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KarcyJIbHBIC MOMCAXapHUIbl THEBMOKOKKOBBIX CEPOTHIIOB, KaXIBIH H3 KOTOPBIX IO OTACIBHOCTH
KOHBIOTHPOBAH ¢ 0eJKaMHU-HOCHTEISIMH. B KOHBIOTHPOBAHHOM COCTOSSHMH KOMOWHAIIHS M3 KAIICYJIBHOTO
nojMcaxapy/jia MHEBMOKOKKOBOTO CEPOTHIA U OelIKa-HOCUTEIS Ha3bIBAETCS KOHBIOTATOM MOJIMCaXapH/I-
6erok. KomImo3uimst MHEBMOKOKKOBOM BaKIIMHBI MOXKET JOTOTHATEIIHHO COIEPKATh OTHO UITH HECKOIBKO
M3 CIIEAYIOIINX BEIIECTB: (papMaIleBTHIECKH TPUEMIIEMBIH HOCHTENb, (papMaIleBTHIECKH TPHEMIEMBI
pa3baButenb, Oydep, KOHCEPBAHT, CTAOMIN3AaTOP, aBIOBAHT HW/WIN JTHO(DUIM3UPYIONIHA SKCIUITACHT.
Taroke W300peTeHHE OTHOCHTCS K CIOCO0aM TONYYEHHS W BBEACHUS ONMHCAHHBIX KOMITO3HIIHIA
ITHEBMOKOKKOBBIX BaKIIHH.
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2420-573444EA/085
KOMIIOBULIMM IOJIMBAJIEHTHOM NMHEBMOKOKKOBOW BAKIMHE, COLEPXAIME
KOHBIOTATH NOJMCAXAPUL-BEJIOK

[lepexpecTHas CCBJIKA Ha POICTBEHHYIO 3asiBKY

[0001] ITo HacTosAlen 3a5BKE UCIpalrBaeTCs [IPUOPUTET
BpeMeHHOM 3asaBkM B VuHamm N 201641033563, nomanHom 30 ceHTA0p4A
2016 Toma M BKJIWUEHHOMW B HacTodlee M300peTeHMe B KAaUeCTBE CCHUIKM
B IIOJIHOM OOBeME.

O6nacTe mMBobpeTeHMUs

[0002] HacTosamee n300peTeHMuE OTHOCUTCS K KOMITIO 3ULIMAM
[IOJIMBAJIEHTHOM IIHEBMOKOKKOBOM BaKLMHE, COIepXalley KOHBOIMPOBAHHEIM
c OIHVIM WM HECKOJIbK/MU BenxaMmM—-HOCUTeJIaIMA KarcyJibHBIM
IHEBMOKOKKOBEIM  MMOJUCAXaAPUI M3 OOHOTO UIM  0BOojiee  CEepPOTHUIIOB
Streptococcus pneumoniae. Ecru YTIOMSHY THE KariCyJib HbIM
ITHEBMOKOKKO BB roJsIMcaxapmi " BeJIOK—HOCUTEIb ABJIAOTCS
KOHBIOTMPOBAHHEIMM, TO B HaCTOAmeM wn300peTeHur OHM KWMelT Ha3BaHMue
KKOHBOT'ATH I1OJIMCAXAPUI—OSIJIOK» .

YpOBEeHE TEeXHMKU

[0003] Streptococcus pneumoniae («IIHEBMOKOKK») IIpellCTaBJigeT
cobom T'PaMIIOJIOXUTEJIL HYIO BaxTepuo, BBI3EIB ALY MHOEKLUMOHHEIE
3abosieBaHMsa, TaKMe KaK I[IHeBMOHud, OakxkTepueMMs W MEHMHTUT, U
3abojieraHMs, CBSSAaHHEE C OoOpaszsoOBaHMEM KOJIOHMIN, Takue KaK OCTPBI
cpenHuM OTUT (HanpuMmep, ofOpa3zoBaHMe KOJIOHMM B CpenHeMm yxe). OTu
BEI3BAHHBIE ITHEBMOKOKKaMM OOQJI€3HM SBJIAOTCA IPUUMHOM 3abojieBaeMoCTH
M CMEePTHOCTM, B OCOOEHHOCTM Yy JeTey B BoO3pacTe o 2 JeT U y
B3poCyEx cTapume 60 jer. YacToTa INHEBMOKOKKOBOM rHeBMOHMM B CHA vy
nonen crapwme 60 Jsier cocraBgser oT 3 mo 8 criaydaer Ha 100000
JeJIOBREK. HecmoTpsa Ha JiedeHMEe AHTUOMOTHUKAMHY, B 20% cayuaesn
IHEBMOKOKKOBAS IIHEBMOHMSA MNPUBOIUT K OakTepueMMM ¥V MEHWMHTUTY, [IPpU
BTOM COBOKYIHEIM I[IOKa3aTeJIb CMEPTHOCTY COCTAaBJAST NIPUOIM3UTEIBHO
30%.

[0004] [IpOBOIMIIOCE uccyJengoBaHme DeJIkoB, TaKMUX Kak
IIHEBMOJIM3MH U IIHEBMOKOKKOBHEM I[IOBEPXHOCTHEM Oejoxk A (PspA), B
OTHOWEHMM MX I[IPUTONHOCTM K  MCIOJAB30BAaHMIO B [THEBMOKOKKOBHIX
BakLMHaAX B KadecTBe BO3MOXHEX OenxoB-Hocurejyer. O00a 5T Oeska

ofbJslamanT UYaCTUUHOM OPpOoduIIakTUUeCKOM 2OOeKTMBHOCTBHI Yy MBIIEN (CM.



nyonukauum Paton et al. "Effect of immunization with pneumolysin
on survival time of mice challenged with  Streptococcus
pneumoniae." Infect Immun. 1983 May; 40(2): 548-552, um McDaniel
et al. "PspA, a surface protein of Streptococcus pneumoniae, is
capable of eliciting protection against pneumococci of more than
one capsular type" Infect Immun. 1991 Jan.; 59(1): 222-228), =HHO
TaKXe MWMEenT HemoCTaTKM B IJlJaHe MX MWCIOJbL30BAHMA B BaKLUMHAX B
KayeCcTBEe MMMYHOTEHORB. [[HEBMONMBUH  XOPOIMO COXPAaHsIeTCcs cpelu
IHEBMOKOKKOB, HO IpM 3TOoM objamaeT TokcuueckmMmm d>ddbexTamMm B
CBOEM HaTVBHOM COCTOSHUU (Alonso De Veiasco et al.
"Streptococcus pneumoniae: Virulence factors, pathogenesis, and
vaccines." Microbiol. Rev. 1995 Dec; 59(4): 591-603). C mpyrowm
CTOPOHHI, IO CepPOJIOTUYECKMM U CTPYKTYPHBIM XapaKTepucTukam PspA
npenacraniysgeT cobom reTeporeHHb Oejyiok (Crainetal. "Pneumococcal
surface protein A) 1s serologically highly wvariable and is
expressed by all c¢linically important capsular serotypes of
Streptococcus pneumoniae." Infect. Immun. 1990 Oct; 58(10):
3293-3299) . Insa wucrionbz30BaHMsa PSpA B CcocTaBe BaKUUH IoTpebyeTcs
MHOXECTBO TUIIOB PSpPA, dYTO YCJIOXHUT MI3TOTOBJIEHME BaKLMHEBL.

[0005] [[HEBMOKOKKOBEIM [TOBEPXHOCTHLIM BeJiok A anresun
(«PsalA») rnpexncTaBiyseT CcoOOM MHOTOOYHKUMOHAJILHEM  JIMIIOINPOTEUH,
YUYACTBYWOIUMY B aATle3UM K KJIEeTKEe-XO38MHYy M o0pasoBaHMUM KOJIOHMM. OH
ABJISETCS BHCOKO KOHCEPBATUBHEIM I[IOBEPXHOCTHEM ©OesikoM u Ha 97%
TOMOJIOTMUYEH M3BECTHEIM cepoTuram S.pneumoniae. PsaA obnanaet
VMMYHOT'@HHOCTBIO, ¥ WM3BECTHO, UYTC IIpPM EeCTeCTBeHHOM oO0pa30BaHUM
THEBMOKOKKOBEIX KOJIOHMM B HOCOIJIOTKE BO3pacTaeT TUTP aHTUTEJ
nporTmus PsaA.

[0006] [IHEBMOKOKKOBEE  BAKILMHBL MOIT'YT MCIOJNL30BATBCS IONd
npodUIaKTUKU VHOEKLIUNA . CoBpeMeHHHe BaKLWHE BKJIOUAT
IONMBAJIEHTHRE [THEBMOKOKKOBHE IOJIMCAXAPUIHEIE BaKUMHE (CoIepxalme
IIHEBMOKOKKOBHE I[OJNMCaXapuIiE IBYX WMIM HECKOJIBKMX CEepOTHUIIOB) U
ITHEBMOKOKKOBEE KOHBIOI'MPOBAaHHEE BaKIIMHEL. V3BeCTHO, uTo
npodmiakTmuueckKas 50PEKTUMRHOCTE [IHEBMOKOKKOBOM! noaMcaxapmuoHoOM
BaKLUMHE OOYyCJIOBJIEHA KOHLEHTpalurer aHTuTeJl, ODOPas30BaHHEX IIPOTUB
KalCcyJIbHOT'O HNoJucaxapmna. I[IHEBMOKOKKOBHE KJIETKY MHKAICYJIMPOBAHE

C TnoJamMcaxapmuioMm, B pesyJsbTaTe UYero BO3HMKaeT 0Oonee uyem 90



Pa3JIMYHBIX CepOoOTUIIOB ITHEBMOKOKKA . Kancyna ABJIAETCHA OCHOBHEIM
IIorkazsaTeJieM CTelleHU BUPYJICEHTHOCTM  IOJIA IIHEBMOKOKKOB - OHa He
TOJIBKO IalvumaeT BHYTPECHHKK TIIOBEPXHOCTDb KIJIETKM oT KOMIIJIEMEHT —
OIIOCPeIOBaHHOT'O KJIETOYHOT'O Jmmsnca, HO TaKXxe oBbrlamaeT crabon

VMMMYHOT€HHOCTBIO.

[0007] BaxumHa Pneumovax®23 or xomnanmm Merck npencraBiserT
cobom IOJIMBAJIEHTHYIO ITHEBMOKOKKOBYIO ONIMCAaXapPUIHYIO BaKLMHY,
KOTOpas COIOEPXUT HEKOHBOTMPOBAHHHE KAalCYJIbHEE IMOJIMCAXAPUIE U3
IIHEBMOKOKKORBR 23 CepoTMIOB, BkJwouyasa cepormune 1, 2, 3, 4, 5, 6B,
7%, 8, 9N, 9v, 10A, 11A, 12Fr, 14, 15B, 17F, 18C, 19F, 19A, 20,
22F, 23F wm 33F. B ponojiHeHMe K BakumHe Pneumovax®23, paspemenHbe
K IMPVIME HE HUIO COBPEMEHHHE TOJIMB AJIE€ HT HEIE [THEBMOKOKKOBEE
IO CaxXapuHEe BaKIMHEL IoKazanm CBOIO 50PeKTUBHOCTE st
MPOPUIIAKTUKM I[MTHEBMOKOKKOBOM MHOEeKUMM Yy B3POCJIEX, B YaCTHOCTHU, VY
ITOXMJIIEIX  JIOZIEeM M JIML C BHCOKMM pPHUCKOM MHOekuuu. TeM He MeHee,
MIIaIeHUE ¥ JeTr MIaIero Bo3pacTa IMMPOoSBJIART CcJjadyn peakumon Ha
3Ty HEKOHBOIMPOBAHHYIO MHEBMOKOKKOBYID ITOJIMCAXAPUIIHY BaKUMHY .

[0008] BaxkumuHa Prevnar®-7 npezncrapisger coOO0M MHEBMOKOKKOBYIO
KOHBIOTMPOBAHHYI  BaKUMHY  [IoJMcaxapuI-0esyiok ¥ BKJIOUaeT ceMb
HamboJlee YacTO BBIIEJISEeMBIX I[10JIMCaxXapMIHBEIX CepOoTHUIIOB (HanpuMmep, 4,
6B, 9v, 14, 18C, 19F wu 23F, KOHBOIMPOBaAHHHX C CRMi97 (BexoM
mdTepnunHOTO TOKCMHA) ). C Hauajla I[IpMMeHeHMS BakuuMHbPrevnar®-7 B
ClIA B 2000 romy HabaomaeTcsa SHAUYUTEJLHOE CHUXEeHME UMHPEeKUIMOHHBIX
IHEBMOKOKKOBHEX 3abojieBanum (IPD) y meTemr. I[IOCKOJBKY B HEKOTOPBIX
permMoHax Mupa BakuuHa Prevnar®-7 umMeeT OIpPAHUYEHHBIM OXBAT

cepoTuUnoB, Owla paspaboTaHa U onobpeHa K IPMMeHeHMI 13-BaJIeHTHAasd

KOHBIOITUPOBAHHASA BakUuuMHaPrevenar-13®, comepxauas TPUHAIOlaTh
ceporunos 1, 3, 4, 5, 6A, 6B, 7¥, 9v, 14, 18C, 197, 19F wu 23F,
KOHBIOIUMPOBAHHEX C CRMigy.

[0009] Baxumua Synflorix® npencrasigeT coBO MHEBMOKOKKOBYIO
BaKLMUHY, BKJIIOYAINYIO OecAThb OJIMCaXapUIHBIX CepOTUIOB:
KOHBOTUPOBAaHHEIE C Oenxkom D (PD) ceporwnwa 1, 4, 5, 6B, 7, 9, 14,
23F, KOHBOIMPOBAHHEIM CO CTOJOHAYHEIM aHaToKcuHoM (TT) cepoTun
18C, ¥ KOHBOTUMPOBAHHHM C IUQTEPUMMHEM aHaTOkKCMHOM (DT) cepoTun

19F. Kaxnmpl M3 3TUX [IOJAMCaAXapMIHEIX CEPOTUIIOB KOHBOTUPOBAH C



MCIIOJIb30OBRaHMEM 1-UMaHO—-4-OMMEeTWUIIaMUHO-NIMPUIMHMSA TeTpadTopdoparTa
(CDAP) mnpu peryaupyeMoM ypoBHe pH.

[0010] HecmoTpsa Ha HaJAMuMe YKal3aHHBIX BAaKIUMH, CYILEeCTByeT
IOTPEeOHOCTH B IOOTIOJIHUTEJIb HEIX IIONIMBAJIEHTHBIX MTHEBMOKOKKOBBIX
BRaKLMHAX, CoIepXaulyrx ajibTEePHATUBHHE CEePOTUIH I[IOJIMCaXapuIoB U
OeNKM-HOCUTENM, a TaKkxe B HpoCcTOM U 350PEeKTMBHOM [IPOM3BONCTBE
TaKMX BaKLMH.

[0011] [THEBMOKOKKOBHEE BaKLMHBE OIIMCAHB B  IOOIIOJIHUTEJIbHBIX
CccHyikax. Hamnpumep, B narTeHTe CUA N 5360897 packKpeT MMMYyHOT€HHEHM
KOHBIOTAT, comepXxammy NOPOOYKT BOCCTAHOBUTEJILHOTO  aAMMHUPOBAHUA
MHTAKTHOTO KalCyJIbHOTO IMoJuMepa K3 0OakTepuallbHOTO IaToreHa S.
phneumoniae, WMERIMM I[I0 MeEHbLIIEW Mepe NBe KapOOHUJIbLHHE TPYINB, U
DakTepuaNbHEIM TOKCHMH WM AHATOKCUH, IIPM DSTOM YKABAHHEI KOHBIOTAT
BKJIOUAET CHIUTHM KOHBOIAT, B KOTOPOM UMMeeTCs IpsaMas KOBaJIeHTHad
CBSA3b MEXIy KaliCyJIbHEM I10JIMMEPOM M TOKCUMHOM MJIM aHaTOKCUHOM.

[0012] B mnaTenTe CHIA W 5693326 mnpensoxeH OOOBWEHHHM CIIOCOD
[IOJIyYeHMs KOHBIOTMPOBAHHOM BaKLMHEL, B KOTOPOM IJisg aKTUBALUU
BUPYCHEIX, I'PHUOKOBHX WM OaKTepuasibHEIX I[10JIMCaxXapuUIoB MCIIOJbL3yeTCsH
opraHMyeckoe LMaHMpyollee BelleCTBO, BeOpaHHOE M3 TPYIe 1-1IMaHO-—
4- (nVMe TUIIaMMHO ) —~TUPUIANHU A TeTpadpropbopara, N-UMaHOTPUD TUII—
aMMOHMA TeTpadTopbdopara, M pP-HUTpOYeHUIUMaHaTa, OJsa obpasoBaHUAa
AKTUMBMPOBAHHOTO YIJIEeBOIa M IIOCJENyKIEero COeIMHEHMS C OeJIKOM WU
OesIKOM—HOCHUTEJIEM.

[0013] B mnarenTe CHIA N 5854416 pacKpHTH aMMHOKMCJIIOTHEE
IIOCJIeN0BaATEJILHOCTHU u JIHK-nocnenoBaTesIbHOCTHU BeJIKOB ns3
S.pneumonia pasMepoMm 37klla, W¥W3BEeCTHHE Kak PsaA (IIHEBMOKOKKOBHE
IIOBEPXHOCTHEEe Oeyiku A axnresum), U B narteHte CHIA N 7862823
packprelTa KOMITO3ULISA IOJIMBAJIEHTHOM KOHBOTUPOBAHHOM BaKLMHE,
comepxamas I[THEBMOKOKKOBHE KalCyJIbHEE NIOJMCaxXapuOs M 110 MeHbIeM
Mepe IOBa PAa3HEX Dejika-HocuTessa, Takme kak DT m TT.

[0014] B mnarenTe CHA N 7955605 omnmcan crnoco® noJyyeHwud
MMMYHOTEHHOTO KOHBIITAaTa, BKJLUalmero cepoTtun 19A, 0Opu 53TOM
AKTUBMPOBAHHEIM  [OJIMCAXAPUIHEM cepoTun 19A wum  OeJIOK-HOCUTEJb
PECYCIIEHIUPOBAHE B IOUMeTUJICyJbdoKcUIe (IIMCO) c ofbpazoBaHMEM
KOHBIOTATA .

