MpUMEPHO OT 32- mo 46-kpatHoe) mo cpaBHeHuto ¢ [IPEBHAPI13. JlonogHUTENBHO, PO APYTUX
KaMCyJbHBIX TomucaxapuaoB cepotumos B PCV21(1/5)-TT mokaszan 3HAYHTCITBHO OO0JCC BBHICOKHHA YPOBCHB
CBIBOPOTOYHOW KOHUEHTpanuu crerupuueckux 1gG, ywem [TPEBHAP13. Bruio Takke 3aMevueHO, YTO YABOCHHC
KOJTMYECTBA QHTUTEHA cepoTuna 3 ¢ 2,2 MKTr A0 4,4 MKI HEOXKHIAHHO YBEIUYHJIO CHIBOPOTOUHYIO KOHLICHTPALHIO
cnemmpriaeckux 1gG ama ceporumnos 1, 3, 5, 6A, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 18C, 19A, 22F u 23F, ¢ 6once
yeM 2-KpaTHBIM YBEIHUCHUEM I cepoTHIoB 1 u 7F.

[00191] TecrupoBanue ¢pyuxkuuona bHoit ummyHorennocru (MOPA)

[00192] Ta6mwua 6. Turpet MOPA it 21 cepoTuma yepe3 2 HEACIH MOCIC BTOPHYIHON HMMY HH3ALHH

PCV21(1/5)-TT PCV21(1/5)-TT PCV21(1/5)-TT
Cepornn IMPEBHAP13
3-CRMy97 2,2 3-CRM97 4,4 3-CRM97 8,8
1 99 198 916 241
3 479 565 1072 929
4 2560 3201 2571 2012
5 1046 3717 5430 2025
6A 5624 2708 5249 2415
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PCV21(1/5)-TT PCV21(1/5)-TT PCV21(1/5)-TT
Cepornn IMPEBHAP13
3-CRMjy97 2,2 3-CRMi97 44 3-CRM97 8,8
6B 5451 3903 4143 2452
7F 2355 2521 2576 2125
He
8 525 719 630
TECTUPOBAJIOCH
ON 54 790 1680 885
9V 282 251 307 183
He
10A 684 1065 760
TCCTHPOBAJIOCH
He
11A 887 1751 747
TCCTHPOBAIOCH
He
12F 856 1016 824
TCCTHPOBAJIOCH
14 1052 1221 1929 1513
15B 59 1042 823 732
18C 6257 4440 4663 2821
19A 2962 828 1362 686
19F 968 1971 1835 1453
He
22F 3576 5599 7193
TECTHPOBAJIOCH
23F 1854 769 1358 1050
He
33F 932 1982 808
TECTHPOBAJIOCH

[00193] ITpu xoustoruposanuu ceporunos 1 u 5 ¢ TT ¢ynkumonansusie THTPS! MOPA 3HAYHTEIBHO BO3POCIH IO
cpasHeHUIO ¢ TuTpamMu MOPA, nonyueHHbIME TIpH uX KOHBIOTHpoBaHNH ¢ CRM197. Kpoamku, nMMy HU3HPOBAHHBIC
PCV21(1/5)-TT, Takxe mpoAEMOHCTPHPOBAIH 3HAYHTCIIHHbIC YBETHUCHHUS (PYHKIMOHATHHBIX THTPOB MOP A npoTus
KQKIOTO U3 JOTOJHUTCIIHHBIX BOCEMH CepoTHIOB, OTCyTCTRYommX B [IPEBHAP13 (T.¢. 8, 9N, 10A, 11A, 12F, 15B,
22F u 33F). JIomOJHHUTEIFHO, HCCKOIBKO APYTHX CCPOTHIIOB MOKA3ATH 3HAYWTCIBHO OO0JICC BBHICOKHH YPOBCHB
(ynximonansHBIX TUTPOB MOPA, yvem 8 PREVNAR13. Bpiio Taxske 3aMEUEHO, YTO YABOCHHE KOJIHYCCTBA AaHTHTCHA
cepotuma 3 ¢ 2,2 MKT A0 4,4 MKT HCO’KHTAHHO YBCIHYAIIO CHIBOPOTOYHYIO KOHICHTPAINEO crictmprucckux [gG ma
KaXI0ro ceportuma 3a uckimoucHueM 4, 15B u 19F, ¢ 6onee uem 4,5-kpaTHbIM YBEIHUYCHHEM /UL cepoTrma 1.
[00194] 4-3. PCV21(1/5)-TT

[00195] SkcnepumenTsr 4-2 moBTOpHIM ¢ BapHaHTOM ocymuecTBiacHmst PCV21(1/5)-TT, coaepkammm 2,2 MKT
KancyapHOTO monmmcaxapuma oT cepormma 3 (3-CRMigs 2,2), Bapmantom ocymectsiacHmt PCV21(1/5)-TT,
coaepkamuM 4,4 MK KancyipHOTO mojucaxapuaa ot cepotmma 3 (3-CRMigr 4.4), u BapHAHTOM OCYINCCTBICHHA
PCV21(1/5)-TT, coaeprkammM 4,4 MKT KancyIHHOTO TOTHCAXapHaa OT CCPoTHmoB 3, 4, 6B, 9V, 19A u 19F (mynbTH-
CRMi97 4,4). Konnenrpaums IgG, cnenmpuyueckux 1 CEPOTHIOB, W TUTP ()YHKIMOHATHHOH HMMYHOTCHHOCTH
H3MEPSUTH TAKUM JKe 00pa30oM, Kak U B 4-1, W pe3yIbTaThl MOKA3aHBI HAKE.