[0015] B mnarenTte CHA N 8192746 packpeTa koMmoozmuma 15-



BAJIEHTHOM ITHEBMOKOKKOBOM KOHBOTMPOBAHHOM BaKUMHE [IOJIMCaAXaPUI—
Denok, comepxamas KalcCyJbHEE I[IoJiMmcaxapuisl cepormunos 1, 3, 4, 5,
oA, 6B, TF, o9V, 14, 18C, 194, 19F, 22F, 23F wu 33F,
KOHBIOTUPOBaHHEE C CRMig7y.

[0016] IIaTenT CIIA N 8465749 oTHOCUTCHS K CHOCOOY IMOJyUEeHUS
KOHBIOTMPOBAHHOM BaKLMHBE IIyTeM B3aMMOIEMCTBMSA nojamcaxapuna c CDAP
¥ B3aMMOIEMCTBUS Oejika C I'MIAPA3MHOM WM IUTKUIPA3ZUIOM aIUIVMHOBOM
KMCJIOTH B OINpPeIeJIeHHOM nOranasoHe pH.

[0017] B mnaTeHTe CHIA N 8557250 B2 PacCKpPBIT croco®,
BKJIOUAKINWY KOHTAKTHMPOBAHME CMECU, COCTOAlEeY M3 MHOXEeCTBa LMaHaT-—
AKTUBUPOBAHHBIX IONMCaxXapuIinoB c PA3HOV  MMMYHOTE@HHOCTLI, 1o
MEeHBIIE Mepe C OIHUM ITHUIPABUI-aKTUBUPOBAHHEIM O&JIKOM.

[0018] B maTenTax CHA N 8808708, 7955605 m B narenTe CIA N
8603484 ommcaxHa 13-BajieHTHAs MMMYHOI'@HHas KOMIIO3ULMS, COCTOSIAS
M3 KOHBOT'ATOB IoJmcaxapuin-6eynok ¢ ceporuriammu 1, 3, 4, 5, 6A, 6B,
7F, 9v, 14, 18C, 19A, 19F u 23F, u OGenxa-Hocuress CRMio7.

[0019] B rmnareHTHOM nyosmkaumm CHIA N 2009/0017059 Al
PacCKpETa MMMYyHOT'@HHAasg KOMIIO3MLUS, B KOTOpOoM ceporursl 19A u 19F
KOHBIOTMPOBAHEL C Pa3JIMUHBMKM OakTepualyibHEMM aHaTOKCMHAMM, BKJIOUAS
CTOJIOH STUHBIN AHATOKCHH, IO TePUVHEIM aHATOKCUH KO KJTIOMHEBIN
AaHATOKCUH, OaKTepMaJibHEE LUTOJMI3UHLE M/UJMU [MTHEBMOJIM3UH .

[0020] B narvenTHOM nybnmxkaumm CIIA W 2010/0074922 Al
packpeTa MMMYyHOT'€HHas  KOMIIO3MLMA, conepxamas 10 wmim  Oosee
CepoOTUIIOB, B KOTOPOM KariCyJib HEIM caxapun cepoTuia 19F
KOHBIOTMPOBaAH ¢ DT, KancyJbHBM caxapuin ceporurna 18C KOHBOIMPOBAH
CO CTOJNOHSAUHHIM AHATOKCMHOM ¥ KallCyJbHBEE caxapuisl cepoTwurnos 1, 4,
5, 6B, TF, 9V, 14 un 23F KOHBOTUPOBAHE C OenkoM D, BBIOEJIEHHEIM U3
Haemophilus influenzae.

[0021] B maTeHTHOM nybmmxkaumm CHA N 2010/0239604 onmcaHa
VMMYHOTEHHAsS  KOMIIO3MUIINULI, BKJIIOUANAS  [NOJMBAJIEHTHHE  KOHBIOTATE
KancyJbHOTO caxapula S.pneumoniae cepotunor 19A um 19F, Opu »ToM
ceporunn 19A KOHBROIMPOBAH C IEPBHM OaKTepMasIbHEM AaHaTOKCUMHOM U
19F KOHBOIUMPOBAH C BTOPHM OaKTEPMAJILHEIM aHATOKCHMHOM UM KAIlCyJIbHBE
caxapuirelS. pneumoniaecepoTUop2—9 KOHBOTMPOBAHE C OeJikoM D.

[0022] B nareHTHOM nybBamxkaumm CIIA N 2012/321658 Al packpoTa

MMMYyHOTE€HHasa KOMIO3MIMA, B KoTopom cepormnel 1, 3, 19A um 19F



CBHA3aHH C OeJIKOM—HOCUTEJIEM (HOCHUTenaMM) WM  HanopAMyo, Wi
ONNOCPEenOBaHHO c IIOMOWBID  XMMMUECKOM  peakuuu, OTJIMYHON  OT
BOCCTAQHOBUTEJIBHOTO  aMMHMPOBaHMA, M omuH wuam OoJylee  OPYyTUX

caxapuioB BHOPAHH M3 BTOPOM I'pPYINIH, CcoOcTOdAmeN m3 cepotunor 4, 5,
6A, 6B, 7F, 9v, 14, 18C wum 23F, XOTOpHEe CBS3aHH C OeJIKOM-—
HOCUTEeJIEM (HOCHTesIaMM) c IIOMOILIBIO BOCCTaHOBUTEJILHOTO
AMMHUPOBAHUA .

[0023] B narenre IN 140/DEL/2011 paccMoTpeHa BakKLMHA
S.pneumoniae, cozmepxamasa wiu (a) 7 wuiam OGoxvme, wuiam (b)) 10 wnam
fosiblie ONMCaxXapUIOB M3 PA3HHEX CEPOTUINIOB, KOHBOITUMPOBAHHEIX 10
MeHBIeM Mepe ¢ 2 wuixu ¢ OOJIbIIMM KOJIMUECTBOM OeJIKOB—HOCUTEJIEN,
BEIOPAHHBIX M3 TPYINE, BKjaodaomey DT, ubrTepumuHet aHaToKCcuH, CRMigy
U CTONOHSYHEY aHATOKCUH.

[0024] B ny®amrKaumum WO e 2013/191459 Al PacKpeITa
KOHBOTMPOBaAHHASA 15-pasyieHTHAas KOMITO3ULIMSA, conepxamas pas3Hbe
cepoTurlel S.pneumoniae, IIOJIydeHHBE M3 KalCyJIbHOI'O IIoJjMcaxapmuiia
cepormnios 1, 2, 3, 4, 5, 6A, 6B, 7F, 9N, 9v, 14, 18C, 19A, 19F u
23F, xoHbBOIMPOBAHHOTO C CRMig7.

[0025] B nybauxaumm WO N 2014/092377 Al packpeira 13-
BajleHTHAs KOMIIO3MLMSA, B KOTOpOM 12 cepoTuros Bel®panel u3 1, 3, 4,
5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F wm 23F, ¥ OCTaBUMMCS CEPOTUII
12 mnm 9N xoubBOOTMPOBaH C CRMig7.

[0026] B nIyOaMKaLumum WO N 2014/092378 Al onmMcaHa
MMMYHOT@HHAS KOHBIOIMPOBaHHAA KOMIIO3UIMS, B KOTOPOM 12 CEpOTUIIOB
Bei®pauwer 3 1, 3, 4, 5, 6A, 6B, 7F, 9v, 14, 18C, 19A, 19F wu 23F wu
OCTaBUIMMCSH OIMH U3 cepoTuno 22F wmnm 33F xoHboTUMpoBaH ¢ CRMigr.

[0027] B mokymeHTe WO 2016207905 A2 packpelTa KOMIO3ULIMUA
IOJMMBAJIEHTHOW  IMHEBMOKOKKOBOW  KOHBIOIUPOBAHHOM  BaKLWHE (PCV),
comepxamas: 1) 0o MeHblleM Mepe 12 KaICyJIbHHEX [DOJIMCaxapunos,
BEHIOPAHHEIX M3 CcepoTunos S. Pneumoniae 1, 3, 4, 5, 6B, 7F, 9N, 9V,
14, 18C, 19A, 19F, 22F, 23F m 33F, axkTUBMPOBAHHHEIX C noMmoimbio CDAP
Y KOHBIOTMPOBAHHHX C OejkoM—HocuTeseM CRMig7, U 2) dapMalleBTUUECKU
IpMeMJIEMBIM HOCHUTEJL, OPM 3TOM KOMIO3ULMUA HE CONEPXUT KalCyJlbHBIN
noamMcaxapmun M3 cepoTuna 6A.

[0028] B ony®amMKOBaAHHOM =RasgBKe Ha kuTamckum nareHT CN

101590224 onmcaHa 14-BajieHTHas [IHEBMOKOKKOBasS [IOJIMCaAXapMUIHO-—



DeslkoBas KOHBOIMPOBAHHAA BaklMHAa, CcoepXawad ceportmnel 1, 2, 4,
5, 6A, 6B, 7F, 9N, 9V, 14, 18C, 19A, 19F m 23F, KOHBOTUPOBAHHLIE
¢ CRMig7.

[0029] B ony®amMKOBAHHOM 3agBKe Ha kuTamckuy nareHT CN
103623401 packpeTa KOMIO3ULMA 14-INOJIMBAJIEHTHOT'O ITHEBMOKOKKOBOI'O
KalCyJbHOTO IOJNINCaxXapuUIHO—OEeJIKOBOT'O KoHBOTATa, B KOTOpPOU
ykaszaHHee 14 pasjauuHexX cepoTmnoe 1, 3, 4, 5, 6A, 6B, 9v, 14,
18C, 19A, 19F, 22F, 23F u 33F xoHBoOTHMpPOBaHE C CRMig7.

[0030] B ony®amMKOBAHHOM 3asgBKe Ha KuUTamckuy naTteHT CN
103656632 packpeTa [OJAMBAJIEHTHAsA  KOMIO3MUMS  ITHEBMOKOKKOBOIO
KalcCyJILHOTO [oJMcaxapuna, comepxamas cepoTun 6A, M 10 MeHbillen
Mepe OIMH IOOIOJIHUTEJIbHEM CepOTMII, BHOPAHHEM M3 TPYIIBE, COCTOSALEH
ws 1, 2, 3, 4, 5, eB, 7F, 8, SN, 10A, 11A, 12r, 14, 158, 17F,
18C, 19A, 19F, 20, 22F, 23F u 33F, KOHBOIMPOBaHHEM C CRMig7.

[0031] B onybamMKOBaHHOM 2BasgBkKe Ha kKuTamckum r1nareHT CN
103656631 paccMmoTpeHa IIONMBAJIEHTHAS KOMIIOBULIMSA [THEBMOKOKKOBOI'O
KarcyJybHOT'O IoJIMCaxapmuIHO-BeJIKOBOT'O KOHBIOT'@aTa M  Ccriocodt ee
noJiyueHuss. KOHBOTMPOBAHHYI KOMIIO3ULMIO IIOJIyYalnT M3 KallCyJibHBIX
[IoJiMmcaxapmiuoB ITHEBMOKOKKAa 24 pasHbBIX CepOTUIIOB M OeJIKka-HOCUTEIs
IIyTeM KOBAaJIEHTHOW CBA3M, IIpM 3ToM 24 pasHelx cepormnia 1, 2, 3, 4,
5, 6A, 6B, 7F, 8, 9N, 9v, 10A, 11A, 12¥, 14, 15B, 17F, 18C, 19A,
19F, 20, 22F, 23F u 33F xouborupoBaHsl ¢ CRMig7.

[0032] B ony®amMKOBaHHOM BasBKe Ha KuTavckmum naredHT CN
104069488 PaCKPBITE [TOJIMBAJIEH THEIE [MHEBMOKOKKOBEIE KaliCyJibHEIE
nonmcaxapuasl 14 pasHHEX CepoTUIIoR M OejloOK—HOCKUTeJlb, I[Ipy BToM 14
CEPOTUIOR BKJIKUYAKNT KOHBOIMPOBaHHEIE ¢ CRMig7; ceporunet 1, 4, 5, 6A,
6B, 7F, 9v, 14, 18C, 197, 19F, 22F, 23F um 33F.

[0033] ABTOoprl Deborahetal. (1996, Tom 21, BHIIYyCK 1,
CTPaHMLEL 17-22) ONMCHBAKT BHAUUTEJILHY TOMOJIOTHIO PsaA u
bumbpuanbHEx OenkoB anresuu. WumvmyHuszaliuga wuemerr CBA/CaHNJ  XID
nyTeM BBeZdeHMsa PsaA ¢ MKCIOOJNL30BAHMEM WJIM IIOJIHOTO anbloBaHTa
dperuma MM MOJHOTO anbiloBaHTa TiterMax™ cosmaeT MOHHYID 3auMUTy
MBHIEM OT TeTepOoJIOTMYHOI'O BHYTPMBEHHOIO 3apaxXeHus IIHEBMOKOKKOBBIM
mramMMoM WUZ 3-T70 THHa B Jozax, OpeBmmanmMx LDsg mo 45 pas.

[0034] ABTope Miyaji E.N. etal. (2001, Vaccine, 20 (5-0):



805-12) onwuceBawnT S.pneumoniae Kak OOMH M3 Hamubojiee BaXHBIX
[IaTOT'€HOB UYeJIOBeKa. ABTOPH CKOHCTPYMPOBANIXM BeKTOPH JHK-BawkLMHE,
comepxauue WM IIOJIHOPA3MEPHHEM T'eH PsaA, WM yCeueHHBM T'eH PspA.
Ofe KOHCTPYKLUUM IMIPOABJIAIT TPAH3UTOPHYKD BSKCIPEeCCUI AaHTUIEHOB B
KJIeTKax I[IO3BOHOYHHX ¥ MHOYLUMPOBAHHYK BHPAaXEHHYID peakLMUi aHTUTeJ
Ha [IHEBMOKOKKOBHE AaHTMIEHHE y Memey BALB/c mocjie BHYTPUMBIIEUHOT'O
BRBEICHUA .

[0035] ABTOPH Wuorimaaetal. (2001, The Paediatric
Infectious Disease Journal, Tom 20 (3), cTp. 272-277), HOPOBOINIU
MCCJeNoOBaHMEe C ydacTueM 3IOOPOBHIX JeTey¥ PaHHEeTO BOo3pacTa C LEeJbo
OLlEHKM IEPEeHOCUMOCTHU u VMMYHOTEHHOCTHU ll-BaneHTHOM
IHEBMOKOKKOBOY KOHBOITUMPOBAHHOM BAaKLMHE, B KOTOPOM B KadyeCTBe
HOCUTeNeM mcnoabzoBaiu u TT um DT.

[0036] AmToprl Gatchalian et al. (2001, 17th Annual Meeting
of the Eur. Soc. Paed. Inf. Dis. (ESPID), cTeHmoBoe coobumenne N
4, PlA,crennorasa ceccusa 1, Crambys, Typumus) I[IPpUBOLAT pPe3yJibTaTH
oricoHodaroumTapHoTo aHanmza (OPA) y nerem r1ocye BBemnesus 11-
BaJIEHTHOM BAaKLUMHE, ©0e3 I[IPOABJIEHMS peakKLUMM aHTUTeJ Ha cepoTur 3
Ha YPOBHE, KOTOPBIM COIOCTaBMM C PeaKUMsIMM Ha IpyITue MCCIIellyeMble
CEePOTUIIH .

[0037] ABTopum Anderson et al. (2003, Vaccine, 21 (13-14):
1554-9) ommMcCHBaT CpaBHUTEJIEHOE MCCJIeIOBaHMEe UYeTHpexXBaJIeHTHBIX
KOHBOTUPOBAHHEIX BAKLMH C KaXIbM M3 IIOJIMCAXAPUIHBIX TUIIOB 6A, 14,
19F wu 23F 1o OTHOeJIbHOCTH, B KOMOMHaLMM co CTOJIOHAUHEIM
aHaTOKCUHOM wmiau IudrepuyiHeiM CRMig7, MM CO CMECBHI M3 IIOJIOBMHE 03
noamMcaxapmuioHerx Turnoe 6A, 14, 19F wu 23F 1no OoTAenbHOCTM, B
KOMOUHALIIUY CO CTOJOHSAYHEM AHATOKCUHOM U nubTepumHsiMm CRMig7.

[0038] AmTopel Nurkkaet al. (2004, Ped. Inf. DisJ., 23:
1008-1014) mpoBOOMAM HMCCJENOBaHME MMMYHOTEHHOCTM M 6Oe30I0acCHOCTH
11-BajeHTHOMBAKLIMHE, KOHBOTUMPOBAHHOM C [HEBMOKOKKOBHM OEJIKOM
D, opr o2TOM Yy CcepoTuna 3 He BHABJEHO IpuUuMHUpyolero sbbexTa B
cllydae BBeIeHMS IOeTdaM pPaHHeTOo BozpacTa, KOTOophe IIOJYyUMIIM TpU
O3B BaKLMHEI C [HocJelyoley OYyCTepHOM I030¥ MM TaKOM Xe& BaKLMHE
MM TTHEBMOKOKKOBOM INOJIMCAXAPUIHOM BaKIIMHEL.

[0039] B ykas3aHHBIX BHIIE CCBUIKAX PACKpPHITH, Hapany C IpyIUMU

KOMIIO3MIIMAMHY, criocobamm n T.IT.y IIOJIMBaJIEHTHEIE ITHEBMOKOKKOBEIE



BaKUMHE, CcoIepXaliMe HOJMCaXapUOE M3 OIOHOTO MM 0oJiee CepOTUIOB,
a TakKXe KOHBOIMPOBAHME 3BTHUX HOJMCAXAPUIOOB C OeJIKaMU-HOCUTEJISMHU,
TakuMm kak CRMig97, ©Oejioxk D, DT m TT. VYuumTHBag, UYTO B PAa3HHX
perrMoHax MNPpeRaJMpPylT pasHbBle CEepOTMIEl, CYHEeCTBYEeT IIOTPeDHOCTL B
IOIOJIHUTEJIbHEIX I[IOJIMBAJIEHTHEIX [THEBMOKOKKOBEIX BAaKLMHAX, CONEPXAWMX
HOBHE KOHBIOTATH IIOJMCAXAPUIOB M3 CEPOTUIOR C YJIYUIEHHOV MUMMYyHHOMU
peakumen, a TaKxe B IPOCTOM 17 50beKTMBHOM crnocobe UX
IPOM3BONCTRA .

CYIIHOCTE MBOEBPETEHUS

[0040] B HEKOTOPEIX BapMaHTax OCYHEeCTBJIEHUS HacTosaumee
nzobpeTeHMe OTHOCUTCH K KOMIO3UIIMYM I[THEBMOKOKKOBOWM BAaKUWMHE, U
yKaszaHHadad KOMIOBULMA COIEPXUT HOBa MiIu OoJjieebojiee KaNCYJIbHEIX
IHEBMOKOKKOBEIX IIOJIMCaxapuiaa U3 CePOTUIIOB, M KaXIBM M3 HUX 10
OTHAEJIbBHOCTU KOHBOTMPOBRAH C ITHEBMOKOKKOBEM ITOBEPXHOCTHEIM OeJIKOM
anrezumu A (PsaA) wunm ¢ xoum®uuHauueym PsaA um CRMig7 B KauecTBe
BesIKOB-HOCUTEJIEN .

[0041] B OJIHOM BapuaHTe ocylecTRIIeHME HaACTOSIEIO

M306peTem/Le OTHOCUTCH K KOMITO 3V Vit IMHEBMOKOKKOBOM BaKILVHEL,

KoTOpas npencraBjsgeT cobom KOMI10 3MLIMIO 10-BanexnTHOM, 14-
BaJIEHTHOM, 15-BajieHTHOM, 17-BajieHTHOM, 18-pajieHnTHOM, 19-
BaJIEHTHOM, 20-BaJIeHTHOM, 22-BaJIeHTHOM, 23-BaJIeHTHOM, 24—

BAJIEHTHOM MJM 25-BaJIEHTHOM I[IHEBMOKOKKOBOM BaKLIMHLL.

[0042] B IPYyT'OM BapmMaHTe oCyumeCTBJIEeHMA HacrToduee
nzobpereHnMe OTHOCHMTCS K  KOMIIO3MLUMM [THEBMOKOKKOBOM  BaKLMHH,
comepxameyr IMHEeBMOKOKKOBHE IIOJMCaXapuis M3 KaxXIoro M3 CEepOTUIIOB,
BHIOPAHHEIX M3 ITHEeBMOKOKKOBEIX cepoTunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7¥, 8, 9N, 9v, 10a, 11, 12%, 14, 1b5A, 15B, 15C, 1e6F, 17F, 18C,
19F, 19a, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F¥, 31, 33F, 34,
35B, 35F, 38, 39 m 45.

[0043] B OpyT oM BapuaHTe OCyHeCTBJIEHUSA HacToduee
nzobpeTeHre  OTHOCUTCH K  KOMIIOBMLMKM  I[IHEBMOKOKKOBOWM  BaKIIMHEH,
cozepxalel IMMHEeBMOKOKKOBEE IIOJIMCAXapUIE M3 KaxIolo M3 CepOTUIIOB,
BHIOPAHHEIX M3 THEBMOKOKKOBEIX cepoTunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7¥, 8, 9N, S9v, 10A, 11, 12F%, 14, 15A, 15B, 15C, 1ler, 17F, 18C,
19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F, 31, 33F, 34,

35B, 35F, 38, 39 m 45, KOTOpBE KOHBIOIMPOBAHHE C [OTHEBMOKOKKOBEIM
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IOBEPXHOCTHEIM OenkoM A anresmu (PsaA) B KaueCTBe OEJIKA—-HOCUTEJHA.

[(0044] B OpyToM BapMaHTe OCYyWEeCTBJIEHUSA HacTodmee
nzobpeTeHMe  OTHOCHUTCH K  KOMIIO3MLMM  I[THEBMOKOKKOBOMW  BaKLMHE,
comepxauey IHEBMOKOKKOBLIE IIOJMCaxapuObs M3 CEepOTUIIOB, BHOPAHHBX
ws 1, 2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, ON, 9V, 10A, 11a, 12Fr, 14,
15aA, 15B, 15C, 1e6F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B,
23F, 24B, 24%, 31, 33F, 34, 35B, 35F, 38, 39 wm 45,xoTopne
KOHBIOTUPOBAHE C [THEBMOKOKKOBEIM I[OBEPXHOCTHEM OEJIKOM anresmm A
(Psah) i ¢ koMBuHaumem PsaA wm CRMig7 B kKauecTBe OeJIKOB-
HOCUTEJIEN .

[0045] B OpyT oM BapuaHTe OCYUleCTBJIEHUA HacTodAluee
nzobpeTeHrMe  OTHOCHMTCSA K  KOMIIO3UIMM I[THEBMOKOKKOBOW  BaKLMHH],
comepXamen IMHEBMOKOKKOBHE I[IOJUCAXAPUOH M3 CEePOTUNOB, BHOPAHHBIX
ws 1, 2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, 9N, 9v, 10A, 11a, 12F, 14,
15A, 15B, 15C, 16F, 17F, 18C, 19F¥, 197, 20A, 20B, 22F, 23A, 23B,
23F, 24B, 24F¥, 31, 33F, 34, 35B, 35F, 38, 39 m 45, rnpm 3TOM IIO
MeHbIle Mepe 3 IIHeBMOKOKKOBHX IlojiMcaxapuila KOHBIOIMPOBAHEL C
THEBMOKOKKOBBEIM [TOBEPXHOCTHEIM OeyikoM A anres3uu (Psad) .

[0046] B OpyIroM BapuaHTe OCyHeCTRJIEHMSI HacrTosuee
nzobpereHre OTHOCHMTCS K  KOMIIO3MLMM I[THEBMOKOKKOBOM  BaKLMHEBL,
comepxamer I[MHEBMOKOKKOBEE [IoJiMcaxapuisl M3 cepoTurnoB 3, 6A, 6B,
KOHBIOTUPOBAHHBIE C I[IHEBMOKOKKOBBHIM [IOBEPXHOCTHBM O€JIKOM A anresumu
(PsaA) .

[0047] B IPYyTOM BapmaHTe OCYyUECTBIJIEHUS Hacrosumee
nzobpeTeHre  OTHOCHMTCS K  KOMIO3MUMM  [THEBMOKOKKOBOMW  BAKIIMHE,
conepxamen 110 MeHbmey Mepe 10 I[THEBMOKOKKOBHEIX [IOJIMCAaxXapuios,
BEIOpPAHHBIX U3 cepoTunos 1, 2, 3, 4, 5, 6A, 6B, oC, 7¥, 8, 9N, 9V,
10a, 11iaA, 12¥, 14, 15A, 15B, 15C, 1e6¥, 17F, 18C, 19F, 19A, 203,
20B, 22F, 23A, 23B, 23F¥, 24B, 24¥, 31, 33F, 34, 35B, 35F, 38, 39
M 45, um OenxKM-HOCUTEJIM BKJIUAKnT PsaA wuiM KoMOMHaumow PsaA u
CRMi1o7.

[0048] B IpyTOM BapMraHTe oCyHleCTRJIEHUS HacTosuee
nsobpeTeHMe  OTHOCMTCHA K  KOMIIO3MLMM I[IHEBMOKOKKOBOM  BaKIMHE,
comepxamey 10 MeHpley Mepe 14 [NHEBMOKOKKOBEIX IIOJIMCAaXapMUIOHEIX
KOHBIOTATOB.

[0049] B IpyTOM BapMaHTe oCcyumecTBJIEHUS HacrTosduee
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nzobpeTeHMe OTHOCHUTCH K  KOMIIO3MLMM I[IHEBMOKOKKOBOMW  BaKLMHE,
comepxamen 110 MeHbmeM Mepe 17 [NHEeBMOKOKKOBHIX [IOJIMCAaXaPUIHBIX
KOHBIOTaTOB.

[0050] B OIpyTOM BapMaHTe OCyWEeCTBJIEHUSA HacTodmee
nzobpeTeHrMe OTHOCHUTCHS K  KOMIIO3MLUMM I[IHEBMOKOKKOBOM  BaKLMHE,
cojepxamelr 1[I0 MeHbley Mepe 19 [NHEBMOKOKKOBEX MNOJIMCaxXapMIOHBIX
KOHBIOTATOB.

[0051] B OpyT oM BapuaHTe OCYyHEeCTBJIEHUA HacTosAmee
nzobpeTeHmMe OTHOCHUTCS K  KOMIIO3ULMM [THEBMOKOKKOBOMW  BAaKLMHE,
comepxamel 10 MeHbmeM Mepe 20 I[IHEBMOKOKKOBEHIX IIOJIMCAaXapPWIOHEX
KOHBIOTATOR.

[0052] B OpyT oM BapUaHTe oCyHeCTBJIEHUSA HacTodmee
nzobpeTeHne  OTHOCHUTCSA K  KOMIIO3UIMM I[THEBMOKOKKOBOM  BaKLWHH],
comepxamer [0 MeHblley Mepe 22 IHEeBMOKOKKOBHBIX ITOJIMCAXaPUITHEX
KOHBIOT'ATOB .

[0053] B Ipy oM BapraHTe OCYIEeCTBIIeHU I HacTosumee
nzobperTeHre OTHOCHUTCS K  KOMIIO3MLMM I[THEBMOKOKKOBOM  BaKUMHE,
comepxamer [0 MeHbley wMepe 24 TITHEeBMOKOKKOBHIX ITOJIMCAXaPUITHEIX
KOHBIOT'ATOR .

[0054] B IpyI oM BapuaHTe OCYUECTBIJIEHMA HacTosgumee
nzobpereHue OTHOCHUTCS K  KOMIIO3ULMM  [THEBMOKOKKOBOM  BAKIIVHE,
cozmepxaumen OeJIOK-HOCUTEJIb ¥ I[THEBMOKOKKOBHE IIOJIMCAXAPUIBE M3 OBYX
unmu 6oJiee CepoOTUIIOB, IIPM DTOM CEePOTUIE BHOPAaHH M3 CEepOTHUIIOB 3,
5, 6A, 6B, 9V u 18C, um BelxoM—-HOCKUTEJIEM ABJigeTcs PsaA.

[0055] B IpyIrom BapMaHTe oCyHleCTRJIIEHUS HacTosauee
nzobpeTeHne OTHOCHMTCSHS K  KOMIIO3MLUM  [THEBMOKOKKOBOM  BaKIIMHE,
comepxamer OeJIOK—HOCUTEJL ¥ [IHEBMOKOKKOBHE IIOJMCAXAPUIE U3 OBYX
uam 6ojlee CepoTUIOB, IPYM 3TOM CEepPOTMIH BeOpaHw u3 1, 3, 4, 5,
6A, 6B, 7F, 9V, 14, 18C, 19F, 19A wm 22F, u OeJIKOM—HOCHUTEJIEeM
apjigercda PsaA.

[0056] B IpyT oM BapMaHTe oCylleCTRJIEHUS HacTosauee
nzobpeTeHrue OTHOCUTCS K  KOMIIO3MUMKM I[THEBMOKOKKOBOM  BAaKLMHH,
comepxaumel OeJIOK-HOCUTeJIb M I[IHEBMOKOKKOBHE IMIOJNMCAXapUIBE M3 IBYX
unm ©6oJlee CepOoTUIIOR, IIPM 2TOM CEepOTMIE BHOpanHw w3 1, 3, 4, 5,
6A, 6B, 7¥, 9v, 10A, 12Fr, 14, 15A, 15B, 18C, 19F, 19aA, 22F, 23F,

33F, 34, 35, 38 m 45, u OenkoM—-HOCHUTeJeM gBJgeTcsa PsaA.
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[0057] B OpYTOM BapuaHTe OCyHeCTBJIeHUSA HacToduee
M306peTeHme OTHOCHUTCHA K KOMIIO 3L IIHEBMOKOKKOBOM BAKLMHEL,
comepxamel OeJIOK—HOCUTEeJIb M [IHEBMOKOKKOBBE  NOJMCAXapuIE U3
OOHOTO muIM BoJiee CEePOTUIOB, IIPM DTOM CEPOTHUIEL IPENCTaBJIST COOOM
i, 2, 3, 4, 5, 6A, 6B, oC, 7F, 8, 9N, 9V, 10A, 11aA, 12F, 14,
15aA, 15B, 15C, 16F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B,
23¥, 24B, 24F, 31, 33F, 34, 35B, 35F, 38, 39 m 45, u OeJjok-
HOCUTEJ b NPpencraBydgeT Psah.

[0058] B OpyT oM BapuaHTe OCyHEeCTBJIEHUA HacTosuee
Mso6peTeHme OTHOCHUTCHA K KOMIIO 3LV [IHEBMOKOKKOBOM’ BAaKLMHEL,
comepxamel OeJIOK—HOCUTEeJIb M I[IHEBMOKOKKOBBE  [HOJMCAXAPUIE U3
OOHOTO wau OoJiee CEepOTHUIIOB, [IPM DTOM KaXIBM [IHEBMOKOKKOBHIM
nojiMcaxapul IO OTIOEJIBHOCTM KOHBOIMPOBaH C PsaA wiu koMOMHaUMEN
PsaA m CRMio7.

[0059] B Ipyrom BapuaHTe OCylWeCTBJIeHUS HacTosmee
nzobpereHne OTHOCHMTCS K  KOMIIO3MLMM  I[THEBMOKOKKOBOM  BaKUMHE,
comepxamey I10 MeHbUIeY Mepe WecCTh ITHeBMOKOKKOBBIX [10JIMCaXapuios,
KaxXIBHM M3 KOTOPHX 10 OTIHEJIEHOCTM KOHBIOIMPOBaAH C PsaA, ¥ OIVH WK
Boslee  ITHEBMOKOKKOBEIX  I10OJIMCaxapuios, KaxIe M2  KOTOPBIX  II0
OTHeJIbHOCTY KOHBOI'MPpOoBaH ¢ CRMigy.

[0060] B IpyI oM BapMaHTe OCylUeCTBJIEHUS HacTosauee
nzobpeTeHne OTHOCUTCH K  KOMIIOBMUMKM  IIHEBMOKOKKOBOM  BaKLMHEH,
corzepxameyr TIo MEeHbIeM Mepe I[IATb [THEBMOKOKKOBEIX [I0OJIMCAXaPUIOB,
KaXZBM M3 KOTOPBEIX I[10 OTHEJILHOCTM KOHBOIMPOBaH ¢ PsaA, u 10
MEeHbIIeY Mepe IATh I[THEBMOKOKKOBEIX  IIOJIMCaXapuioB, KaxXIem U3
KOTOPHIX [10 OTIeJIbHOCTM KOHBOIMpoBaH C CRMigy.

[0061] B OpyT oM BapuaHTe OCyHmeCTBJIEHUS HacTosAllee
nzobpereHne OTHOCUTCA K 14-BaJleHTHOM [HEBMOKOKKOBOM BAaKIMHE,
coaepxameﬁ o MeHbIIeu Mepe IIATHb ITHEBMOKOKKOBEBIX rnojmucaxapmniaos,
K&XOHM M3 KOTOPBEIX IO OTHOEJIBHOCTM KOHBOIMPOBAH ¢ PsaA, U 1O
MeHbIEN Mepe NATh [THEBMOKOKKOBEIX IIOJMCaXapuUIoB, KaxIOe U3
KOTOPHIX IO OTHEJIBHOCTU KOHBOIMpoBaH C CRMig7.

[0062] B IpyTOM BapMaHTe OCyHIECTRJIEHUS Hacroduee
nsobpeTeHre OTHOCUTCA k 17-BajJIeHTHOM T[IHEBMOKOKKOBOM BakKlMHEe,
comepxalleyl IMMHEBMOKOKKOBEIE [MOJMCaxXapuIbl IO MEHBIENM Mepe Uu3 HOATU

CEepOTHUIIOB, KaXIbM M3 KOTOPBEIX 10 OTIOEJIbHOCTM KOHBOIMPOBAaH C Psah,
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Y THEBMOKOKKOBEIE IIOJMCaXapMOL 10 MEHbIIEeW Mepe M3 NATU CEPOTUIIOB,
KaXIBEM M3 KOTOPHIX IO OTHEJILHOCTM KOHBIIMPOBaH C CRMigr.

[0063] B OIpYyTOM BapUaHTe OCYyWEeCTBJIEHUSA HacToduee
nzobperTeHme oTHOCHUTCS K 20-BaJIeHTHOM [HEBMOKOKKOBOM BakKlUHE,
comepxamey IMHEBMOKOKKOBEIE I[IOJIMCAXaAPMUIBE IO MEeHbHIeM Mepe U3 [Ia9TU
CEPOTUIIOBR, KaXIbM M3 KOTOPBIX IO OTHEJIbHOCTM KOHBIOIMPOBAH C Psah,
Y [HEBMOKOKKOBHE I[OJIMCaXapuOel IO MEHbIEeM Mepe M3 IATU CePOTUIIOE,
KaXIBM M3 KOTOPHX IO OTHEJIBHOCTM KOHBOIMpPOoBaH C CRMig7.

[0064] B OpyITOM BapuaHTe OCyHeCTBJIEHUA HacTosAumee
nzobpeTeHne OTHOCUTCH K 22-BaJIEHTHOM T[HEBMOKOKKOBOM BAaKIMHE,
comepXamey I[MHEBMOKOKKORBHE I[IOJIMCAXAPUIB IO MEHbIIEW Mepe W3 ISTH
CEPOTUIIOB, KAaXIEM M3 KOTOPHEX IO OTASJLHOCTM KOHBOTMPOBaH C Psah,
Y THEBMOKOKKOBEIE IIOJMCAXAPUOL 10 MEHBLIUIEW Mepe M3 NATK CEPOTHUIIOB,
KaxXIHM M3 KOTOPHX [0 OTIEJIEHOCTM KOHBOIMpoBaH ¢ CRMigy.

[0065] B IpyIroMm BapuaHTe ocyuecTBJIeHUS HacrTodluee
nzobpereHne OTHOCUTCS K 24-BaJIeHTHOM [THEBMOKOKKOBOM BaKUUHE,
comepxamey IMHeBMOKOKKOBBIE II0JIMCaxXapyuisl 10 MeHbHer Mepe M3 II8THU
CEePOTUIIOB, KaXIbM M3 KOTOPBIX I[10 OTHEJIbHOCTM KOHBOI'MPOBaH C Psal,
M THEeBMOKOKKOBEE I[10JIMCaxapuIbsl 10 MeHbIelM Mepe W3 II8TU CepPOTUIIOB,
KaXZBM M3 KOTOPHX 10 OTIEJIBHOCTU KOHBOIMpOoBaH € CRMigy.

[0066] B IpyI oM BapMaHTe OCylUeCTBJIEHUS HacTosauee
nzobperTeHne OTHOCUTCSHS K 14-BaJIEHTHOM [IHEBMOKOKKOBOM BakKIlMHE,
comepxameyr MTHEeBMOKOKKOBHE oJaMcaxapuisl mu3 ceporurnor 1, 3, 4, 5,
6B, 7F, 9v, 14, 18C, 19A, 19F¥, 22F, 23F mu 33F, npu 2TOM IO
MEeHbIIeY Mepe CcepoTurs 3 M 6B KOHBOIMPOBAHEL C PsaA, ¥ OIMH WM
tonee wmuz ceporunor 1, 4, 5, 7F, 9v, 14, 18C, 19A, 19F, 22F, 23F
n 33F xoHboOIMpPOBaH ¢ CRMig7.