[00196] M3mepenue cnenuputeckux K ceporunam Koumnenrpammii IgG
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[00197] Ta6auua 7. Konnenrpanus IgG (Ex/m) mm 21 cepoTrma uepes 2 HeACH MOCHE BTOPHYHON HMMY HA3AIHH

Ceporun IPEBHAPL3 PCV21(1/5)-TT PCV21(1/5)-TT 3- PCV21(1/5)-TT
3-CRMjy97 2,2 CRM97 44 Myasta-CRMis7 4,4
1 142083 34503,1 49226,1 406844
3 6575,6 6634,1 13769.4 10841,3
4 16600,3 33352,0 43605,9 343878
5 5079,3 108475 20866,2 13405,1
6A 8965,5 2607,1 13781,5 9194,9
6B 5105,2 1233,5 92255 24289
7F 59993,0 279617 57039,5 33913,6
8 2747 567353 728229 655285
9N 38247 140424.,7 181325,9 142736,9
A% 39503,5 29139.3 61759.9 48711,5
10A 130,0 8017,0 140618 15832.8
11A 1639 33051,7 512221 393118
12F 130,0 181609 226349 14877.6
14 123124 12868.7 159534 8538.5
15B 280,6 14339.7 223477 226920
18C 62963.,5 56059,2 141911,5 70910,8
19A 9807.5 1185.7 42334 26492
19F 9838,7 9825.,8 211759 10889,9
22F 130,0 20120,0 37833,7 21807,5
23F 5835.1 2084,1 4016,2 31523
33F 1414 22732,6 19748.9 19179.6

[00198] Kak B 4-2, npy KOHBIOTHPOBAHKHH KATCY JIBHBIX TOHCAXapua0B cepotunos 1 u 5 ¢ TT konuenrpanus 1gG,
crnenu(puyeCKAX K CEPOTHIAM, 3HAYUTEIBHO BO3POC]A IO CPABHCHUIO C KOHIICHTPALMCH, MOJYYCHHOH NPH HX
kouptorupoBannn ¢ CRMig;. Kpomuku, wmvmyHm3uposanssie PCV21(1/5)-TT, Tamke NpPOAEMOHCTPHPOBAII
3HAYUTCIHHOC YBEIHYCHUC KOHIICHTpanuu 1gG MpOTHB MOMOJHHUTEIBHBIX BOCBMH CEPOTHIIOB, OTCYTCTBYIOLINX B
TIPEBHAPI13 (t.c. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F), u kancyJbHBIA TOJIHCAXapHI CCPOTHNA 4 TOKasal
3HAYUTETHHO OOJee BBHICOKHH YPOBCHb CHIBOPOTOYHOW KOHIECHTparuu cremuduieckux IgG, yvem B [IPEBHAP13.
Brino Takxke 3aMEUEHO, YTO YABOCHHEC KOJTUYECTBA aHTUIEHA cepotumna 3 ¢ 2,2 MKr 10 4,4 MKr HEOXKUIAHHO
VBEIMYHIIO CHIBOPOTOUHYEO KOHIICHTpanuio crnenuduyeckux 1gG s Bcex Tpex cepoTunos. MOoKHO Takxke OBLIO
HCTIONIB30BATh OONIEE BHICOKYIO 03y MHOKECTBA CEPOTHIIOB, KAK MMPOJICMOHCTPHPOBAHO BAPHAHTOM OCYILECTBICHUS
PCV21(1/5)-TT, B KOTOpPOM KOIHMYCCTBO cepoTumoB 3, 4, 6B, 9V, 19A u 19F 6s110 yBEeIHUCHO C 2,2 MKT 10 4,4 MKT
(MyaeTH-CRM 197 4.4).

[00199] Tecruposanne ¢pyunxkuuonaabHoit ummynorennocru (MOPA)

[00200] Ta6mwua 8. Turper MOPA it 21 cepoTuma yepe3 2 HEICIH MOCIC BTOPHIHON HMMY HH3ALHH

PCV21(1/5-TT) PCV21(1/5-TT) PCV21(1/5-TT)
Cepornn IMPEBHAP13
3-CRMuy7 2,2 3-CRMy7 4,4 Myastu-CRMiy7 4,4
1 109 236 276 255
3 740 514 836 768
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PCV21(1/5-TT) PCV21(1/5-TT) PCV21(1/5-TT)
Cepornn MMPEBHAP13
3-CRMuy7 2,2 3-CRMiy7 4,4 Myabtu-CRMiy7 4,4
4 2272 2522 2216 2376
5 3638 12393 18293 2559
6A 4949 2187 3607 2401
6B 4915 767 5196 1555
7F 2414 2014 2227 1781
He
8 582 694 690
TECTHPOBAJIOCH
ON 84 937 1252 983
A% 295 474 419 290
He
10A 566 737 674
TCCTHPOBAJTIOCH
He
11A 801 1666 1878
TECTHPOBAJIOCH
He
12F 600 1008 1298
TCCTHPOBAJIOCH
14 1659 1503 1200 959
15B 79 902 1459 1794
18C 2933 2594 4095 2968
19A 3910 957 1244 751
19F 1570 908 2175 1453
He
22F 2268 7833 3516
TECTHPOBAJIOCH
23F 1956 677 786 709
He
33F 1021 1115 736
TECTHPOBAJIOCH

[00201] Kak B 4-2, npu koHBHOTHPOBAHHH CCPOTHIOB 1 1 5 ¢ TT (PyHKIUHOHAJIBHAS HMMYHOTCHHOCTD YIIy4IIHIACH
MO0 CPAaBHCHHIO C WMMMYHOTCHHOCTBIO, IIOJIyYCHHOH mpH uX KoHboruposanmd ¢ CRMyy;. Kpommkw,
nvMyHI3HpoBaHHbIe PCV21(1/5)-TT, Takke MPoAEMOHCTPHPOBAIH 3HAYNTEIbHBIC YBEIMUCHHUS ()Y HKIHOHATBHBIX
tutpoB MOPA mpoTHB Ka)KAOTO W3 JOTOIHHUTCIBHBIX BOCBMH CCPOTHIIOB, KOHBIOTHPOBAHHBIX ¢ CRMiys,
orcyrcreyromux B [IPEBHAPI13 (t.¢. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). MoHO Takke OBIITO HCIOTH30BATh
00J1¢¢ BRICOKYIO 103y MHOYKCCTBA CCPOTHIIOB, Kak mpoaeMoHCTpupoBano ;i1 PCV21(1/5)-TT mymstu-CRMig7 4,4, B
KOTOPOM KOJTHYCCTBO cepoTHmoB 3, 4, 6B, 9V, 19A u 19F 6su10 yBeIHUCHO € 2,2 MKT 110 4,4 MKT.