[0067] B OpyToM BapuaHTe OoCyleCTBJIEHUSA HacToduee
nzobpereHne OTHOCUTCS K 14-BaJleHTHOM [HEBMOKOKKOBOM BaKIMHE,
comepXxamey MHEBMOKOKKOBHRIE MOJMCcCaxapuns wus ceporunos 1, 3, 4, 5,
6A, 7F, 9v, 14, 18C, 1%a, 19F, 22F, 23F wu 33F, OpM 5TOM IO
MEHBUIEM Mepe CepoTUNH 3 ¥ 6A KOHBOI'MPOBAaHE C PsaA, ¥ OIOMH WU
bonee w3 ceporunor 1, 4, 5, JF, 9v, 14, 18C, 19A, 19F, 22F, 23F
n 33F xouworMpoBaH Cc CRMig7.

[0068] B IpyT oM BapmaHTe ocyumecTBIIeHUS HacTosduee

n3o06peTeHre OTHOCUTCSA Kk 15-BajIeHTHOM [IHEBMOKOKKOBOM BakKLMHE,
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comepXxamey THEBMOKOKKOBHE OJMCaxapuns us ceportunos 1, 3, 4, 5,
6A, 6B, 7F, 9v, 14, 18C, 19Aa, 19F, 22F, 23F um 33F, Opu 3TOM IO
MeHbIIeY Mepe cepoTurnsl 3, 6A m 6B KOHBOIMPOBaHEI C PsaA, u OnOuH
unm OoJjee cepormnos wz 1, 4, 5, 7F, 9v, 14, 18C, 19A, 19F, 22F,
23F m 33F xkoublrMpoBaH c CRMig7.

[0069] B OIpYyT'OM BapraHTe OCymeCTBJIEHM S HacTodmee
nzobpeTeHmMe OTHOCUTCS K 17-BaJIeHTHOM [NHEBMOKOKKOBOM BaKIIMHE,
comepxaumeM MTHEBMOKOKKOBBE IIoJMcaxapuiel M3 ceporunos 1, 3, 4, 5,
6A, 6B, 7¥, 9v, 12F, 14, 18C, 19Aa, 19¥, 22F¥, 23F, 33F m 35B, mnpwu
STOM I[IO MEeHbIeM Mepe cepoTunel 3, 6A ¥ 6B KOHBOIMPOBAHE C PsaA, u
oouH wunu Bojee wu3 ceporunos 1, 4, 5, 7F, 9v, 12F, 14, 18C, 19A,
19F, 22F, 23F, 33F um 35B xoHwwIUpOoBaH c CRMig7.

[0070] B IPpYyTOM BapuaHTe OCyHeCTBJIEHUS HacToAmee
nzobpereHmne  oTHOCUTCH kK20-BaJIeHTHOM  ITHEBMOKOKKOBOM  BaKUMUHE,
comepxamen IMHEBMOKOKKOBEE I[1oJiMcaxapuis ms3 ceporurnos 1, 3, 4, b5,
6A, 6B, 7F, 9V, 11A, 12¥, 14, 15B, 18C, 1%A, 19F, 22F, 23F, 33F,
35B u 45, npu oSTOM 110 MeHblew Mepe ceporurnel 3, 6A wu 6B,
KOHBIOTUPOBaHE C PsalA, u oiauH muim 6OoJjee m3 ceporurnos 1, 4, 5, T7F,
9v, 11aA, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F, 33F, 35B wm 45
koHBIOI'MPOBaH C CRMig7.

[0071] B IpyI oM BapMaHTe OCylUeCTBJIEHUS HacTosauee
nzobpeTeHne OTHOCUTCSH K 22-BaJIEHTHOM [THEBMOKOKKOBOM BaKlUHE,
comepxamer THEBMOKOKKOBHE MoJaMcaxapuisl u3 ceporunor 1, 3, 4, 5,
6A, 6B, 7F, 9v, 10A, 12¥, 14, 15A, 15B, 18C, 19A, 19F, 22F, 23F,
33F, 34, 35B um 38, mnpu »TOM II0 MEHbIIEeV Mepe cepoTursl 3, 6A u 6B
KOHBIOTMPOBAHE C PsaA, u oauH unim Hojsee m3 ceporuros 1, 4, 5, 7F,
9v, 10aA, 12F, 14, 15A, 15B, 18C, 19a, 19¥, 22F, 23F¥, 33F, 34, 3
1 38 xoHBOIMPOBaH C¢ CRMig7.

[0072] B IpyTOM BapuaHTe oCyleCcTBJIEHUSA HacToduee
uzobpeTeHne OTHOCUTCS K 22-BaJIeHTHOM [HEBMOKOKKOBOM BaKIMHE,
comepxaleM MONHEBMOKOKKOBBE NIoJMcaxapulel u3 ceporunos 1, 3, 4, b,
6A, 6B, 7F, 9v, 10A, 12¥, 14, 15A, 15B, 18C, 1%a, 19F, 22F, 23F,
33F, 34, 35B um 38, npu m»ToM cepormne 1, 3, 6, 10, 12F, 15A 15B,
22F, 34, 35B m 38 xoHBOTMpOBaHEl C PsaA, u ceporuns 14, 5, 6B,
7F, 9v, 14, 18C, 197, 19F, 23F um 33F koHBOIMpoOBaHE C CRMig7.

[0073] B IpyTOM BapMaHTe oCcyumecTBJIEHUS HacrTosduee
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nzobpeTeHMe OTHOCUTCH K 24-BaJIeHTHOM [HEBMOKOKKOBOM BaKIMHE,
comepxamey NTHEBMOKOKKOBHE OJMcaxapunsl us ceporunos 1, 3, 4, 5,
6A, ©B, 7F, 8, 9v, 10A, 12F, 14, 15A, 15B, 1le6F, 18C, 19A, 19F,
22¥, 23F, 33F, 34, 35B m 38, npuM BTOM IO MeHbIIEW Mepe CepOTMUIIL
3, 6A M 6B KOHBOIUPOBAHEL C PsaA, M OIMH MM OoOJiee U3 CEePOTUIIOB
1, 4, 5, 7, 8, 9v, 10A, 12F, 14, 15A, 15B, 16F, 18C, 19A, 19F,
22F, 23F, 33F, 34, 35B m 38xoHmborUpoBaH c CRMig7.

[0074] B OPYyT'OM BapuaHTe OCyUeCTRBJICHUSA HacTodmee
nzobpeTeHmMe  OTHOCUTCS  K24-BaJIEHTHOV  ITHEBMOKOKKOBOM  BakKlMHE,
comepxamey NTHEBMOKOKKOBHE MOoJaMcaxapuns us ceporunos 1, 3, 4, 5,
6A, 6B, 7F, 8, SB, 10A, 12¥, 14, 15A, 15B, 1loF 18C, 19A, 19F,
22¥, 23F, 33F, 34, 35B u 38, npu sToMm cepormune 1, 3, 6A, 8, 10A,
12F, 15A 15B, 16F 22F, 34, 35 m 38 KOHBOIMPOBAHEH C PsaA, M OIOUH
nnm Hojee u3z cepoTunos 14, 5, 6B, 7F, 9V, 14, 18C, 19A, 19F, 23F
n 33F xowbvoIMpOoBaH C CRMig7.

[0075] B Ipy1 oM BapmaHTe OCYyUEeCTBJIEHMS HacTodlee
nzobperTeHre OTHOCHUTCS K  KOMIIO3MLMM I[THEBMOKOKKOBOM  BaKUMHE,
[IOJIYUYEHHOM B BUIEe CTAHIAPTHOM JIEKAPCTBEHHOM (QOPMHI.

[0076] B OpyIroM BapuaHTe OCyHeCTRJIEHMSI HacrTosuee
n3obperTeHne OTHOCMTCS K  KOMIIO3MUMKM  I[THEBMOKOKKOBOM  BaKLMHEH,
[IOJIYYeHHOM B BMIE CTaHIAPTHOW JIeKapCTBEeHHOM (QOPMH, IIPU D3TOM
CTaHZapTHas JieKapcTBeHHas ¢opMa colepxmuT oT npmubmmsmrensHo 0,1
MKT bife) IPUOIMIUTEIIEHO 50 MKT Kaxmaoro rnoJgmcaxapmuna, oT
npubsgmzurenprHo 0,1 wMxr xpo npubnmzuresbHo 10 MK, MIM OT
NPUBAU3IUTEIIBHO 1 MKT o IPUBIIM3UTEIIBHO 5 MKT KaxIoro
rnonmcaxapumia, Ipy  BTOM  KaXIB  [oJmMcaxapuiz 10  OTIeJIbHOCTU
KOHBOTUPOBAH C OeJNKOM—-HOCUTEJIEM, UM KOJUYECTBO OelIKa-HOCUTEJS
COCTAaBJIAET OT NPUOIMBUTENBHO 1,5 MKT IO NPUOIMIUTEJBHO 5 MKI.

[0077] B IpyTOM BapuaHTe oCyleCcTBJIEHUS HacToduee
uzobpereHne OTHOCUTCS K  KOMIIO3MLMM [THEBMOKOKKOBOM  BAKIIMHEH],
comepxaumer  dapMalleBTUUECKM  IpUeMIIeMble BelleCcTBa, TakKue Kak
pazbaBuTenn, Oybep, KOHCEPBAHT, CcTabuIM3aTop, aIboBaHT u/UIu
IMOQUINBUPYLMI SKCLUUIMEHT.

[0078] B OIpyT oM BapMaHTe oCyleCcTBIIEHUS HacTosuee
n306peTeHre OTHOCMTCS K  KOMIO3MUMM [OHEBMOKOKKOBOM  BaKLMHH],

IIOJIYUYEHHOM B BMIE CTAaHIOAPTHOM JieKapCTBeHHOM (QOpMBl, KoOTOopasd
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IOCTABJISETCS Kak QJIakoH ¢ eIMHMYUHOV 00301, (QIAaKOH C HEeCKOJbKUMM
IO03aMM MJIM OPelIBaPUTEJIbHO BallOJIHEHHEBI WIIPUIL.

[0079] B OIpYyTOM BapUaHTe OCYyWEeCTBJIIEHUSA HacToduee
nzoBpeTeHrMe OTHOCUTCH K KOMIIO3ULUY I[NHEBMOKOKKOBOM BAaKLMHE B BUIE
pazorou moz3el 0,5 mJ, M ykaszaHHas pas3oBas Io03a COINEPXUT: OOMH WM
bosee IHEBMOKOKKOBBIX IoNIMCaxapunonB B KOJIMUEeCTBE oT
IPpUBIU3UTEIIEHO 2,2 0o 4,4 MKI'; PsaA B KOJIMUeCTRBE oT
npmudIM3nTeNbHO 1 MKTI no npubmmzamurenbHo 10 MKI, KOHBOIMPOBAHHEI C
KaXIOHM M3 OIOHOTO MM OoJiee MHEBMOKOKKOBHX MnonucaxapumnoB; CRMig7 B
KOJIMYUECTBE OT IPUOIMBUTENBHO 1 MKD 10 nOpmubnmsmurensHo 10 wMxT,
KOHBOTUMPORBAHHBIM C KaXIHM W3 OIHOTO WM 0oJjiee [THEBMOKOKKOBHX
IONIMCaxXapmunos; AIBIOBAHT docohar AJIIOMUHEU S B KOJIMUeCcTBe oT
npubamu3nrenssEo 0,2 MDY 0O NPpUMOAM3UTEJBHO 1 MIT'; UM SKCIMIMEHT.

[0080] B Ipyrom BapmaHTe OCyUWeCTBJIeHUI HacTosdumee
nzobperTeHne OTHOCUTCS K 13-BaJjieHTHOM ITHEBMOKOKKOBOM BakKIlMHE,
comepxamer MHEeBMOKOKKOBEE IlioJiMcaxapulel u3 cepoTurnos 1, 3, 4, b,
6B, 7F, 9v, 14, 18C, 19A, 19F, 22F wm 33F, KaxIuM M3 KOTOPHX IO
OTHeJIbHOCTY KOHBOIMPOBaAH C PsaA wmnm c xoMOuHaumem PsaA m CRMigy,
IIpy B3TOM  103a KOMIIO3MLIMM I[IHEBMOKOKKOBOM BAaKLUMHE COCTaBJISET
npubam3uresnsHo 0,5 MIJI, M KOMIIOBMUMSA II0JIyyeHa B BUIE CTepUIIbHOU
XUIOKOCTH, conmepxaumen KaxIed  IroJjimcaxapums B KOJIMYeCcTBe oT
npubamM3nTesIbHO 2,2 MKI 00 npmubinmusuresasHo 4,4 umxr, PsaA u CRMig7 B
KOJIMUeCcTBEe OT NOpudiamsuTesibHo 25 Mk »no npmubnmsmuresbHo 30 MKT,
XJIOPUI HATPUS M L-TUCTUIMHOBEM Oydep, U BIJIEMEeHTAPHBIM aJIOMUHUNI B
kommuecTBe npubmm3mnrenbHo 0,125 Mmr B Bume npubnmsmuressHo 0,5 Mo
bochaTa aNOMUHUS.

[0081] B OpyT oM BapuaHTe OCyHeCTBJIEHUSA HacTosduee
nzobpereHne OTHOCUTCA K 14-BaJleHTHOM [HEBMOKOKKOBOM BAaKIMHE,
comepxamer MHEBMOKOKKOBHEE OOJMCaxapuns wus ceporunos 1, 3, 4, 5,
6B, 7F, 9v, 14, 18C, 19A, 19F, 22F, 23F wm 33F, KaxOuM M3 KOTOPEHIX
IO OTIENBHOCTM KOHBIOITUPOBAH C PsaA wuam c koMbBuHauvey PsaA wu
CRMig7, npu 3TOM nosa KOMITO3ULINU ITHEBMOKOKKOBOM BaKLMHE
cocrTapnudgeT npudtnmzamurensHo (0,5 M, ¥ KOMIO3MULMS MOJIydeHa B BUIE
CTEPUIIBHOM XMIOKOCTM, COIepXalleM KaxXIbM NOoJucaxapull B KOJIUUECTRE
OT NpUOIU3UTENBHO 2,2 MKI' »Ho npubiamsuresnsHo 4,4 wMkr, PsaA wu

CRMi197 B koJMuecTBe OT OpubnmsmuresnbHO 30 MKID DO OpUMOIMB3UTENBHO 35
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MKT', XJIOPMI HaATpuUA WU L-TUCTUIOMHOBEIM Oydep, ” DIJIEMEHTAPHBIN
AJIIOMUHMN B KOJIMYECTRBE NpUOIM3NUTEJIEHO 0,125 MT B BUOE
npubnusurensHo 0,5 Mr dochaTa aIOMMHUA.

[0082] B OIpyTOM BapMaHTe OCyWEeCTBJIEHUSA HacrTodmee
nzobpeTeHrue OTHOCUTCHA kK 14-BajIeHTHOM [HEBMOKOKKOBOM BaKIUHE,
comepxamey NTHEBMOKOKKOBEE IIoJMcaxapmuns us ceporunos 1, 3, 4, 5,
6A, 7F, 9v, 14, 18C, 19A, 18F, 22F, 23F m 33F, KaxOuM M3 KOTOPBIX
IO OTIENBbHOCTM KOHBOITUMPOBAH C PsaA mam komOuHaumey PsaA u CRMioy,
Ipy STOM O03a KOMIOBUIMKM [NHEBMOKOKKOBOM BAKLMHH COCTAaBJISAET
npubamuaurensHo 0,5 M, ¥ KOMIO3MIMA I[IOJIyyeHa B BUIE CTEPUIILHOU
XMOKOCTU, Ccomepxamer oT npubams3urTenbHo 2,2 no 4,4 MKT KaxmooTo
nojgmcaxapmuza, OoT npubausuTesnbHo 30 MKD 00 OpubIM3uUTesIbHO 35 MKT
PsaA wm  CRMigy, xJjopun HaTpus ¥ L-TucTunuHOBEM — Oybdep, "
3JIEMEHTAPHHEN aJIlOMVHUM B KoJimdecTBe rpubims3uresnsHo 0,125 M1 B
Bune npubinmusurensHo 0,5 M docdarTa aoMUHMS .

[0083] B IpyIoM BapuaHTe oCcyluecTBJIeHUS HacrToduee
nzobperTeHre OTHOCUTCS K 15-BajleHTHOM [THEBMOKOKKOBOM BaKIUHE,
comepxamey IMHeBMOKOKKOBEE IoJMcaxapumas wus ceporurnos 1, 3, 4, 5,
6A, 6B, 7F, 9v, 14, 18C, 19A, 19F, 22F, 23F m 33F, B KOTOPOM IIO
MeHblle Mepe cepoTursl 3, 6A M 6B KOHBOI'MPOBaHE C PsaA, ¥ OIMH
wnu ©osee ceporunos wus 1, 4, 5, 7F, 9v, 14, 18C, 19A, 19F, 22F,
23F wm  33F xouworMpoBaH ¢ CRMig97, T@pM 2TOM »003a KOMIO3MLUU
IHEBMOKOKKOBOM BAKLMHE cocTaejser npmubiamsuresvbHo 0,5 M, u
KOMIIO3ULIMSA IIOJIydeHa B BUIE CTEPUJIBHOM XUIKOCTM, COIepXalley OT
npubAU3UTEJIBHO 2,2 MKI' 100 npubjam3uresibHo 4,4 MKI'  Kaxiaoro
nonmcaxapuina, OT NOPUOIM3UTESHEHO 5 MKI 00 npubnm3muresibHO 20 MKT
PsaA, otT npubamuzmurensHo 20 MKD »[o npubtnusmurenbHo 40 mxr CRMigy,
XJA0OPUIO HaATPpUsg U L-TUCTUIUHOBEY Oydep, U DIJISMEeHTAPHEM aJIOMUHUNM B
KonuyecTBe npubnamsuresvHo 0,125 M B BUAe npubim3urenbHo 0,5 MT
dochaTa aaOMUEULI.