[00202] 4-4. PCV21(1/5)-TT

[00203] SxcnepumenTsr 4-2 moBTOpHIH ¢ BapHaHTOM ocymuecTBiacHmst PCV21(1/5)-TT, comepkammm 4,4 MKr
KanCyJbHOTO mojmcaxapuaa oT cepotumnos 3 u 4 (3,4-CRMig; 4.4). Kornertpanusa IgG, cmemumpuuecknx i
CCPOTHUIOB, M THTP (PYHKIMOHAIPHOH HMMYHOTCHHOCTH H3MEPSUIH TaKHM K¢ 00pa30oM, Kak u B 4-1, U pe3yabTaTsl
TOKAa3aHbI HAKE.

[00204] M3mepenue cnenudutaecKux K ceporunam Koumnenrpammii IgG
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[00205] Ta6auua 9. Konnewnrpanus IgG (Ex/m) mm 21 cepoTrma uepes 2 HeACH MOCIe BTOPHYHON HMMY HA3AIHH
I 3,4-CRM197 4,4

Ceporun Mpernap13 PEVZL ST
3,4-CRM1s7 4,4
1 2512,6 11687.9
3 6160,3 16537,5
4 13018,1 23834,9
5 7738.,6 35815,1
6A 13701,1 6476,3
6B 2290,0 831,1
7F 22885,1 25523,5
8 170,1 19027,5
9N 9714 35064,1
A% 13803,2 18139,3
10A 130,0 70284
11A 165,6 10215,7
12F 130,0 3770,0
14 3333,0 4977 4
15B 203,2 8956,5
18C 28120,5 21748,1
19A 18587.6 6785.8
19F 29732,6 344972
22F 130,0 21193,6
23F 3962.9 1791,5
33F 130,0 13194,5

[00206] TTpy KOHBIOTHPOBAHKMH KANCYJIBHBIX TMOHCAXapuaoB cepotunoB 1 w 5 ¢ TT konuenrtpammst IgG,
crenu(puIeCKAUX UIA CEPOTHIOB, 3HAYUTEIFHO BO3POCIA 10 CPABHCHUIO C KOHICHTPALMCH, MONYUCHHOW IMPH HX
kouptorupoBarnn ¢ CRMig;. Kpomuku, wmvmyHm3uposamssie PCV21(1/5)-TT, Tamke NpPOAEMOHCTPHPOBAII
3HAYUTEIHHOC YBEIHMUYCHUE KOHIICHTpanuu 1gG MpOTHB MOTMOJHHUTEIBHBIX BOCBMH CEPOTHIIOB, OTCYTCTBYIOIIHX B
TIPEBHAPI13 (t.c. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). Bsuio Takke 3aMCUCHO, YTO YABOCHHC KOJNIHYCCTBA
aTureHa ceporuma 3 u cepormma 4 ¢ 2,2 Mkr A0 4,4 MKT IOKa3aJi0 3HAYATECIHLHO Oosiee BBICOKHH YpPOBCHb
CBIBOPOTOYHOM KOHICHTparuu cnenngrueckux IgG, yem B [IPEBHAP13. MoskHo Taoke ObLIO HCIOJIB30BaTh O0IIee
BBICOKYFO 103y MHOKCCTBA CCPOTHIIOB, KaK MPOACMOHCTPHPOBAHO BapHaHTOM ocymecTsicHus PCV21(1/5)-TT, B
KOTOPOM KOJTHYCCTBO CCPOTHIOB 3 U 4 ObIT0 YBETHUcHO ¢ 2,2 MKT 10 4,4 Mk (3,4-CRM97 4.4).

[00207] TecrupoBanne ¢pyunxkuuonabHot ummyHorennocru (MOPA)

[00208] Ta6mwua 10. Turpsr MOPA s 21 ceporuna uepes 2 HSACIH HOCIIC BTOPHYHONH HMMY HH3ALHH

PCV21 (1,5-TT)
Cepornn IIpenap13
3,4-CRM197 44
1 54 455
3 393 968
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Ceporun Tpesnapl3 PCV21 (1,5-TT)
3,4-CRMs7 4,4

4 2072 3931

3 306 1621
6A 2355 BE
6B 1614 1170
F 952 531

s 3 986
N 52 2072
v 324 775
10A 5 ToE
11A 1 1103
12F 3 —
14 539 569
15B 3 =
18C 1996 1353
19A 1870 773
19F 1516 357
22F 2 1796
23F 928 196
33F 3 .

[00209] TTpu koubroruposaruu cepotunoB 1 w 5 ¢ TT (PYHKUHOHANBHAS WMMYHOTCHHOCTH VIYYIIHJIACH IO
CPaBHCHHUIO C HIMMYHOTCHHOCTBIO, IOJTyUYCHHON NPH MX KOHbIoruposanuu ¢ CRM o7, Kpommku, HMMy HU3HPO BAHHBIC
PCV21(1/5)-TT, Takxke mpoAEMOHCTPHPOBAIH 3HAYHTCIBHbIC YBETHUYCHHUS (PYHKIMOHATHHBIX THTPOB MOP A npoTus
K&KIO0TO M3 JOTIONHUTEILHBIX BOCBMH CEPOTHIIOB, KOHBIOTHPOBAHHBIX ¢ CRM 197, oTcyTeTBYtomux B [IPEBHAP13
(tr.c. 8, 9N, 10A, 11A, 12F, 15B, 22F u 33F). MosHO Takke OBLIO HCIOIb30BaTh O0JICC BBICOKYIO JO3Y MHOKECTBA
cepoTumoB, kak mpoaeMoHcTpupoBaHo PCV21(1/5)-TT 3,4-CRMiy7 4,4, B KOTOPOM KOJHUYCCTBO CCPOTHUNOB 3 W 4
OBLIO YBETHUCHO C 2,2 MKT 110 4,4 MKT.