[0084] B IpyITOM BapMaHTe oCyleCcTRJIEHUS HacTodauee
nzobpeTeHrue OTHOCUTCA k 17-BajleHTHOM ITHEBMOKOKKOBOM BaklMUHE,
comepxauel MIHEBMOKOKKOBRIE IoJMcaxapuiel M3 cepoTtwunos 1, 3, 4, 5,
6A, 6B, 7F¥, 9v, 12¥, 14, 18C, 19A, 19F, 22F, 23F, 33F m 35B, B
KOTOPOM IO MeHBbIEW Mepe CepOoTMNE 3, 6A M 6B KOHBOI'MPOBAHEL C

PsaA, m omuH wmiau 6Gojee ceporunos wms 1, 4, 5, TF, 9v, 12F, 14,
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18C, 19%A, 19F, 22F, 23F, 33F wu 35B xoHwbowrupoBaHe C CRMig97, mpwu
2TOM mosza KOMITO3ULIUM IIHEBMOKOKKOBOM BaKLMHEL COCTaBJIAET
npubamusuressHo 0,5 M, ¥ KOMIO3MLMSA I[IOJIydeHa B BUIEe CTEPUIILHON
XMOKOCTHM, CoIepXalel OT NPpUOAM3UTEJIBHO 2,2 MKID OO0 OPpUOIM3UTEIILHO
4,4 WMKI Kaxmoro mnojmucaxapumna, oT OpPUONIMBUTEJEHO 5 MKI' IO
npmubnmsuresabHo 20 MK PsaA, or npubamsurenbHo 20 MKI OO
npubauaurensHo 40 wMxr  CRMig7, xJjopul HaTpusa ¥ L-TUMCTUIMHOBHM
bybep, M DIJIEMEeHTAaPHHM aJIIOMMHUM B KOJnUecTBe npubamsauTesbHo 0,125
MT' B BuIe npubnusmurensHo 0,5 M docharTa asnmoMuHMA.

[0085] B OpYyITOM BapMaHTe OCylleCTBRJIEHUS HacToslee
nzobpeTeHme oOTHOCUTCA K 20-BaJIeHTHOM [HEBMOKOKKOBOM BAaKIIMHE,
comepXxamey MHEBMOKOKKOBHEE IOJMcaxapuns w3 ceporunos 1, 3, 4, 5,
6A, 6B, 7F, 9v, 11a, 12¥, 14, 15B, 18C, 1%Aa, 19F, 22F, 23F, 33F,
35B wu 45, B KOTOPOM II0 MeHblIel wMepe cepoTunsr 3, 6A um 6B,
KOHBIOTUMPOBaHE C PsalA, u oaMH wmim ©OoJjiee ceporTurnos m3s 1, 4, 5, 7F,
9v, 11a, 12F, 14, 15B, 18C, 19A, 19F¥, 22F, 23F, 33F, 35B wm 45
KOHBIOTMPOBaHel ¢ CRMjig7, IIpM D3TOM 033 KOMIIO3MUMM I[THEBMOKOKKOBOM
BaKLUMHEL COCTapJsgeT npuodnmaurTessHo 0,5 MII, ¥ KOMIO3MUMS [1OJIydeHa
B BUIEe CTEepUJIbHOM XWUIKOCTM, colepxaumeil OT IMIPpUOIU3UTEJIBHO 2,2 MKT
bafel IPUOIN3UTEIILHO 4,4 MKT' Kaxznoro rosmMcaxapuia, oT
npmudbnamanTesnsrHo 5  MKI  go npubiamsuressHo 20 MK Psal, oT
npubnuanresnbHo 20 Mxr go npubamzuresibHo 50 Mxr  CRMigr, XJIOpMI
HaTpMs ¥ L-TUCTUIMHOBHEM Oyodep, M DJIEMEHTAPHBEM  aJIOMMHUM B
xKommuecTBe npmbmmsmuresnvHo 0,125 umr B Buae npubimsmuresbHo 0,5 Mr
dbochaTa aOMMHMUS.

[0086] B IpyIT'OM BapuaHTe ocylecTBJIeHUSA HacToduee
nzobperTeHne OTHOCUTCH K 22-BaJIeHTHOM [HEBMOKOKKOBOM BAaKIUHE,
comepxaleM MITHEBMOKOKKOBHE LIoJMcaxapuiel u3 ceporunos 1, 3, 4, 5,
6A, 6B, 7F, 9v, 10aA, 12¥, 14, 15A, 15B, 18C, 19%a, 19F, 22F, 23F,
33F, 34, 35B m 38, B KOTOPOM IO MeHLIIEV Mepe cepoTuns 3, 6A m 6B
KOHBOIMPOBAHE C PsaA, u omMH MIM OoJjee m3 ceporunos 1, 4, 5, 7F,
9v, 10A, 12¥, 14, 15A, 15B, 18C, 19%9a, 19F, 22F, 23F, 33F, 34,
35B m 38 koHBOIMpPOBaHel ¢ CRMigy, HOpM 3TOM »0O3a& KOMIO3MLUM
ITHEBMOKOKKOBOM  BAaKIMHEL COCTAaBJIAET IpUBIM3UTEIIBHO 0,5 wMa,u
KOMIO3ULMSA IOJIydeHa B BMIE CTEPMIBHOM XUIKOCTM, CoOIepXalley OT

OpUOIM3UTEJIBHO 2,2 MKI' OO Ipubam3uTesnbHO 4,4 MKI KaxXZoro us3
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IONMMCaxapunoB, OT OPpUOIM3UTENIEHO 5 MKIT o npubam3mrelibHO 20 MKT
PsaA, ot npubauzmurenbHo 20 MKT »no npubtiausmurenbHo 50 Mxr CRMigq,
xJjopun HaTpMsa M L-TUCTHMAMHOBEM Oydep, U 3JIEMEHTAaPHBI aJllOMMHUM B
KoauuecTBe npubnmsurenbHo 0,125 Mr B Bume npubnmusmuressHo 0,5 MT
dbochaTa asIIOMUHUA .

[0087] B OIpYyT'OM BapraHTe OCymeCTBJIEHM S HacTodmee
nzobpeTeHMe OTHOCUTCS K 22-BaJIEHTHOM [NHEBMOKOKKOBOM BakKIIMHE,
comepxaueM MTHEBMOKOKKOBHE IIoJMcaxapuiel u3 ceporunos 1, 3, 4, 5,
6A, 6B, 7F, 9v, 10A, 12¥, 14, 15A, 15B, 18C, 19A, 19F, 22F, 23F,
33F, 34, 35B u 38, B xoTopoum ceporune 1, 3, 6, 10, 12F, 15A 15B,
22F, 34, 35B, 38 xoHBOIUMpPOBaHH C PsaA, u ceporunu 14, 5, 6B, 7F,
9v, 14, 18C, 19A, 19F, 23F u 33F xousorupoBaHe ¢ CRMig97, HOpuU
3TOMIO3a KOMITO 3ULIUM THEBMOKOKKOBOM BaKLVHEI COCTaBJIAET
npubim3uressEo 0,5 MIJI, M KOMIIOBMIMSA [I0JIydeHa B BUIE CTEePUIILHON
XUIIKOCTHM, Ccolepxamelr OT MPpUOJIM3UTESIBHO 2,2 MKI' 100 IpUBJIM3UTEJIEHO
4,4 MKI' Kaxjuoro rosmcaxapuna, oT IrnpubnmauresnsHo 20 MKIY 110
npubnm3urensso 40 Mk Psal, or rnpubnmauresibHo 20 MKI' IO
npudmm3uresssHo 40 wMrrr  CRMigy, XJopuI HaTtpyUs UM L-TUCTUIMHOBHIM
Bydep, M DBIJeMeHTAaPHBIM aJlIoMMHMM B KoJmuecTre npubnmsmresnsHo 0,125
MI" B BuIe npubmms3urensHo 0,5 Mr fdocdaTa aioMUHUS .

[0088] B IpyI oM BapMaHTe OCylUeCTBJIEHUS HacTosauee
nzobpeTeHne OTHOCUTCS K 24-BaJIeHTHOM [THEBMOKOKKOBOM BAaKIUHE,
comepxameyr MTHEeBMOKOKKOBHE oJaMcaxapuisl mu3 ceporurnor 1, 3, 4, 5,
6A, 6B, 7F, 8, 9v, 10A, 12¥, 14, 15A, 15B, 16F, 18C, 19A, 19F,
22F, 23F, 33F, 34, 35B m 38, B KOTOPOM IO MEHLIIEN Mepe CepOTUIIL
3, 6A u 6B KOHBIOITMPOBAaHH C PsaA, ¥ onouH wunmu OoJjiee U3 CEePOTUIIOB
ws 1, 4, 5, 7¥, 8, 9v, 10aA, 12¥, 14, 15A, 15B, 16F, 18C, 19a,
19F, 22F, 23F, 33F, 34, 35B m 38 kxoHBOIUpoBanHu Cc CRMig7, OpPM B3TOM
I03a KOMIO3MLIUM MHEBMOKOKKOBOW BaKUMHE COCTABJSAET NPUOIMUZUTEIILHO
0,5 ™My, ¥ KOMIO3UIMSA IOJydYeHa B BUIE CTEPWUIILHOM XUIKOCTH,
comepxaumeM oOT NPpUOIUBUTENBHO 2,2 MKI OO IpUBAMBUTENILHO 4,4 MKD
KaxnoTro rIrojiucaxapuina, OT NIpubIM3UTeJIbHO 5 MKI IO NPpUOIU3UTETBHO
20 mxrT PsaA, or npubnusurenabHo 20 MK o OpubiamsmurenbHo 50 MKTD
CRM197, XxJOpuI HaTpuga ¥ L-THUCTHUIMHOBEN Oydep, ¥ BIeMeHTapPHHM
AJIOMUHUN B KOJIMUECTRE NpUbIM3UTEIIbEHO 0,125 MT B BUIE

npubtamzurensHo 0,5 Mr docdaTa aOMMHUA.
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KPATKOE OIMCAHHUE SUTYP

[0089] durypa 1: XpoMaTorpaMMa DKCKJIIO3UOHHON BOXX
IIOKAa3EBAEeT KMHETUKY pPeaKUuy KOHBOIMPpOBaHuMs cepoTtuna 7F  (A),
ceporuna 14 (B), cepormna 19F (C), cepormna 3 (D), ceporuna 6A
(E) m ceporuna 6B (F).

[0090] durypa 2 xpoMaToIrpaMMa DKCKJIO3MOHHON B3XX
IOKa3bBaAeT KMHETUKY PpPeakuMy KOHBOIMPOBAHMA cepoTtmmna 5  (A),
ceporuna 9V (B), ceporuna 18C (C), ceporuna 3 (D), ceporuna 6A
(E) m ceporuna 6B (F).

[0091] OQurypa 3: VIMMYHHE OTBET Ha PAa3JIMUHBEE CEPOTUIE Y
KPOJIMKOBRB, VIMMY HUB3UPOBAaHHBIX o KOMITIO 3ULIMEN o HaCTOoAmEeMYy
M300peTeHNn, KaK OIMCAaHO B IpuMmepe 3.

[0092] OQurypa 4: VIMMYHHE OTBET Ha PAa3JIMUHBIE CEPOTUIE Y
KPOJIMKOB, WMMYHM3MPOBAHHEIX BaKLUMHOM Prevnar 13®.

[0093] OQurypa 5: WVMMYyHHEM OTBEeT Ha Pa3JIMUHEE CEePOTHUIIE Yy
KPOJIMKOB, VIMMYHUB3UPOBAHHEIX opyTon KOMITO3ULIKEeN HaCTOSWeIo
nzobperTeHnss, OIMCAHHOM B IpuMmepe 4.

[IOOPOEBHOE OIIMCAHUE

[0094] B onHOM BapMaHTe OCYUECTBJIEHMS HacTosAuee usobpereHue

OTHOCUTCS K  KOMIIOBULUM  I[THEBMOKOKKOBOMY  BAaKLMHEIL, conepxamen
[THEBMOKOKKOBEE MOJIMCaxXapuIk, B KOTOPOM onmMH I BoJsiee
[MTHEBMOKOKKOBEIX MoJMCaxapuion pencTaBIIsoT cobon HATVBHLIE

[MHEBMOKOKKOBLIE [TOJIMCAXAPUIEL.

[0095] B IpyITOM BapuaHTe ocyluecTBJIeHUS HacTodluee
nzobpereHme  OTHOCHMTCS K  KOMIIO3MUMM [MHEBMOKOKKOBOM  BaKLIMHE,
comepxanel MNHEBMOKOKKOBLE MMOJMCAXAPUIL, B KOTOPOM OIUH UK Oojee
IITHEBMOKOKKOBEIX IIoJiMCaxapuioos (l)paI‘MeHTMpOBaHbI, nu cpenHAdasda

MOJIEKYJIAPHaA MaccCa KaxIooro us @paPMeHTMpOBaHHHX ITHEBMOKOKKOBEIX

nom/xcaxapmnOB MeHblIe, gyeM Y HATVBHOIO ITHEBMOKOKKOBOI'O
nmoymcaxapuia.
[0096] B IpyTOM BapMaHTe oCylleCTRJIEHUS HacToduee

nzobpeTeHre  OTHOCUTCH K  KOMIIOBMLMKM  IIHEBMOKOKKOBOW  BaKIIMHEH,
comepxaueM I[HEeBMOKOKKOBEHE I[IOJIMCaXapMIel, B KOTOPOM KaXIslM U3
IIHEBMOKOKKOBHEIX I[OJIMCAXapMIOB Iepell KOHBOIMPOBaHMEM C OeJIKOM-—

HOCHUTETIEM AKTVBVPOBAH InocpenCrToOM l-umano-4-guMe TUIIaMUHO—



21

nupuonHusaTerpadpropdbopara (CDAP) ¢ of6pazoBaHueM »0upa LMAHOBOMU
KIMCJIOTEHL.

[0097] B OIpYyTOM BapUaHTe OCYyWEeCTBJIIEHUSA HacTodmee
M306peTeHme OTHOCHUTCSHA K KOMIIO 3LV IIHEBMOKOKKOBOM! BaKLWMHE,
comepxamey MHEBMOKOKKOBEIE [NOJIMCaAXapUIb, B KOTOPOM OIOMH uIM Oojee
IIHEBMOKOKKOBBIX IOJIMCAaXapUIOB, I[IPUCOEIMHEHE K aMMHOTpylile Oejka-
HOCHTENS HanpaMyln WIXM OPUCOeIMHEeHEl K aMMHOTPYINe C  IIOMOML
criercepa.

[0098] B OpyITOM BapuaHTe OCyHEeCTBJIEHUA HacTosuee
Mso6peTeHme OTHOCHUTCHA K KOMIIO 3L [IHEBMOKOKKOBOM BAaKIMHEI,
comepxamel [THEeBMOKOKKOBEE IIOJIMCAaXapWUIH, B  KOTOPOM CIIeMCepOoM
aBJjigeTcsa nmcTrTaMmH, nmMcreaMmH, I'eKCaHIMaMMH, INTrmagpasmn
AIUINIVMHOBOM KM CJIO TH (ADH) , EDAC NI EDC (l-sTm1-3-(3-
IMMe TUITaMUHOTIPOIINIT) KapOOIMMMIAIT) .

[0099] B OpyI'OM BapuaHTe OCYyIIeCTRIJICHMI HacTosuee
nzobpereHne OTHOCHMTCS K  KOMIIO3MLMM  I[THEBMOKOKKOBOM  BaKUMHEL,
comepxamey IHeBMOKOKKOBEE I[IoJiMcaxapuisl M3  OIHOI'O wuim  OoJiee
cCepoTurios u BOeJIOK—-HOCUTEJb, npu 2ToM  OeJyiIok—-HOoCuUTeJlb  PsalA
npezcTaByseT cobon MOIMOMLIMPOBAHHEINI PsaA 178 He COIEPXUT
TUAPOOOOHEM N-KOHLEBOM JIMIEPHLM IIeNTHUI] IMKOIT'O TuIla.

[0100] B IpyIr oM BapMaHTe OCYHIECTRJIIEHUS HacTosuee
nzobpeTeHne OTHOCUTCH K  KOMIIOBMUMM  IIHEBMOKOKKOBOM  BaKLMHEH,
corepxamer I[HEeBMOKOKKOBEIE IIOJMCAaxapuas M3 OAOHOTO uim  Bojiee
cepoTurior u  BOeJIOK—-HOCUTEJb, npy 2ToM  OesIOK—HOCUTeJIb  PsalA
comepxuT 290 aMMHOKMCIIOT.

[0101] Hacrosmee nsobpeTeHne OTHOCUTCSH K KOMITO3ULIUM
IIHEBMOKOKKOBOM BaKILMHE, CoIepXxamelr OBa MWIM 0ojilee CepoTUIIOB
KaIllCyYJIbHBEIX IITHEBMOKOKKOBBIX noJjJimcaxapmuios, KB.?K,JII:II\/J[ ns3 KOTOPEIX 10
OTOEeJIbHOCTHU KOHBIOI'MPOBAH C GGHKOM—HOCMTeHeM, 12 B HacTOAIEM
M306peTeHMM STO Ha3ZkIBAeTCHd KOHBROI'aTaMM nom/xcaxapr/m—ﬁienorc I/I/MJ’[M
KOHBIOTaTaMM . Ecnm 3TU KOHBIOTATE BKJIOUEHE] B KOMITO3ULIMIO
IIHEBMOKOKKOBOM BaKLMHE 110 MK300peTeHM, [THEBMOKOKKOBasg BakKlMHA
ABASEeTCHA IIOJNMBAJIEHTHOM BaKIIMHOM C KOHBOITATOM ITHEBMOKOKKOBEI
nonmMcaxapmun-0eJsok (TakXe Ha3bBaAEMOM B M300pEeTeHUM I[IOJIMBAJIEHTHOU
KOHBIOTUPOBAHHOM BaKLMHOM, KOHBIOTHMPOBAHHOM BaKILMHOM n/nnu

noamcaxapmn-0eJkoBOM KOHBOIMPOBAHHOM BaKLMHOM). B IHOONOJHEeHME K
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KOHBIOTMPOBAHHOM

[IOJIyUeHUs

HEKOTOPBIX

BaKIMHBL

BKJIKYATBH

BaKIMHE,

BapmMaHTax
ARJIACTCH
OIMH wuIM BoJjiee

oBa

U/ Mayu BBENEeHUS

IOJIMBAJIEHTHOM

NI OoJiee

HacToO4duee

TaKoMm

OoCyHeCTBJIEHMUS

KOHBROI'aTOB.

nsobpeTeHne

BaKIMHEL

KOMITO3ULINA
VMMYHOT'€HHOM

Hanpumep,

IITHEBMOKOKKOBEIX

1% KB.)K,HI:HZ M3 IIHEBMOKOKKOBEIX IIOJIMCaxapmnioB BbI@paH

OTHOCSAWMXCHA K ceporunam 1, 2,

3, 4, 5, 6A, 6B, 6C, 7F, 8, OSSN, 9v, 10A, 11, 12F, 14, 15A, 15B,
15C, 1le6F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B,
24¥, 31, 33F, 34, 35B, 35F, 38, 39 u 45.