[00210] Ipumep 5. TomoJHuTeIbLHbIE CBEIEHHSI 0 MOJIYYEHHH KOHBIOrara caxapuaa-0eka ceporuma 9N
Streptococcus pneumoniae

[00211] ITonyuenue 6anxa xiemox

[00212] Cepomun 9N Streptococcus pneumoniae (ATCC 6309) moy4any u3 AMEPHKAHCKOH KOJUICKIHH THIIOBBIX
kyieTyp (ATCC). Jlna paMHOKEHHS INTaMMa U YJAJICHAS KOMIIOHCHTOB YKHBOTHOTO IPOHCXOXKICHUS ITOCCBHYIO
KyJbTYPY KyJBTHBHPOBAJIM B TCUCHHE HECKOJIBKUX TeHepanui. @OIakoH ¢ MOCEBHOH KyIbTypOH XpaHHIH B
xomoaunpHuKE (< -70 °C) BMECTE C CHHTCTHYECCKHM TJIHLCPHHOM B KaYeCTBE KPHOMPOTEKTOpa. s momyueHUs
0aHKa KICTOK KJICTOUHYIO KYJBTYPY Pa3sMHOXKAIN B COCBOH cpeae. I[lepem 3aMOPO3KOH KICTKH KOHICHTPHPOBATH
MyTeM LEHTPH(YTHPOBAHUS M, MOCJE YAAICHHA HCTOINCHHOW CPEIpI, OCAKACHHBIC KICTKH PECYCIICHINPOBATIH B
CBEXKEH cpeae, coaepKale KpHONPOTEKTOP (TakoH KaK CHHTETUYCCKUH TTIHIICPUH).

[00213] ®epmenmayus
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[00214] Kymerypy w3 GaHka KICTOK HWHOKYJHPOBAJIH B MOCCBHYIO OYTBUIb, COJACPKANIYIO COEBYIO cpexay. JIo
JOCTIDKCHHS YOBJICTBOPHTCIBHBIX YCIOBHH pOCTa KyIbTYPY WHKYOHpPOBANH IPH IOCTOSIHHOH Temmeparype Oe3
nepeMermuBanua. VICmomb3ys MOCEBHYIO Oy ThUIb, KYJIbTYPY HHOKYJIHPOBAIH B MIOCEBHON (pepMeHTEp, comepKammil
COEBYKO Ccpeay, C peryJupyemoi temmeparypoii, pH u ckopocTeio nepememmBanusd. OEPMEHTALMIO MPEKpaIlagIu
MOCTIe OCTAHOBKH POCTA HJIH JOCTHKCHHASA paboueli eMkocTd (pepmeHTepa. [locne 3aBepiicHUS (epMEHTAMH Iy TEM
JOOABNCHAA JC3AaKTHBATOPA, KICTOUHBIH ACOPHC YIAMIH C HCIOJb30BAHHEM KOMOWHAIMH HENPEPHIBHOTO
MPOTOYHOTO HEHTPU(PYTHPOBAHUS U (DHIBTPALIHH.

[00215] Ouucmra

[00216]TIpoecc OUYMCTKH NHECBMOKOKKOBBIX IOJHCAXAPHAOB COCTOSUI M3 MHOTOCIONHON  (DHibTpauum,
MHOTOKPATHOTO KOHIICHTPUPOBAaHH/AHA(DIIbTPALUH U (PUITBTPALIIH/JTFOHPOBAHHA.

[00217] Akmusauus

[00218] Koneunyro KOHUCHTPALMIO MOTHCAXAPHAOB KOPPEKTHPOBATH 40 0K0JI0 2,0 I/ MyTeM MOCICA0BATESIHEHOTO
nobasieHus WFI pacCUHTaHHOTO KOJHUCCTBA. Ecmu neoOxommmo, pH peakumum KOPPEKTHPOBATH A0
mpubmusuTeabHo 6,0. Tlocne xoppexruposanus pH TemmepaTypy peakuun ycraHasmmsamu Ha 21-25 °C. [ma
HHHUIMHPOBAHUA OKHMCJICHHA Ha 1 Mr caxapa mobasmumn okosmo 0,024-0,189 mr mepiiogara Harpus. Peaxuuro
OKHCICHUS IIPOBOAMIH B TeueHue 16-20 yacos mpu 21-25 °C.

[00219] AkTHBHpOBAHHBIH  TMONMCAXApHX  KOHICHTPHPOBAIH W (DPUIBTPOBATH C  HCHOJIB30BAHHEM
yisTpaduasTpannoHHoi MeMOpansl ¢ MWCO 100 x[a. TIposommm auaduisrpamo ¢ WFI 10-kpatHoro o6sema
0T o0beMa muauabTpay. 3aTEM OYHINCHHBINH AKTHBHPOBAHHBIN MMOJHCAXapH XPAHWIH mpu Temmeparype 2-8 °C.
Ompenensami  XapakKTEPUCTHKH OYHMINEHHOIO AKTHBHPOBAHHOTO caxapuga 1o (i) KOHLEGHTpaUWH caxapuja,
ompeaensieMoi KOJOPUMETPHYECKHM aHATM30M, (ii) KOHICHTPALH albACTUAA, ONPEACIICMOH KOIOPHMETPHYCCKUM
aHaym3oM, (iii) cTeneHu OKUCICHHA | (iv) MOJICKYIAPHOH Macce, u3mepsaemoit 9X-MALLS.

[00220] ITpumensror DX-MALLS ais ompemeneHHs MOJEKYJIIPHOH MACChl IOJHCAXAPHAA H KOHBIOTATOB
MOJTHCAXAPHIOB-0CIKOB. {711 pasaciacHus MOIHCAXAPHAOB HA OCHOBE THAPOIHHAMHYCCKOTO 00BEMA HCIOJIB3YIOT
OX. it onpeacacHUA MOJICKY JIIPHOM MACCHI MPHMCHAIOT ACTCKTOP Moka3area mpemomicHus (RI - anr. : refractive
index)) W OCTCKTOP MHOTOYTJIOBOTO paccesHus nasepHoro mamyucHus (MALLS - anrm: multi-angle laser light
scattering). Korza cBeT pearupyeT ¢ BCILECTBOM, OH pacceHBacTCsA. KOTHYESCTBO PACCESHHOTO CBETA CBA3AHO C
KOHICHTpanueH, kBaapaToM dn/dc (yaeapHOE YBEIHUYCHHE TOKA3ATEI MPEIOMIICHHS) H MOJSIPHOM Maccoii BeIecTna.
MoCKYPHYE0 MACCY PACCUMTHIBAKOT HA OCHOBC CHTHANA PACCCIHHOTO CBETa OT aeTekropa MALLS u
KOHIICHTPALHOHHOTO CHTHAJIA OT AeTekropa RI.

[00221] Crenenp okmcnenus (DO) aAKTHBHPOBAHHOTO IIONHCAXAPHIA ONPEICISMIOT B BHAC SHAYCHHA MOJNCH
TOBTOPSFOLIAXCS 3BCHBCB CAXAPOB, ACICHHOTO HA MOJHM aldblcruaa. MONH MOBTOPSIOIIMXCS 3BCHBCB CAXapoB
ONPEICTAIOT PA3THIHBIMH KOJOPHMETPHUCCKHMH MECTOAWKAMH, HAMPHMEDP C UCHOJTB30BAHHCM AHAITH3A C AHTPOHOM.
W, Monu anbaerua onpeacsoT KOIOpUMETpUieCcKiM aHaan3oM [lapka-/koHCOHA.

[00222] Victons3yst ONMCAHHBIC BHINIC METOJWKH ONPCICITHIIN, YTO AKTHBHPOBAHHBIN KACYJIBHBIN ITOJTHCAXAPH
ceporuma 9N Streptococcus pneumoniae, TOTyICHHbBIH OTIMCAHHBIM BBIIIE CIIOCOOOM, HMEET CTCTICHb OKUCIICHUS 2-
19, 0OpraHO 5-10, 1 MOTIEKYJHIPHYIO Maccy okoJio 200-700 k/a.

[00223] Konvrozauus

[00224] AxruBHpoBaHHEII MOMHCAXapUL cMeIHBATH ¢ GenkoM-HOcHTEIeM CRM197 B cooTHOIeHHH 0,5-2 r CRM 197
Ha | T aKTHBHPOBAHHOTO MOINCAXAPHAA. 3aTeM OOBCIUHCHHYRO CMECh THO(OUIH3HPOBATH. JIHO(DHITH3HPOBAHHY O

CMECh aKTUBHPOBAHHOTO mojrcaxapuaa 1 CRM o7 xparmmu mpu Temmeparype -20 °C.
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[00225] JTno punusupoBanHy 0 CMeCh akTHBHPOBAaHHOTO mojmcaxapuaa u CRMig; pactBopsumm B 0,1 M pactsope
(ocaTta HaTpus, a 3aTEM B JOCTATOUYHOH CTCICHH NMepeMenmBanyd. KoHEWHAad KOHLCHTPALWA MOJTUCAXapHIOB B
PCAKIMOHHOM PAcTBOPE cocTaBia 0koao 10-20 r/n. Tlocne WHALMHPOBAHWUA KOHBIOTAMH MYTEM AOOABIICHHA K
peaknmoHHo# cmecn 1,0-1,2 MOJSIpHBIX SKBHBaJCHTOB IwaHoOopormapuaa Hatpus (NaBH;CN), peaxumro
mpoBoauH nipu 35-39 °C B TeueHue 44-52 yacos. Peaxumro korbrorammn 3asepumy gooasieHueM 0,9 % pactsopa
XJIOpHAA HATPHUS TOTO K& 00BEMa, UTO U KOHBIOTAIIHOHHBIN PEAKIHOHHBIH PacTBOP, a 3aTeM Jo0asicHueM 1,8-2.2
MOJUIPHBIX JKBHUBAJICHTOB Oopormapuaa Hatpusd (NaBHi) mm1 OmOKMpOBaHHS HEPCArHPOBABIICTO ATbICTHIA.
Peaxiuro 61oxuposanust nposoauny mpu 21-25 °C B TeueHue 3-6 4acos.

[00226] PactBop xombroratoB pasbasmum 0,9 % pacTBOPOM XIOpHAA HATPHSA II1 KOHICHTPHPOBAHHS U
muadumsTpammu ¢ ucmosb3oBaHmeM MemOpanel ¢ MWCO 100 x/la. Pa30aBicHHBIH pacTBOP KOHBIOTATOB
¢umsTpoBamm yepes Guiastp Ha 0,8-0,45 MKM M OYMINANN KOHICHTPHpOBaHHEM H auadmibTpanueh. IIposoauau
JuauIBTpanuIo ¢ Hemoyb3oBaHueM MeMmOpansl ¢ MWCO 100 x/la, mpumensa 0,9 % pacTBop xsopuiaa HaTpus
00BseMoM B 15-40 pa3 Oonbme odbema nuadunbTpanuu. Ilocne 3aBepiueHus AHaQUIBTPALHK OCTABIIHICS PacTBOP
(unpTpoBam yepes ¢uibTp Ha 0,2 MKkM. PacTBOp KOHBIOTaToB pa30aBsLIM A0 KOHIECHTPAIMU MCHBIIC MMPHMEPHO
0,55 Mr/mu, CTepHIbHO OT(PHIBTPOBBIBANH H 3aTeM XpaHuwy npu 2-8 °C.

[00227] Onpeensam XapaKTEPHCTHKHA OUHIIEHHOTO KOHBIOTaTa cepoTuna 9N, B YaCTHOCTH, MO (i) KOHIECHTPALHH
Oenka, ompenemseMoil kKoJopuMmeTpuiueckuM aHamm3oM (JIoypu), (i) KOHICHTpaUMH anbACTHAA, OMPEACIIEMOI
KOJIOPUMETPHICCKHM aHAMU30M, (iii) COOTHOLICHHIO caxapua-Oenok, (iv) paclpeac/iCHHI0 MOJCKYJ MO pa3MepaMm
METOOM 3KCKIFO3HOHHOH Xpomartorpaduu (CL-4B) u (v) monekymsipHO# Macce, m3mepsieMoit 9X-MALLS.
[00228] Habmrozam H3MEHEHHE XapPaKTEPHCTHK KOHBIOraTa cepotuna 9N mpy BAPbHPOBAHHH CTCIICHH OKHCIICHHS

(DO). PesynsraT mpuseacH B Tabimine 11.

[00229] Tabmuma 11.
Homep konbrorar 1 2 3 4 5 6
MOHewﬂﬂzjzczz;ilztl:apwwmro 582 619 459 563 490 427
DO 18,2 9.4 7.4 6,7 43 2.3
Hcxomuoe cootroteHue (P:S) 0,8:1
KonuenTpanus nmoimcaxapuaa B
KOHBIOTAIIMOHHOM PEAKIIHOHHOM PacTBOpE, I/ 200
% BBIX0Aa KOHBIOTATA 53 43 39 32 33 39
CooTHoOIICHHE caxapua-0eIoK 2.1 1,5 1,3 1,1 1,0 0,78
% cBOOOTHOTO caxapuaa 44 28 22 20 21 31
% MOJICKY IIPHO-MACCOBOC PACIPCACIICHIC 52 49 50 55 44 31
MonekypHas Macca KOHbrorara, k/la 860 1110 1912 1168 1189 1160

[00230] Habmomamm W3MCHCHHE XapaKTCPHCTHK KOHBIOrara ceporuna 9N IpH BapbHPOBAHHH COOTHOLICHUS
CMCIIWBAHKS AKTHBAPOBAHHOTO mosmcaxapuna 1 CRMio7 BO BpeMs KOHBIOTAUHH. Pe3yibTar MPHBEACH B TAOHIE
12.