[0103] B HeKOTOPHIX BapMaHTax OCyHeCTBJIEHUS KOMITIO 3ULIM A
[MHEBMOKOKKOBOM BAKLMHE SBJIS€TCH IIOJIMBAJIEHTHOM M BKJKOUAET I[ISTh
ITHE BMOKOKKOBEBIX MTOJIMCAaAXaAPUIIOB (5-rajyexHTHada), IeCcAaThb
ITHEBMOKOKKOBEIX MOJIMCAXAPUIIOB (10-BajyieHTHasa), OIMHHAILATEh
[THEBMOKOKKOBEIX IoJIMCaxapniios (l1l-paJsienTHasd), oBeHaaluaThb
[THEBMOKOKKOBEBIX TIOJIMCAXAPUIIOB (12-BajieurHas) , TPUHAAUATh
ITHEBMOKOKKOBEIX MIOJINCAXAPUIIOB (13-BajyieHTHas) , yeTHpHallaTh
ITHEBMOKOKKOBEIX rnoJimMcaxapmuinos (l4-pasienTHasa) , naTHaOUuaTh
ITHEBMOKOKKOBEIX [IoJIMCcaxapmuios (15-paniedrHada), mecTHaguaTb
[THEBMOKOKKOBEBIX IOJINCAXAPUIOB (l6-BajsieHTHada) , CeMHaauaThb
[THEBMOKOKKOBEBIX IoJIMCaxapmios (17-BajieHTHas), BOCeMHanalaThb
[THEBMOKOKKOBBIX MOJIMCAaXapPUIOB (18-BajyienTHada), ODeBsSITHAOLATH
[THE BMOKOKKOBBIX IOJIMCAaXapuUIoB (19-BajyiedTHada), IBaluaTb
[THE BMOKOKKOBBIX oJincaxapmuinoB (20-BajyiedTHaa), IBAILIATH OIOVIH
[IHEBMOKOKKOBHI nojucaxapun (21-BajienTHad) , OBalllaTh oBa
IIHEBMOKOKKOBEIX noJjucaxapuia (22-BajiedTHadg) , IOBAOLIAThH TPU
IIHEBMOKOKKOBEIX  IIoJiMCaxapula (23-BajienTHad) , OBANOLATH UeTHpE
IIHEBMOKOKKOBEBIX noJmcaxapuia (24-BajienTHad) , OBAOLATH NIaTh
INHEBMOKOKKOBEIX NOJIMCAaXaPUIOB (25-BajyiedTHAada) , IOBanllaTh mecThb
MTHEBMOKOKKOBBIX IoJncaxapuion (26-BajyiedTHada) , IBalllaTh ceMb
IHEBMOKOKKOBEIX [NOJIMCAXAPUIOB (27-BajieHTHad) , IBanOllaTh BOCEMb
ITHEBMOKOKKOBEIX IIOJIMCAXAPUIOB (28-BayeHTHaga), IBalllaTk IEBATH
IHEBMOKOKKOBEIX IoJIMCaxapuion (29-BameHTHada) I TPUIOLATH
IIHEBMOKOKKOBEIX IHOoJMcaxapmunos (30-majeHTHas). B IpyrMx BapuaHTax
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OCYHECTBJIEHUA  KOMMIO3MIMA [THEBMOKOKKOBOM  BAKIMHE [IPEOCTABRJISET
cobom kommnosuumpo 10-BaneHTHOM, l4-BajentHowm, l15-BanenTHom, 17-
BAaJICHTHOM, 18-BaJIeHTHOM, 19-BaJjieHTHOM, 20-BaJyiIeHTHOH!, 22—
BAaJICHTHOM, 23-BaJIeHTHOM, 24-BaJICHTHOMMIIU 25-BajienTHOM
IIHEBMOKOKKOBOM BAaKLIMHE.

[0104] HeoxmMImaHHO BHSABJIEHO, UYTO KOMIO3MULIMM IOJIMBAJIEHTHHX
IIHEBMOKOKKOBEIX KOHBIOTUPOBAHHHX BaKLWH COTJIaCHO HacTosAleMy
n30BpeTeHMn AT  YIYUIIeHHHY MMMYHHBI OTBEeT IO CPAaBHEHMI C
IIOJIMBAJIE H THEIMMA IHEBMOKOKKOBLIMM BaKIMHaAMU, comepXxamrMm
IHEBMOKOKKOBBEIE  [NOJMCAXAPUIH, He  KOHBOIMPOBAHHEIE C OejkamMum-—
HOCUTEJIAMHA. BoJiee KOHKDPETHO, KOMIIO3ULIUA IOJIMBAJIC HTHEIX
IHEBMOKOKKOBHEX KOHBOTMPOBAHHEIX BAaKLMH 10 HACTOSHEMY M300peTeHuo,
K YIOUBJIEHUD, oKazajiChb HauboJee >bbeKTUMBHEIMY, Korma
[THEBMOKOKKOBEE  IIOJIMCaAXapuIs M3 OIHOI'O wmiau  ©OoJiee  CEepPOTUIIOB
Streptococcus pneumoniae OBJIM KOHBOIMPOBAHE C PsalA wn/wmim CRMigy.

[0105] Bejskm-HOCUTENM IIPeICTaBJIgOT COOOV HETOKCHMUHBEE U He
peakToTeHHEe OeJIKM, KOTOPBE MOTI'yT OBTE IIOJIYYEHE B JOCTATOUYHOM
KOJMYeCcTBE ¥ C IOCTATOUHOM CTEelleHBI  UUCTOTH. B  HEKOTOPHIX
BapMaHTax OCYIeCTBJICHUS HacrTosguee nsobpeTeHne OTHOCUTCH K
KOMIIOBULIMM ITHEBMOKOKKOBOM KOHBOTMPOBAHHOM BaKLMHB, COIepXallen
onmH wuiu Oojyiee OeJIKOB-HOCUTEJIENM, KOHBOTMPOBAHHEX C ONHUM WM
HECKOJIbKMMM  [ojmcaxapuinamu S.pneumoniae (KOTOPEIEE  HACTOSAIEM
n300peTeHM HAaB3BBATCS «IHEBMOKOKKOBEIM IIOJMCAXAPUIOM») . IlyTeMm
KOHBOTUPOBAHUS [MHEBMOKOKKOBOTO MOoJMcaxapuia c ©OeJIKOM—HOCHUTeJIEM
YBEIMUMBAETCS MMMYHOT'€HHOCTB DTOTO I[IHEBMOKOKKOBOI'O MHOJMCAXapuUIa
IO CPaBHEHMI C HEeKOHBOITUPOBAHHBM I[IHEBMOKOKKOBEM I10JIMCAXAPUIOM.
Noaxomamme IJiS HACTOAWETO M300peTeHMs OeJKM-—HOCUTENM HOOJIKHEL OBITH
OPUTOOHE IJIS CTAHOAPTHHEX METOIMK KOHBOTUPOBAHMUA.

[0106] Besiok CRMig97 mnpencraeisgeT coOOM BapMaHT IOUQTEPUMHOTO
TOKCUHA U [GBJSEeTCS HETOKCHMUHBIM IJIS MCIOJAL30BAHMS B BAaKLUMHAX.
MoxHO BuIensaTs CRMig7 M3 kKynbType wramma C7 (B197) Corynebacterium
diphtheriae, BHPAIEHHOM B CpeHde Ha OCHOBe Kas3aMMHOKMCIIOT U
IPOXXKEBOT'O SKCTpakTa. MoxHO rnosIy4daThb CRMig7C IIOMOIIBIO
PEKOMOMHAHTHOM TEeXHOJIOTUHA B COOTBETCTBUU co cnocobawmu,

ONMCAaHHBEIMM B naTteHTe CIA N 5614382.B kadecTBe aJlbTEPHATURE,
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CRM1i97 MOTYT OBITH NOJIyUYEeHE PEeKOMOMHAHTHO B COOTBETCTBUU C
M3BECTHEIMM B JIMTepaType crnocobamuy, Wiy B COOTBETCTBMM CO
criocoBoM, ONMCAHHEIM B ONyBAMKOBaHHOM 3aaBke PCT WO 2016/079755.
MoxHO BBIIIOJIHATD OUMCTKY CRM197 nyreM yabTpaduisTRpaLMy,
npeuunurTaumuy CcyjabdaToM aMMOHMS, MOHOOOMEeHHOM XpoMaTorpadmu unu
IPpYyTvMM Ccrocofamm, XOPOWO M3BECTHHEIMM B IAaHHOM OO0JaCTH.

[0107] B HEKOTOPHIX BapMaHTax OCYHECTRBJIEHUS I[THEBMOKOKKOBHE
NOJIMCaxapuOsl COIJIACHO HACTOSUWEeMy M300pPEeTEeHMI KOHBIOIMPOBAHEL C
OIHVM WJIM HECKOJbKMMK OeJKaMM-HOCUTEeaMu. Hanpumep, KaxXOsli II0
OTHEJILHOCTHM I[THEBMOKOKKOBHM MOJMCAXapuI KOHBOIMPOBAH C OejnxoM-—
HOCUTEJIEM. B  IOpyr¥x BapuaHTax OCYHEeCTBJIEHMS  ITHEBMOKOKKOBOMU
IOJIMCaxapun, B KOJIMYECTEBEe OoJsiee OHHOTO, KOHBOIMPOBAH C OeJIKOM-—
HOCUTEJIEM. Hanpumep, oBa IHEBMOKOKKOBEIX nojimcaxapuna, TPU

IIHEBMOKOKKOBEIX IIOJIMCaXapnia, 4YeTHpe IITHEBMOKOKKOBEX IIOJIMCaxXxapuia,

IIATH ITHEBMOKOKKOBEIX rnojimcaxapmaos, mecCThb IIHEBMOKOKKOBEIX
IIoJIMCaxapmnios, ceMb ITHEeBMOKOKKOBBIX InoJimcaxapmnlios, BOCeEMb
ITHEBMOKOKKOBEIX InoJjmcaxapmios, IeBATb IITHEBMOKOKKOBBEIX
[IoJiMcaxapmniaon 1Z8)8%1 JeCATb ITHEBMOKOKKOBEIX IIoJyimcaxapmniaos
KOHBIOI'MIPOBAHEL C OeJIKOM—HOCHUTeJIeM. B HeKOTOPRIX BaprmaHTax

OCYUWECTBJIEHMS ITHEBMOKOKKOBEIM I[1OJIMCaXapull KOHBOIMPOBaAH Oojiee uem
Cc onHuM OeJIKOM-HOCHUTeJieM. Hanpumep, [HEBMOKOKKORBEI [IOJIMCAXAPUI
KOHBIOTUPOBAH C ONHMM OEJIKOM—HOCHTEJIEM, OBYyMsS OeJIKaMM-HOCUTEJISIMHU,

TPeMA BenxaMmM—HOCUTEJISMHA M/MHM YeTBEIPbMA BenKaMM—HOCUTEJIAMA .

[0108] B HEeKOTOPHIX BapMaHTax OCYHIECTBJICHUS UI0OOpeTeHus
OeJIOK—HOCUTEIb npencrTaeiasgeT cobom PsaA. B IOTIOJIHUTEJIb HEIX
BapMaHTax OCVYIIECTBJIEHUSA VCIIOJIb3YETCH KoMOMHauMA BesKoB-

HOCHUTENIeM, KOoTopas BKJIKNUYAET »Ora uiIu 0Oojiee OeJKOB—-HOCUTEJEN,
TakmMx kak PsaA wm CRMioy, KaxIHM M3 KOTOPHX MO OTIASNLHOCTU
KOHBIROIMPOBAH C KaXIbM "3 IITHEBMOKOKKOBEIX II0JIMCaXapulIoB. B PAFOLARIZD-¢
BapMaHTax OCYWEeCTRBJIeHUS OEJIKOM—HOCUTEJIeM SBRJIAOTCSA OBa OejKa-
HocuTend, Bkiandanime PsaA m CRMioy.

[0109] B HEeKOTOPHIX BapMaHTax OCyHWeCTRBJieHMS O6eJIOK-HOCUTEJb
BeIOpPaH ™3 OIJHOTO wWIM ©OoJyiee clenyoumx 6O6enkoB-HocuTesnel: Psal,
CRMio7, VMHaKTUBUPOBAHHEE faxKTepMrasbHEE TOKCWHEI, Takue Kak
CTOJIOHAYHEILM AaHATOKCUMH, KOKJIOWHEY aHAaTOKCHMH, XOJIEPHBIM AaHAaTOKCUH,

SK30TOKCMH A M3 CHUHETHOMHOM  [aJIOuKM, DakTepuasibHEe  OeJku
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HApPYyXHOM MeMOpPaHE, TaKMe KakK O&JIKOBHEM KOMIIJIEKC HapyXHOM MeMOpaHH
(OMPC) , IIOPMVHEL, TPpaHCOEepPpPMH—CBASEBANINKE Oenku, [IHEBMOJIM3UH,
PspA, mnentmmazsa Cha U3 CTPENTOKOKKA TPYNNE A MIM TPYNNE B i
Benmoxk D w3 Haemophilus influenzae, OBaJILOYMUH, reMOoluVaHuH,
(remoumaHMH JUMOE yauTkM KLH), OBUMM CHBOPOTOYHHM anbOymmH (BCA)
M OUMIEHHBM OEJIKOBEM HOepuBaT TyOepkKyJauHa (PPD).

[0110] Kpome TOTO, OIOMH MIM OOJiee KOHBOT'ATOB MOXET BKJIOUATH
HATUBHEHE OCJIKM-HOCUTENM (HANpWMep, IUKOTO Tuna), W/WUiv OIOUH WK
DoJslee KOHBOI'ATOB MOXET BKJIUYATb OEJNKM—HOCUTEJM, MOOUPMLMPOBaHHEIE
M3 WX HaTMBHOM GOpPMEI B HeHATMBHY OGopMy (Hanpumep, Oelku,
JIVIIEHHBIE  OIHOM WM  HECKOJbKMX  aMMHOKMCJIOT  TEeHHO-MHXEHEPHHM
crnocodboM) . B  HEKOTOPEIX BapMaHTaxX OCYWECTBJIEHUS OEJIKU-HOCUTEIN
MOXHO KOHCTPYMPOBATHL C yIajleHMeM OIOHOTO wulIu 0Oojee OeJIKOBHX
JIOMEHOB, TakMxX KakK JMIEPHHN IernTui, WixM C YyiaJleHueM IpyTUx
IIOMEHOB, KOTOpPEE MOT'yT MMeThb HeXeJlaTeJIbHEEe [OJi KOHBII'aATOB
COTJIACHO HacTosmeMy wl3obpeTeHuio cBoMcTsa. Harnpumep, PsaA wmoxeT
nIpencTaBiaTh cobom OeJIOK—HOCKUTEeJIb ns 290 aMMHOKUCJIIOT,
CKOHCTPYUPOBAaHHEM C OTCYTCTBUEM TMOpoQoBHOTO N-KOHIIEBOTO
JIMOEePHOT'O IenTuraa, MMenlero MHIekc ImupornaTmum 2,052.

[0111] B HEKOTOPHIX BapmaHTax OCYHEeCTBJIeHMA HacrToduee
nzobpeTeHre OTHOCUTCS K  BaKUMHHOM  KOMIIO3MLUMM C  KOHBOI'aTOM
[IHEBMOKOKKOBHIM noamcaxapui-0esox, KOTOpasd COHOEPXUT
IIHEBMOKOKKORBEE I[IOJMCAXaPUIOL (HAaIpMMep, KalCyJIbHEE I[IHEBMOKOKKOBHE
nojgmMcaxapunel) , Bei®OpaHHele U3 cepormunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7, 8, 9N, 9v, 10A, 11, 12¢, 14, 15A, 15B, 15C, 16F, 17F, 18C,
19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F, 31, 33F, 34,
35B, 35F, 38, 39 wum 45. Kaxnoul u3 BHOPAHHEIX [THEBMOKOKKOBEIX
IOJAMCaxXapuIoB I[I0 OTHEJIbHOCTM KOHBOIMPOBaH C OeJIKOM—-HOCUTEJIEM
PsaA, wuiIu HnepBas 4YacCThb U3 BHOPAHHBIX [NHEBMOKOKKOBEIX [NOJIMCaAXaPUIOB
KOHBIOTUPOBAHA C PsaA, ¥ BTOpasd YacTb M3 BHOPAHHBIX [IHEBMOKOKKOBEIX
IonmMcaxapunos kKoHeOIMpoBaHa ¢ CRMigy. B moboM M3 3THUX BapMaHTOB
OCYHWEeCTBJIEHMA BakKLMHHAS KOMIIO3MUMSA C KOHBIOIAaTOM ITHEBMOKOKKOBEIM
nonmcaxapun-0eJok MHNpencTaBJsgeT CcoB0M MUMMYyHOTEHHYI IOJMBAJIEHTHYIO
KOMIIOBMIIMIO C KOHBITaTOM I[IHEBMOKOKKOBEM IOJNMCaxXapull—0esioK, TaKyo
kak lO0-BajeHTHas, l13-mrajieHTHas, l4-paneHTHas, l1l5-manenTHasa, 17-

BaJIeHTHAad, 18-BpaneHnTHaga, 19-paneHTHad, 20-BajieHTHAaH, 22—
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BaJIeHTHAHA, 23-BaneHTHAaS, 24-BaJIeHTHASAWIIU 25-BajieHTHAHA
VMMYHOTEeHHAasA IOJIMBAJIEHTHAA KOMITIOB3ULMS C KOHBIOT'aTOM
IIHEBMOKOKKOBHIM MHOJIMCAXapUI—0eJIOK.