[00231] TaGmwma 12.

Homep konbroraT 7 8 9 10 11
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MoaekyspHas Macca aKTUBHPOBAHHOTO 287
nosmcaxapuaa, kJla
DO 5,6
Hcxomroe cootrotmicHue (P:S) 2:1 1.5:1 1:1 0,67:1 0,5:1
KonueHTpanus nmojmcaxapuaa B
KOHBIOTAIIMOHHOM PEAKIIHOHHOM PacTBOpE, I/ 20:0
% BBIXOJA KOHBIOTATa 25 50 43 41 66
CooTHoIIcHUE caxapua-0eIok 0,71 0,85 1,0 1,2 1.8
% cBOOOIHOTO caxapuaa 5 6 15 27 62
% MOJICKY IIPHO-MACCOBOC PACIPEIC/ICHIC 52 58 50 40 22
MonekymspHad Macca KOHbIOrara, k/la 3720 3713 1327 1016 545

[00232] Habmomamu H3MCHCHHE XapaKTCPUCTHUK KOHBIOrara cepoturna 9N mpu BapbHPOBAHHH KOHLCHTPALMH

MOJTMCAXAPHIOB B KOHBIOTALIMOHHOM PEAKI[HOHHOM pacTBope. Pe3yibTaT nmpuseacH B Tadmuue 13.

[00233] Tabmwua 13.
Homep xonb1OraT 12 13 14 15 16
MounekyIpHas Macca akTHBHPOBAHHOTO 560
nmonucaxapuna, x/la
DO 6,1
Hcxomauoe cootroteHue (P:S) 0,8:1
KonuenTpanus nmosmcaxapuaa B
10,0 12,5 15,0 17,5 20,0
KOHBIOTAIIMOHHOM PEAKIIHOHHOM PacTBOpE, I/
% BBIXOJA KOHBIOTATA 20 31 28 40 42
CooTHOIICHHE caxapua-0eIoK 1.0 1.0 0,93 0,99 0,97
% cBOOOHOTO caxapuaa 32 30 22 21 18
% MOJICKY IIPHO-MACCOBOC PACHIPCACIICHIC 17 27 40 47 54
MonekyaspHas Macca KOHbIOrara, k/la 560 546 845 932 1438

[00234] ITpumep 6. Ananusz ummynozennocmu

[00235] ToToBHIM MOHOBAICHTHYIO KOHBIOTHPOBAHHYH) KOMITO3HLHIO, COACPYKALIYI0 KOHBIOTAT CaXxapuaa-Ocika
ceporuma 9N Streptococcus pneumoniae, KORBIOTHPOBAHHBIH ¢ CRM 197.

[00236] ViMMyHOTCHHOCTE MOHOBAJICHTHBIX HMMYHOTCHHBIX KOMIO3ULHit Tabmu 11-13 aHATH3HPOBAIH METOAOM
tRepaodazuoit UCA. Onpenensim CHIBOPOTOUHY IO KOHICHTPALHIO CepoTHI-cricnuprucckux 1gG.

[00237]TInte caMOK HOBO3CIAHACKHX OCHBIX KPOJIMKOB BECOM 2,5-3,5 KI HMMYHH3HPOBAIH IIPECIJIOKCHHOM
KIMHAYCCKOHW T030H I uemoBeka (kowprorat 2,2 Mkr, + 0,25 mr/mn amomunus B Buae AIPO4) Ha 0 Hemene
MOCPEACTBOM BHYTPHMBIIICYHOTO MYTH BBSACHUA. KpOJIHKOB CHOBA HMMYHH3HPOBAH HA HEACHC 2 ¢ MOMOIIBI)
KOHBIOTHPOBAHHOW BAKIIWHBI B TOH K¢ 03¢, U OTOHpa n 00pa3mbl KpoBH HA HeAeHe 4. Jia 00pa3oB CHIBOPOTKH HA

Henene 0 u Heaene 4 mpoBOaMIIN cepoTuI-crienuduyeckuii TBeprodasusiii MOA.
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[00238] Pesyaprar anammsa mokazan B Tabmume 14. Y KpOJNHKOB, MMMYHH3HPOBAHHBIX MOHOBAJICHTHOM
KOHBIOTUPOBAHHOMW KOMIO3HIHCH (KOHBIOTAT HOMEP 8), HAOIF0JaI0Ch 3HAYNTEIBHOC YBEIIUcHIE 00mero tutpa [gG
st ceporuna IN. Y KPOTHKOB, HMMYHH3HPOBAHHBIX APYTHMH KOHBIOTATAMH, TAKKS HAOIIOAIOCH 3HAYHTEIBHOC
yBemmiucHue obmero tarpa IgG.

[00239]B Tabmuue 14 mokazaH pe3yabTarT H3MCPEHHSA KOHUCHTpamud IgG mocie HMMYHH3ALHH KPOJHKOB

KOHBIOTATOM HOMep 8 13 Tabmuip! 12.

[00240] Ta6:miua 14.
Konuenrpanus IgG (Ea/m)
Ceporun IIpeaBaputenbHAsA HMMY HH3ALUA INocaeayromas MMy HH3ALHA
N 130,0 656 3453

[00241] ITockoabKy B JAHHOM OTHCAHHUH OTIHCAHBI OJHH WK 00JICE THIIOBBIX BAPHAHTOB OCY IICCTBIICHUS, CPCIHEMY
CIICIMATUCTY B JAHHOH 00MacTH Oy ICT MOHITHO, YTO B HETO MOTYT OBITh BHCCCHBI PA3IHYHBIC H3MCHCHHUS 1O (opme
U B JeTaIiAX 0€3 OTCTYIUICHHS OT CYTH M 00BEMa HACH H300PETCHHUS, KaK 3TO OMPEACICHO CICAYIOIWECH (opmyaoit

H300PETCHUSL

JIUTEPATYPA

[00242] B nacrosiieii 3asBKe [UTHPYFOTCS CICAYIOIHE CCHUIKH, H OHH JAIOT OOINYI0 HH(POPMALHMIO, KACAFOLIYIOCS
TEXHHYCCKON 00JACTH, a TAKKe MPEAOCTABILIFOT ONMMCAHMS AHATH30B H APYTHE MOAPOOHOCTH, 00CYKIaeMBIC B 3TO
3asBKe. CIeayrOINie CCHUTKH BKIIFOYCHBI B JAHHBIH JOKYMEHT MOCPEACTBOM CCHUIKH B IOJIHOM 00BEME.

[00243] 1] Prymula et al., The Lancet, 367:740-48 (2006).

[00244] [2] Vesikari et al., PIDJ, 28(4):S66-76 (2009).

[00245] [3] Dagan et al., Infection & Immunity, 5383-91 (2004).

[00246] [4] Juergens et al., Clinical and Vaccine Immunology, 21(9):1277-1281 (2014).

[00247] [5] Andrews et al., The Lancet, 14:839-846 (2014).

[00248] [6] Nurkka et al., Vaccine, 20:194-201 (2001).

[00249] [7] Levin and Stone, J. Immunol., 67:235-242 (1951).

[00250] [8] W.H.O. Manual for the Production and Control of Vaccines: Tetanus Toxoid, 1977
(BLG/UNDP/77.2 Rev L)

[00251][9] Didierlaurent et al., J. Immunol., 183:6186-6197 (2009).
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OOPMVYIJIA U30BPETEHUS

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

mpuyeM OCTKOBBIN HOCHTEIb TpeAcTaBiaeT co60it CRM 97 WK CTOIOHAYHBIN AHATOKCHH, H

W TPU 3TOM [BA W3 KAaICYJbHBIX ITOJMCAXapUI0B KOHBIOTHPOBAHBI CO CTOJOHSYHBIM AaHATOKCHHOM, a
OCTQJIbHBIC KAICYJbHBIC IOIHCAaxapuabl KOHBIOTHpOBaHBI ¢ CRMig;, mpuueM JBa KaICyJbHBIX IMOJTHCAXapHUIA,

KOTOpBIC KOHBIOTHPOBAHBI CO CTOJOHAYHBIM AHATOKCHHOM, BBIOPAHBI H3 IPYIIIBI, COCTOSIMICH 13 cepoTumos 1, 3 u 5.

2. [NomBaneHTHAA TPOTHBOITHCBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMIIO3HIHA CO CMCIIAHHBIM HOCHTEIEM IO
1. 1, B KOTOpPO# KanCyJbHBIC MOJTUCAXAPUIBI OT CCPOTHIOB 1 U 5 KOHBIOTHPOBAHBI CO CTOJIOHAIHBIM AaHATOKCHHOM, a
KarCy IbHBIC TIOTHCAXAPHIBI OT cepoTHIoB 3, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F xonsroruposansl ¢ CRM 7.

3. [NomBaneHTHAA TPOTHBOITHEBMOKOKKOBASI KOHBIOTHPOBAHHAS KOMIIO3HIMA CO CMECIIAHHBIM HOCHTEJIEM TIO
1. 1, B KOTOPO# KancCyabHBIC MOJIUCAXAPUIBI OT CEPOTHIOB 1 U 3 KOHBIOTHPOBAHBI CO CTOJIOHAIHBIM AaHATOKCHHOM, a
Karcy IbHBIC TIOTHCAXapHIBI OT cepoTHIOB 4, 5, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F xoubtorapoBanbl ¢ CRM o7.

4, TNomiBasieHTHAS TPOTUBOIMTHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMITO3HLHA CO CMECIIAHHBIM HOCHTEJIEM TI0
. 1, B KOTOPO#i KANCYJIbHBIC MOTHCAXAPHIBI OT CCPOTHIOB 3 H 5 KOHBIOTHPOBAHBI CO CTOJIOHSIHBIM AHATOKCHHOM, a
KamnCyJJbHBIC MOJHCAXAPUABI OT cepoTumoB 1, 4, 6A, 6B, 7F, 8, 9N, 9V, 10A, 11A, 12F, 14, 15B, 18C, 19A, 19F, 22F,
23F u 33F xousrorupoBansl ¢ CRM 7.

5. TlomuBancHTHAS MPOTHBOIMTHCBMOKOKKOBASI KOHBOTHPOBAHHAA KOMIIO3HIUA CO CMCIIAHHBIM HOCHTCJICM IO

J'IIO60My U3 NpCAMCCTBY OINHX MMy HKTOB, JOMMOJTHUTCIIBHO COACPKAIIASA AABFOBAHT.

6. TlomuBancHTHAS MMPOTHBOIMTHCBMOKOKKOBASI KOHBOTHPOBAHHAA KOMIIO3HIAA CO CMCIIAHHBIM HOCHTCIIEM IO

. 5, B KOTOPOH aJBIOBAHT MPCACTABIACT COO0IT ABIOBAHT HA OCHOBC AFOMAHHSL.
7. [NonmuBaneHTHAS IPOTHBOTHEBMOKOKKOBAS KOHBIOTHPOBAHHAS KOMITO3UIIHS CO CMEIIAHHBIM HOCHTEJEM I10
m 6, B KOTOpPOH axbIOBAHT BBIOPAH M3 TPYINIBI, cocTosAmeld w3 (Qocdara amoMuHuA, cyabpara aTFOMHHHI U

THAPOKCHAA A TFOMAHMA.