[0112] B HEKOTOpPHX BapMuaHTax OCYLIECTBJIEHNUA HacrodAlee
nzobpeTeHMe OTHOCUTCS K  BaKUMHHOM  KOMIIO3ULMM C  KOHBIOI'ATOM
IIHEBMOKOKKOBBIM noamcaxapuin-0esox, KoTOpasd COOEPXUT
IIHEBMOKOKKOBEE I[OJMCAXaPUIOL (HANIPMMEP, KalCyJIbHEE [IHEBMOKOKKOBHE
nojmMcaxapunel) , BeIOpaHHele M3 ceporunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7, 8, 9N, 9v, 10A, 11, 12F, 14, 15A, 15B, 15C, 1le6F, 17F, 18C,
19F, 1%A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F¥, 31, 33F, 34,
35B, 35F, 38, 39 wm 45. Kaxnoei u3 BHOPAHHEX [THEBMOKOKKOBHIX
IOJMCaxapuioB [0 OTHOeJIBHOCTM KOHBOIMPOBaH C OeJIKOM—-HOCUTEJIEM
PsaA. B IOpyIMx BapMaHTax OCYLWECTBJIEHMS IIepBas YacTb M3 BHOPAHHBIX
[THEBMOKOKKOBEIX I[IOJIMCAaXapMIOB KOHBIOI'MPOBaHa ¢ PsaA, u BToOpasd
YacThk ¥3 BHOPAHHBIX I[THEBMOKOKKOBEIX IIOJIMCaXapMIlOB KOHBOIMPOBaHa C
CRM197- B sgwoboM M3 3TUX BapMAHTOB OCYIIECTBJIEHMS  BaKLMHHASA
KOMITO3MLMS C KOHBIOT'aTOM [THEBMOKOKKOBLIM noyiMcaxapun-oeJsiox
npenacrapjgsgeT CcoboM  MMMYHOI'@HHYI  I[IOJIMBAJIEHTHYK  KOMIIOBUIMID C

KOHBII'aTOM ITHEBMOKOKKOBBIM nonmcaxapmn—6eﬂ0K, TaKYIO Kak 10-

BaJIeHTHAasd, 13-BajienTHas, l4-pajsieHTHasa, l5-BanenTHaga, 17-
BaJIEHTHASA, 18-BajyieHTHASH, 19-pajyieuTHasa, 20-BayiedurHasa, 22—
BaJIeHTHAH, 23-BajyieHTHAada, 24-pajieHTHas W 25-BajieHTHAda
VMMYyHOT'€HHAa [MOJIMBAJIEHTHA A KOMITOB3ULIM S c KOHBOT'ATOM

IMTHEBMOKOKKOBEIM NOJMcCaxapull—06eJoK.

[0113] Eue B OIIHOM BapuaHTe OCyleCTRJIEHUA HacTosaumee
nzobperTeHre OTHOCUTCHS K  BaKUMHHOM  KOMIOBUIMM C  KOHBOITATOM
THEBMOKOKKOBEIM nonucaxapun-6esgox, KoTOpas CONEepPXUT
IHEBMOKOKKOBHEE TOJIMCAXAPUIL (HANPUMEP, KalCyJbHEE TMTHEBMOKOKKOBBIE
nojmMcaxapuiel) , BeOpaHHBIE U3 ceporunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7¥, 8, 9N, 9v, 10A, 11, 12¥, 14, 15A, 15B, 15C, 1ler, 17F, 18C,
19F¥, 19a, 20A, 20B, 22F, 23A, 23B, 23F¥, 24B, 24F%, 31, 33¥, 34,
35B, 35F, 38, 39 m 45. B »TUX BapuaHTax OCYWECTBJIEHMS 10 MeHbUIEeM
Mepe TPU ns3 BEIOPA&HHEIX MTHEBMOKOKKOBEIX IONMCAaXapuIioB o
OTHEJIbLHOCTM KOHBIOTUPOBAHH C OeJIKOM-HOoCuTesieM PsalA, U KaxIsl u3
IOTIOJIHUTEJIb HEIX THEBMOKOKKOBEIX IONMCaxXapmunoB o OTHOEeJIbHOCTH

KOHBIOTUPOBaH C OenkoM-HocuTesieM CRMig7. B jpOOM M3 3TUX BapPUAHTOB
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OCyHmeCTRBJICHMA BaKIMVMHHAA KOMIIO3VIIVMA C KOHBROIATOM ITHEBMOKOKKOBHIM
nonucaxapun-0eJoK MNIPpelcTaBJsgeT CcOo0O0M UMMYHOTEHHYI I[IOJIMBAJIEHTHYIO
KOMIIO3MLMI C KOHDBIOI'aTOM IIHEBMOKOKKOBHIM HOHMC&X&pMH—GGHOK, TarKy

kak lO0-BajexnTHas, l13-BayieHTHas, l4-pajieHTHas, l15-BaneHTHas, 17-

BaJIeHTHAada, 18-panenTHaHd, 19-pajienTHad, 20-BajieHTHasda, 22—
BaJIeHTHAasd, 23-BajieHTHAa4a, 24-BajileHTHAasa 1ZRpZE 25-BajieHTHada
VMMYHOTEeHHAadg IOJIMBAJICHTHAS KOMIIOBULIMA c KOHBIOTaTOM

IIHEBMOKOKKOBEM OJIMCaxXapul—0eJIoK .

[0114] Eume B OIOHOM BaApMaHTe OCYHEeCTRJISHUSA HacToduee
nzobpeTeHnMe OTHOCUTCS K  BAKUMHHOM  KOMIIO3ULMM C  KOHBOIATOM
MTHEBMOKOKKOBHIM nonmucaxapun-0esyox, KoTOopasd COTEPXUT
IHEBMOKOKKOBEE TOJIMCAXaAPUIL (HANPUMEP, KalCyJIbHEE I[THEBMOKOKKOBEIE
noJmMcaxapuinsl) , BeOpaHHEIEe U3 ceporunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7F, 8, 9N, 9v, 10a, 11, 12%, 14, 1b5A, 1b5B, 15C, 16F, 17F, 18C,
19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F, 31, 33F, 34,
35B, 35F, 38, 39 m 45. B 5TuUX BapMaHTax OCYUECTBJIEHMS I[10 MeHbIIeMn
Mepe IlepBble II8Th M3 BHOPAHHBIX [MTHEBMOKOKKOBBIX [10JIMCAXapUIOB,
KaxXZIHM 10 OTIeJIbHOCTM, KOHBOI'MPOBAHEL C OeJIkOM-HOocuTesieM PsaA, u
1o MeHbleNn Mepe BTOpPHE I9Th [IOJNINCaxapuios, KaxX s 1o
OTHeJIbLHOCTHY, KOHBOIMPOBAHE C OejnkoM—HocuTesieM CRMig7. I[lepBEE II8TH
13 BHIOPAHHBIX I[THEBMOKOKKOBBIX I[IOJIMCAXapUIOB BHOPAHE M3 CEPOTUIIOB
i, 2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, 9N, 9v, 10A, 11a, 12F, 14,
15A, 15B, 15C, 16F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B,
23F, 24B, 24F, 31, 33F, 34, 35B, 35F, 38, 39 m 45, um BTOpPHE MIATH
nojamMcaxapminos BHOpaHw u3 ceporunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7, 8, 9N, 9v, 10A, 11, 12, 14, 1b5A, 15B, 15C, 1e6F, 17F, 18C,
19F, 19a, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F¥, 31, 33F, 34,
35B, 35F, 38, 39 u 45. B @Opyrux BapuaHTaxX OCYHWEeCTBJIeHUS IIepBad
YAaCTb M3 BHOPAHHBIX I[MTHEBMOKOKKOBHX IIOJMCAaXapUOOBR KOHBOITMPOBAHA C
PsalA, ¥ BTOPYH UYaCTbhb U3 BHOPAHHBIX I[THEBMOKOKKOBHIX IIOJIMCAXapUIOB
KOHBIOITUPOBaHa ¢ CRMig97. B J0OOM M3 5THMX BapMaHTOB OCYUECTBIIEHUS
BaKUMHHAA KOMIIO3ULMS C KOHBOIATOM I[THEBMOKOKKOBHEM IIOJIMCAXAPUII—
BeJlok HpencTaBjigeT CcoOOM MMMYyHOT'EHHY IIOJIMBAJIEHTHY KOMIIO3MLIMIO C
KOHBIOI'aTOM  I[IHEBMOKOKKOBEIM IoOJMCaxapul-06eJoxk, Takyilo kak 10-
BaJjieHTHAad, l4-BpaneHTHag, 15-BajeHTHAaH, l7-BanexnTHadg, 18-

BaJIeHTHAad, 19-panenTHaga, 20-BaJjileHTHAaHd, 22-BaJIeHTHAaHd, 23—
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BaJIeHTHAasd, 24-BayileHTHAAUIIU 25-BajieHTHag VMMYHOT E€HHAasA
NONMBAaJIEHTHAaA KOMIO3ULIUA C KOHBIOTAaTOM MTHEBMOKOKKOBLIMA
nojmcaxapun-0eJsoxK.

[0115] Eue B OIOHOM BapMaHTe OCYHEeCTRJIEHUA HacToduee
nzobpeTeHMe OTHOCUTCA K  koMnosuumy 14-BajleHTHOM  BaKLMHE C
KOHBIOT'@TOM IIHEBMOKOKKOBEIM IIOJIMCaxapul-0eJylok, KOTopas COIEePXMUT II0
MEeHbIEeN Mepe TPU IIHEBMOKOKKOBEIX nojucaxapmuna (HanpumMep,
KalCcyJbHEE I[THEBMOKOKKOBEHE I[IOJIMCAXAPUILI) , BHOPAHHEE M3 CEPOTUIIOB
1, 2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, 9N, 9V, 10A, 11, 12F, 14, 15A,
158, 15C, 1le¥r, 17F, 18C, 19F, 19A, 20A, 20B, 22F¥, 23A, 23B, 23F,
24B, 24¥, 31, 33F, 34, 35B, 35F, 38, 39 wu 45, xoTOpHE
KOHBOTUPORBRAHE ¢ PsaA. KpomMe Toro, KOMIO3ULMS 14-BaJIeHTHOMBAKLIWHE
C KOHBOTATOM IIHEBMOKOKKOBEIY  I[IOJIMCAaAXAPUO-0EJIOK  OOMNOJIHUTEJIBHO
COIEePXMT T[I0 MEeHbIIey Mepe I[I8Th I[MTHeBMOKOKKOBHIX I[I0OJIMCAaXapUIoB,
BeIOpPAHHEIX M3 cepoTunos 1, 2, 3, 4, 5, 6A, 6B, eC, 7F, 8, 9N, 9V,
10a, 11a, 12¥, 14, 15A, 15B, 15C, 1ler¥, 17F, 18C, 19F, 19A, 20a,
20B, 22F, 23A, 23B, 23F, 24B, 24°F¥, 31, 33F¥, 34, 35B, 35F, 38, 39
n 45, KoTOpeE KOHBOIMPOBAHEI C CRMig7.

[0116] Eme B OIIHOM BapmraHTe OCYUIECTBIIEHUS HacToOslee
nzobperTeHre OTHOCUTCS K  Komiosuumy 15-BajleHTHOM  BAaKLMHEL C
KOHBIOT'ATOM I[THEBMOKOKKOBBIM [OJIMCaxapua-0eJioK, KOTOopas COHNEPXMUT IO
MeHbIeNn Mepe TPU IITHEBMOKOKKOBBIX noamcaxapmuia (HanpuMep,
KariCyJibHEIE I[THEBMOKOKKOBHEE IIOJIMCaAXapPWUIL), BHOPaHHBE M3 CEPOTUIIOB
i, 2, 3, 4, 5, 6A, 6B, e6C, 7F, 8, 9N, 9v, 10A, 11A, 12F, 14,
15A, 15B, 15C, 16F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B,
23F, 24B, 24, 31, 33F, 34, 35B, 35F, 38, 39 wm 45, koTopme
KOHBOTUMPOBAHE C PsaA. Kpowme TOTO, KOMITIO3MLIMA 15-BajleHTHOM
BAKLMHEL c KOHBIOI'aTOM IIHEBMOKOKKOBEIM noJncaxapmun-0eJjyox
IOOMNOJIHUTEJIBHO COHNEPXMUT I[I0 MeHblleM Mepe HOATh [THEBMOKOKKOBEIX
noJmMcaxapmnos, BeHOpaHHEIX U3 ceporunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
¥, 8, 9N, 9v, 10A, 11a, 12¥, 14, 15A, 15B, 15C, 1eF, 17F, 18C,
19F, 19a, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F%, 31, 33F, 34,
35B, 35F, 38, 39 m 45, KOTOpPHEe KOHBOIMPpOBaHE C CRMig7.

[0117] B HEKOTOPBIX BapMaHTax OCyHIeCTRJIEHUS HacToguee
nzo6peTeHre OTHOCUTCHA K  KOMONOsUUMM 17-BaJIeHTHOM  BaKLUUHEL C

KOHBIOTATOM ITHEBMOKOKKOBEIN HOHMC&X&pMH—6eHOK, KoTopad ComepXmT IO
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MEeHbIIEeNn Mepe TPU IIHEBMOKOKKOBEIX rnojMcaxapuna (HanpumMep,
KalCyJjbHEE IIHEBMOKOKKOBEHE [IOJMCaxapumnbl), BbIOPaHHEHE M3 CepOTHUIIOB
i, 2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, OSN, 9v, 10a, 1l1a, 12F, 14,
15aA, 15B, 15C, 1l6F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B,
23F, 24B, 24F¥, 31, 33F, 34, 35B, 35F, 38, 39 wm 45, xoTophe
KOHBOTUPOBaHE ¢ PsaA. Kpome TOrO, KOMIIO3ULMA  17-BajIeHTHOM
BaKLMHEL C KOHBIOT'aTOM THEBMOKOKKOBHIM rnojmcaxapun-06esox
IOOMIOJIHUTEJIBHO CONEPXMT [0 MEeHBUIeW Mepe I[ATb [HEeBMOKOKKOBEIX
IoJMcaxapunos, BHOpPaHHBIX U3 cepoTtunor 1, 2, 3, 4, 5, 6A, 6B, 6C,
7F, 8, 9N, 9v, 10A, 11A, 12¥, 14, 15A, 15B, 15C, 1e6F, 17F, 18C,
19¥, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F, 31, 33F, 34,
35B, 35F, 38, 39 m 45, xoTOpbEe KOHBOIMPOBAaHE C CRMig7.

[0118] B OPYTUX BapMaHTax OCyLEeCTBJIEHNUSA Hacrodlee
nzobperTeHre OTHOCHTCS K  kowmrosuuum 20-BajleHTHOM  BaKUMHEL C
KOHBIOT'aTOM I[THEBMOKOKKOBEI I[0JiMCaxapui-0eJioK, KOTopas COINepXMUT IIO
MeHbien Mepe TPU [MTHEBMOKOKKOBEIX ronMcaxapuia (HanpumMep,
KalicyJjibHEE I[THEBMOKOKKOBHE I10JIMCaXapwniEl), BHOPaHHBE W3 CEPOTUIIOB
i, 2, 3, 4, 5, 6A, 6B, e6C, 7F, 8, 9N, 9v, 10A, 11aA, 12F, 14,
15aA, 15B, 15C, 1e6F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B,
23F¥, 24B, 24¥, 31, 33F, 34, 35B, 35F, 38, 39 wm 45, koTopme
KOHBIOTMPOBaHE ¢ PsaA. Kpome Toro, xomriozuumsa 20-BajIEeHTHOM
BaKLMHEL c KOHBIOI'aTOM [THEBMOKOKKOBEI rnojmcaxapua-0esox
IOIIOJIHUTEJIBHO  CONEPXMT I[10 MEeHblIel Mepe IIATb [IHEeBMOKOKKOBEIX
nmojJmMcaxapmnos, BeOpaHHBIXx U3 cepormunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7¥, 8, 9N, 9v, 10A, 11A, 12¥, 14, 15A, 15B, 15C, 1e6F, 17F, 18C,
19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F, 31, 33F, 34,
35B, 35F, 38, 39 m 45, xOTOpPHE KOHBOTUPOBAHE C CRMig7.

[0119] B DOONOJHUTEJILHEIX BapMaHTax OCYHIeCTRJIEHUS HacTodlee
nzobpeTeHne OTHOCUTCS K  KOMIO3UIMKM 22-BaJIEHTHOM  BAKIMHE  C
KOHBIOI'ATOM I[THEBMOKOKKOBEIM IONIMCaAXapUI-0eJIoK, KOTOopas COHOEPXMUT IO
MeHbIIEN  Mepe - OATh IIHEBMOKOKKOBEIX  [MOJIMCaXapmnioB (HanpuMep,
KalcyJbHEE I[THEBMOKOKKOBEE TIOJIMCAXapPMUIE), BEHOPAHHEE M3 CEPOTUIIOB
1, 2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, 9N, 9v, 10A, 11a, 12F, 14,
15a, 15B, 15C, 1ler, 17F, 18C, 19F, 197, 20A, 20B, 22F, 23A, 23B,
23¥, 24B, 24F%, 31, 33F, 34, 35B, 35F, 38, 39 m 45, OTOpEE

KOHBIOTMPOBAHEL C  PsaA. Kpome  ToOTO, KOMIIOBULIMA  22-BaJIEHTHOU
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BaKLIVHEL c KOHBIOI'aTOM ITHEBMOKOKKOBEIM/ nonucaxapmun-0eJoK
IOTIOJIHUTEJILHO COIEPXMT [0 MEeHbIIeM Mepe OATb I[THEBMOKOKKOBBIX
IoJMcaxapmnos, BHOpaHHBIX U3 cepoTtmnos 1, 2, 3, 4, 5, 6A, 6B, 6C,
7%, 8, 9N, 9v, 10A, 11a, 12¥, 14, 15A, 15B, 15C, 1e6F, 17F, 18C,
19F, 1%9A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F, 31, 33F, 34,
35B, 35F, 38, 39 m 45, KOTOpPBE KOHBIOIMPOBAHEL C CRMig7.