8. TlomuBancHTHAS MPOTHBOIMTHEBMOKOKKOBASI KOHBIOTHPOBAHHAA KOMIIO3HIIAA CO CMCIIAHHBIM HOCHTECIIEM IO

. 7, B KOTOPOH aIBFIOBAHT MPCACTABIACT Co001 pocar amroMAHUS.
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9. INonmmBaneHTHAA TPOTHBOIMHEBMOKOKKOBAS KOHBIOTHPOBAHHAA KOMIIO3HIHA CO CMEIIAHHBIM HOCHTEIEM IO
moO0My U3 MPEALICCTBYIONMX My HKTOB, B KOTOPOH:

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

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

COOTHOIICHHE (Mac./Mac.) KamcCyiapHOro mojmcaxapuaa ot ceporuma IN w CRMiy; B KOHBIOTATE,
00pa30BaHHOM MCKAY KarcCyJIbHBIM HoaucaxapuaoM ot cepotuna 9N u CRM,g, coctaseT 0,5-2,5; u/wmm

15-60 % xonbrOTaTa, 00PA30BAHHOTO MEKAY KANCYJBHBIM moiucaxapuaoM ot cepotuna IN u CRMigr,

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

10. IIpumeHEHHE TOIUBATICHTHON MPOTUBOMHEBMOKOKKOBOM KOHBIOTHPOBAHHON KOMIIO3ULUU CO CMELIAHHBIM
HOCHTEJICM TI0 TFOOOMY H3 IPEIIICCTBYFOIIUX Iy HKTOB JUIA MPO(PUIAKTHKH Y CYOBEKTa HH(PESKIMH HITH 3a00JICBAHUA

Streptococcus pneumoniae.

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

CMEIIAHHBIM HOCHTETIEM II0 TF000MY W3 Il 1-9 H (hapManeBTHYECCKU MIPHEMIIEMOE BCIIOMOTaTEIbHOE BELIECCTBO.
12. Cnoco6 npo (pumakTHKH y cyObekTa HHPEKIMH Wik 3a001eBaHus Streptococcus pneumoniae, BRIFOYAIOIIH
BBEICHHE CYOBEKTY mpoQuiaakTHuecku 3(P(PSKTHBHOTO KOJIHYCCTBA MOJIHBAJIICHTHOH IPOTHBOMHEBMOKOKKOBOM

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

13. Cnoco6 mo m. 12, B KOTOPOM CyOBEKT SBISICTCSA HCJIOBCKOM B BO3PACTEe MO MeHbHIeH mepe 50 jer, u

3200JICBAHAC MPCACTABILICT COO0H MHCBMOHHIO HJTH HHBA3HBHOC ITHCBMOKOKKOBOC 3a00eBanue (IPD).
14. Cnoco6 mo m. 12, B KOTOPOM CYOBCKT SBISICTCS YEITOBEKOM B BO3PAcTE IO MCHBINCH Mepe 6 HEACTb, H
3200JICBAHAC TPSACTABICT COOOH NMHCBMOHHWIO, WHBA3HBHOC IMHCBMOKOKKOBOC 3aboneBanue (IPD) mmm octpoe

BOCTIAJICHHC CpeaHero yxa (AOM).

15. Cmoco6 mo 1. 14, B KOTOPOM CyOBCKT HAXOAUTCS B BO3PACTE OT 6 HEACTH A0 5 JeT, OT 2 10 15 MecsAnes win oT 6

no 17 ner.

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

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

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

18. Cmocob no modomy u3 mi. 12-17, B KOTOPOM TOJIHBAJICHTHY IO IIPOTHBOITHEBMOKOKKOBYFO KOHBIOTHPOBAHHY IO

KOMITO3HIUIO CO CMCIIAHHBIM HOCHTCJICM HJIH BAKIIHHY BBOJAT KaK YaCTh CCPHH HMMyHHSaHHﬁ.
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19. Crnoco® mpuTOTOBICHWS HWMMYHOTCHHOTO KOHBIOTaTa ceporuma 9N  Streptococcus pneumoniae,
BKITFOYAFOLIIL:

(a) mm3upoBaHWC OAKTCPHANBHOW KIICTKH, MPOAYLHPYIOMICH KANCYJBHBIN mMOHCaxapun ceportuma 9N
Streptococcus pneumoniae, 00paboTKOMH ee (pepMEHTaMH,

(b) ouncTKy KancyJIpHOTO mojmcaxapuaa ceporumna IN Strepfococcus pneumoniae OT TH3HPOBAHHON KJICTKH,

(c) axkTHBaNWIO KaNCyJBbHOTO monmcaxapuaa ceporuma 9N Strepfococcus pneumoniae TPOBEACHHEM
PEaKIMy ¢ OKHUCILIFOLIUM aTCHTOM C IOJIyYCHHEM CTENICHH OKUCICHHA 2-19 wm 5-10; u

(d) oOpazoBaHme KOHBIOTATa KalCyJBHOTO mojmcaxapuaa ceporuma 9N Strepfococcus pneumoniae,
CBSI3QHHOTO C OETKOBBIM HOCHTEJIEM ITy TEM CMEIIMBAHUA aKTHBHPOBAHHOTO MOJIHcaxapuaa cepoTuma 9N ¢ 6eIKoBbIM

HOCHTEJIEM, PHYeM OCIKOBBIH HOCHTEb IpeacTaBirieT codoit CRMio7.

20. Cnoco6 mo m. 19, B kxoropom CRMiy;, cMmemanubiii Ha craguum (d), pearupyer c

BOCCTAHABIIHBAIOIINM ar¢HTOM C 00Pa30BaHHEM KOHBIOTATA C AKTHBHPOBAHHBIM IOJTHCAXapHAOM cepoTuma 9N.

21. Cnoco0 o 1. 19 umu 20, B KOTOPOM:

Ha cramuu (c) 0,02-0,19 mxr mepiiogata pearupyer ¢ 1 MKT KamcyJabHOTO MOJHcaxapuaa ceporuma 9N
Streptococcus pneumoniae ipu 20-25 °C B TeueHne 15-20 yacos;

AKTHBHPOBAHHBIN moucaxapun ceporuna 9N, cvemanusiii ¢ CRMio7 Ha craguu (d), mMeeT MOJIEKY JLIPHY 10
Mmaccy 200-700 x/a;

KOHBIOTAT, 00pa3oBaHHbIN Ha cTaxuy (d), mMeeT MoJeKy sIpHY 0 Maccy 500-4000 x/la;

HavyaabHOE UCX0oaHOe cooTHOmEeHHe CRM 197 H aKTHBHPOBAHHOTO KAICYIbHOTO MOJIHCaxXapuaa ceporuma 9N
cocrapiieT 0,5-2,5:1; u/vwmm

mo McHbIICH Mepe 15-60 % xowuprorara, oopa3oBanHOro Ha ctamud (d), mmeeT 3HaucHuHe Ky paBHoe 0,3 wm

Hiwke Ha koyonke CL-4B.
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