[0120] B HEKOTOPHIX BapMaHTax oCyHeCcTRIJISHUS HacTogmee
nzobpeTeHmMe OTHOCUTCS K  KOMIOBUUMM 24-BaJIeHTHOM  BAKILMHEL C
KOHBIOT'ATOM I[THEBMOKOKKOBEIM IIOJIMCaxapun-0eJIoK, KOTopas COLOEPXUT IO
MeHBLIIeY  Mepe  IOAThH MHEBMOKOKKOBEIX  ITOJIMCAXaPUIOB (HanpuMep,
KalcyJibHEE I[THEBMOKOKKOBBE TOJIMCaXapuIbl), BHOPaHHBE W3 CEPOTUIIOB
i, 2, 3, 4, 5, 6A, 6B, e6C, 7F, 8, 9N, 9V, 10aA, 11A, 12F, 14,
15aA, 15B, 15C, 1e6F, 17F, 18C, 19¥, 19a, 20A, 20B, 22F, 23A, 23B,
23F, 24B, 24%, 31, 33F, 34, 35B, 35F, 38, 39 wm 45, koTopmEe
KOHBOTMPOBaHe ¢ PsaA. Kpome  ToOTO, KOMITOBULIMSA  24-BaJIEHTHOM
BaKL{MHEL c KOHBOI'aTOM ITHEBMOKOKKOBEIM rioyiMcaxapni-06esoK
JIOTIOJIHUTEJILHO  COIePXMT I10 MeHblley Mepe IISTh I[THeBMOKOKKOBBIX
rnoJsimcaxapmuos, BeIOpaHHBIX M3 cepoTmnioB 1, 2, 3, 4, 5, 6A, 6B, 6C,
7F, 8, 9N, 9v, 10A, 11A, 12¥, 14, 15A, 15B, 15C, 1e6F, 17F, 18C,
19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F¥, 31, 33F, 34,
35B, 35F, 38, 39 m 45, KOTOpEHE KOHBOIMPOBAHEI C CRMig7.

[0121] Eume B OIHOM BapmaHTe OCYHIEeCTRJIEHUSA HacTosumee
nzobperTeHne OTHOCUTCS K  KOMIOBMIMKM 25-BajIeHTHOM  BAKIMHE C
KOHBIOI'aTOM I[THEBMOKOKKOBLIM IOJIMcCaxapui-0eJioK, KOTOopas CONEepPXMUT IO
MEeHbIIeY  Mepe  IISTh I[THEBMOKOKKOBEIX  I[TOJIMCAXaPUIIOB (HanpuMep,
KariCyJIbHEIE ITHEBMOKOKKOBEE IIOJIMCAXapUILl) , BHOPAHHEE M3 CEPOTUIIOB
1, 2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, 9N, 9v, 10aA, 11, 12F, 14, 152,
15B, 15C, 16¥, 17¥, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F,
248, 24¥, 31, 33F¥, 34, 35B, 35F, 38, 39 wu 45, xoTOopme
KOHBIOTUMPOBAHEL C  PsaA. Kpome  TOTO, KoMIIo3muumusa 25-BaJIeHTHOM
BaKLIMHEL c KOHBIOT'aTOM THEBMOKOKKOBEIM rnnonycaxapuli—0eJoK
IOTIOJIHUTEJIBHO  COIEPXMT IO MEeHBIIEM Mepe ATk I[THEBMOKOKKOBEBIX
noamMcaxapminos, BeOpaHHBIX U3 cepormunos 1, 2, 3, 4, 5, 6A, 6B, 6C,
¥, 8, 9N, 9v, 10A, 11a, 12¥, 14, 15aA, 15B, 15C, 1e6F, 17F, 18C,
19F, 19a, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F%, 31, 33F, 34,

35B, 35F, 38, 39 m 45, xoTOpBE KOHBOIMPOBAaHE C CRMig7.
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[0122] B OPYTHUX BapMaHTax OCyleCTRJISHUA HacToduee
nzobpeTeHre OTHOCUTCA K  KOMHIORMIMM 14-BajIeHTHOM  BAKILMHEL C
KOHBIOTATOM ITHEBMOKOKKOBBIM NOJMcCaxapun-0eJiok, KOTopas COIEPXUT
IIHEBMOKOKKOBEE IOJIMCaXapuIbl (HanpuMep, KalCyJibHble THEBMOKOKKOBEBIE
nonucaxapunel) , BeOpaHHBIEe U3 cepormnor 1, 3, 4, 5, 6B, T7F, 9V,
14, 18C, 19A, 19F, 22F, 23F wu 33F. Ilo mMeHbmeN Mepe cepoTun 3 u
cepoTun 6B M3 BHOPAHHEIX CEPOTUIIOER KOHBIOTMPOBAHH C PsalA, ¥ KaxXIObM
3 ojHoro wunu ©Oojee cepoTunoe 1, 4, 5, T7F, 9v, 14, 18C, 19A,
19F, 22F, 23F um 33F koubrupoBaH Cc CRMig7.

[0123] B OPYyTUX BapMaHTax OCyHIECTRJIEHUSA HacToOsuee
nzobpeTeHnMe OTHOCUTCHA K  KOMIO3ULIMK 14-BaJleHTHOM  BAKIMHE C
KOHBIOTATOM [MHEBMOKOKKOBHM nOJMcCaxapun-06eJokx, KOoTopasa COIEPXUT
IHEBMOKOKKOBEE TOJIMCAXapPUIL (HANPUMEpP, KalCyJIbHEE TMTHEBMOKOKKOBEHE
noJjimcaxapmumnel) , BHOpaHHEHE U3 cepoTunos 1, 3, 4, 5, 6A, 7TF, 9V,
14, 18C, 19A, 19F, 22F, 23F mu 33F. Ilo MeHbHEeMy Mepe CcepoTur 3 u
cepoTurl 6A M3 BHOPAHHEIX CEPOTUIIOBR KOHBIOIMPOBAH C PsaldA, M KaxIibwM
3 onHoro wnu 6Gojsee cepoTurnioe 1, 4, 5, 7F, 9v, 14, 18C, 19A,
19F, 22F, 23F um 33F xoHBorUpoBaH C CRMigy.

[0124] B JONOJIHUTEJIBHEIX BapMaHTax OCYIECTBJIEHUS HacToslee
nzobpereHne OTHOCUTCHS K  KOMIIOsMUMM 15-BajIeHTHOM  BaKUMHEL C
KOHBIOTATOM ITHEBMOKOKKOBLIM noJMcaxapun-06eJokx, KOoTopas COIEPXUT
IHEBMOKOKKOBEE IIOJIMCAXaPUIE (HaIpUMep, KalCyJIbHEE [THEBMOKOKKOBBIE
nojamcaxapumnel) , BHOpaHHHE U3 cepoTmnos 1, 3, 4, 5, 6A, 6B, TF,
ov, 14, 18C, 19A, 19F, 22F, 23F m 33F. Ilo MeHbUIelM Mepe CEePOTMUIIE
3, 6A m 6B u3 BHIOPAHHHX CEPOTUIIOB KOHBOI'MPOBAHH C Psal, ¥ KaxIeM
n3 omHoro wnmu 6Gojee ceporTunos 1, 4, 5, T7F, 9v, 14, 18C, 19A,
19F, 22F, 23F u 33F xoubruposaH ¢ CRMigy.

[0125] B HEKOTOPBIX BapMaHTax oCyHleCTRJIEHUS HacTodgumee
nzobpeTeHne OTHOCUTCS K  KOMOO3ULIMKM 17-BajIeHTHOM  BAKIMHE  C
KOHBOTATOM MHEBMOKOKKOBHEM NOJMCAXAPUN-0&JIOK, KOTOopas COIEPXUT
IIHEBMOKOKKOBEE I[OJMCAXAPUIE (HaOpuMep, KalcyJibHEEe [IHEBMOKOKKOBEE
noJmcaxapuinel) , BHOpaHHEE M3 ceporunos 1, 3, 4, 5, 6A, 6B, TF,
ov, 12r, 14, 18C, 19A, 19F, 22F, 23F, 33F u 35B. Ilo MeHbIieV Mepe
cepoTunel 3, 6A M 6B u3 BEOPaHHEIX CEPOTUIIOB KOHBIOIMPOBAHE C Psal,
M KaXIBM M3 OomHOTO wuiau Oojiee ceporunos 1, 4, 5, 7F, 9v, 12F, 14,

18C, 1%a, 19F, 22F, 23F, 33F u 35B xoHBOIMpPOBaH Cc CRMig7.
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[0126] B HEKOTOpPHIX BapMaHTax OCYHMECTBJIEHMS  HaCTOodAmee
nz3obpeTeHue OTHOCUTCSH KKOMIIOBMUMMZ 0 —BaJIEHTHOM BaKUMHE e
KOHBIOTaTOM I[IHEBMOKOKKOBEIM [oOJMcCaxapun-0eJioK, KoTopas COHEPXUT
IIHEBMOKOKKOBEE IOJIMCaXapuIbl (HanpuMep, KalCyJibHble THEBMOKOKKOBEBIE
nonucaxapunel) , BeOpaHHBIE U3 cepormnor 1, 3, 4, 5, 6A, 6B, 7TF,
9v, 11, 12¥, 14, 15B, 18C, 19a, 19¥, 22F, 23F¥, 33F, 35B m 45. Ilo
MeHbIIeY Mepe CcepoTuisl 3, 6A M 6B w3 BHOPaAHHEIX CEPOTHUIIOB
KOHBIOTUPOBAHE C PsaA, ¥ KaxIell M3 OINHOTO WM ©Oojiee CepoTUMIOBR 1,
4, 5, 7¥, 9v, 11A, 12Fr, 14, 15B, 18C, 19A, 19F, 22F, 23F, 33F,
35B u 45 xoHBOOITMPOBaH ¢ CRMig7.

[0127] B IPYyITUX BapMaHTax OCyHeCTRJIEHUSA HacTogmee
nzobpeTeHrMe  OTHOCUTCS K  KOMIO3UIUKM 22-BaJIEHTHOM  BAKIMHHE  C
KOHBOI'aTOM I[IHEBMOKOKKOBEIM [oOJIMCaxapun-0eJIoK, KOoTopas COOEepPXUT
THEBMOKOKKOBEE TIOJIMCaAXapuIEl (HaNpUMep, KalCyJibHEE I[THEBMOKOKKOBEE
rnosmcaxapmuel) , BHOpaHHEHE U3 cepoTmnos 1, 3, 4, 5, 6A, 6B, TF,
9v, 10A, 12¥, 14, 15A, 15B, 18C, 19%Aa, 19F, 22F, 23F, 33F, 34,
35B w 38. Ilo w™MeHbllIeM Mepe cepoTursl 3, 6A m 6B wm3 BrOpPaHHBIX
CEePOTUIIOB KOHBOI'MPOBAHEL C PsaA, ¥ KaxIeM M3 OIHOT'O wuiu OoJee
cepormunios 1, 4, 5, 7F, 9v, 10aA, 12¥, 14, 15A, 15B, 18C, 19Aa,
19F¥, 22F, 23F, 33F, 34, 35B m 38 xoHwBoOIUpPpOBaH C CRMig7.

[0128] B IpyIrmx BapMaHTax OCyHeCTRJIEHUS HacTosuee
nzobpeTeHre OTHOCUTCA K  KOMIOBUIMK 22-BaJIEeHTHOM  BAKIMHHE — C
KOHBIOT'AaTOM I[MHEBMOKOKKOBHEIM IOJMcaxapuin-0eJox, KoTopas COIEPXUT
IIHEBMOKOKKOBEIE IIOJIMCAXapuIbl (HANpuMep, KallCyJibHEE I[MTHEBMOKOKKOBEHE
nojamMcaxapunel) , BHOpaHHHE U3 ceporunos 1, 3, 4, 5, 6A, 6B, TF,
ov, 10A, 12¥, 14, 15A, 15B, 18C, 1%A, 19r, 22¥, 23F, 33F, 34,
35B u 38. Cepormner 1, 3, 6A, 10A, 12F, 15A 15B, 22F, 34, 35 u 38
U3 BHIOPAHHBIX CEPOTUNOB KOHBOITUPOBAHE ¢ PsaldA, ¥ KaxOoem U3
ceporunoe 14, 5, 6B, 7F, 9v, 14, 18C, 19, 19F¥, 23F wu 33F
KOHBOIUPpOBaH ¢ CRMig7.

[0129] B IpyTUx BapUaHTax oCyHIECTRJIEHUS HacTodauee
nzobpeTeHMe OTHOCUTCA K  KOMIO3ULIMM 24-BajIeHTHOM  BaKIMHE C
KOHBIOTaTOM I[HEBMOKOKKOBBM HOJIMCaxXapuin-6eJ0kx, KOoTopasd COIEPXUT
[THEBMOKOKKOBEE IIOJIMCaAXapuIsl (HAaNpMUMep, KallCyJibHEE I[THEBMOKOKKOBEE
noamMcaxapunel) , BelOpaHHBlE M3 cepormunos 1, 3, 4, 5, 6A, 6B, 7F, 8,

9v, 10a, 12¥, 14, 15A, 15B, 1leF¥, 18C, 19a, 19F¥, 22F, 23F, 33F,



33

34, 35B u 38. Cepormnwu 1, 3, 6A, 8, 10A, 12F, 15A 15B, 1l6F, 22F,
34, 35 m 38 wu3 BLOPaHHBX CEPOTUIIOB KOHBIOITMPOBAHH C PsaA, wu
Kaxmoum m3 ceporunoms 14, 5, 6B, 7F, 9v, 14, 18C, 19A, 19F, 23F u
33F xouwrMpoBaH C CRMig7.

[0130] KoMmosmuuuy KOHBIOTATOB [THEBMOKOKKOBBIM [IOJMCAXaAPUI—

BeJloK HO HaCTOSWeMy MSO@peTeHMD JOIIOJIHMTEJIBHO comepXxaT OIHO WJIM

HEeCKOJIbKO M3 CJeIylMx  BelleCTB: bapMalleBTUUECKM  [IPUEMIIEMEIL
HOCHUTEJIb, bapMaLleBTUYECKHU IPVIEMIIEMBIN pasbaBuTElNb, bybep,
KOHCEpPBAaHT, cTabuIamMs3aTop, anbOBAHT u/ IrobUIMIUpYyolee
SKCLMIIMEHT . Hanpuwmep, KOMIIO 3ULIUNA KOHBIOTATOB IHEBMOKOKKOBEIM

nojmcaxapmn-0eJi oKk IO HacCTofAlleMy M300pPEeTeHMI MOTYT COOepXaTh
bapmaneBTUYECKM ~ OPMEMJIEMHM  HOCUTEJL. B  HEeKOTOPHIX BapuaHTax
OCYHEeCTRBJIEHUS KOMIIO3ULMY KOHBOTATORB I[THEBMOKOKKOBHM I[IOJIUCAXAPUI—
Besiok 0 HaCTOAMEMY M300peTeHM CcomepxaT 110 MeHbmenm Mepe 10
[THEBMOKOKKOBEX I10JIMCaXapuilos, BHOPAHHHX W3 cepoTurnos 1, 2, 3, 4,
5, 6A, 6B, oC, 7F, 8, SN, 9v, 10A, 11A, 12¥, 14, 15A, 15B, 15C,
l6F, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F,
31, 33F, 34, 35B, 35F, 38, 39 wm 45. Kaxmem u3 BHOPAHHHX
CEepOTUIIOB I10 OTIAEJIBHOCTM KOHBIOTMPOBaAH C PsaA minmM C KoMOMHalUMemr
PsaA m CRMi97, M C QapMalUeBTUUECKM I[IPUEeMJIEMBEIM HOCUTEJIEM.

[0131] B HEKOTOPHIX BapMaHTax OCYHECTRBJIEHMS I[THEBMOKOKKOBHE
IOJINCAaXapPUILL, MCIIOJIb 3y EMEIE B KOMIIOBMLMAX 1o HacTodameMy
n300peTeHnn, MOT'YT OBITH BEIII€JIE HEL m3 OIHOTI'O WUIn BoJiee
MUKPOOPT'@HM3MOB (HarpmuMmep, W3 IIHEBMOKOKKOB) B COOTBETCTBUM C
OBmWEeNnPUHATEIMM criocobamm. Hanpumep, I[THEBMOKOKKOBHE IIOJIMCaXapMIb
MOTYyT OBITH TIIOJIyUeHE B COOTBETCTBUM C MI3BECTHHMM METOIMKAMMA.
KpomMe TOT0, OUMCTKY IIHEBMOKOKKOBHEIX I[IONMCAXaAPUIOB MOXHO BBIIOJHATH
B COOTBETCTBMM C ONMUCAHHEM B nOyoauxaumm PCT WO 2016/174683 Al
criocoboMm.

[0132] BrlmejieHHBIe I[IHEBMOKOKKOBEE [IOJMCAXaAPUOE MOTYT OHBTbH
OUMIIEHEL B COOTBETCTBUM C OODWENPUHATEMM CclocofaMM ¥ MOTYT OHThH
MCIIOJIE30BAHEL B CBOEM  HaTuUBHOM  dopmMme. B 1mpyrux  BapuaHTax
OCyumeCTBJIEHUS, BHLIEJIEHHEE u ouMIIeHHEIE IIHEBMOKOKKOBEIE
IoaMcaxapmuiel MOT'yT OBTE QparMeHTUMPOBAHBEL IJi8 IIOJIYUEeHMS OIHOTO WM
BoJee bparMeHTOB ITHEBMOKOKKOBBIX IoJMcaxapuuos, u cpenHasa

MOJIEKYJIAPHAaA Macca Kaxamoro ux @paPMeHTOB ITHEBMOKOKKOBOTI'O
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nonycaxapuina MeHbIle, uYeM CPeIOHAA MOJIeKyJIIpHas MaccCa BBISJIEHHBIXU
OUMIIEHHEIX ITHEBMOKOKKORBEIX IIOJIMCAXAPUIOR.

[0133] B OIpYyTOM BapUaHTe OCYyWEeCTBJIEHUSA HacToduee
nzobpeTeHMe  OTHOCHUTCS K  KOMIIO3MLUMM  I[IHEBMOKOKKOBOMW  BaKUMHE,
comepxauey IMNHEBMOKOKKOBHE I[OJIMCAXapHuIbl, M pasMep MOJIEKYJ KaXIoI'O
ns IIHEBMOKOKKOBEIX  I[OJIMCAXAPUIOB HaxXOOUTCHA B nuaras3oHe oT
npubtnuzurensHo 150 xlJa nmo 450 xla.

[0134] B OpyT oM BapuaHTe OCYyHEeCTBJIEHUSA HacTosAmee
nzobpeTeHmMe OTHOCHUTCS K  KOMIIO3ULMM [THEBMOKOKKOBOMW  BAaKLMHE,
comepxamer OoInuH WM 0oJiee CepOTUIOB KAalCyJIbHEIX I[THEBMOKOKKOBHX
IONMCaXapuUIoB, KAaXIBM M3 KOTOPHX IO OTIEJILHOCTM KOHBOTUPOBAH C
DEesIKOM—HOCHUTEJIEM, HaIPUMEpP, B BUIe KOHBOTATA IIOJMCaAXapuI-»0esyiok,
IPpY DTOM KaXIBM KOHBOTAT NOJIUCAXaPUI-0eJIOK MMeeT MOJIEKYJISIPHYD
mMaccy or npubimaurensHo 1500 xIa mo npubmmzurensHo 15000 kla.

[0135] B apyrux BapraHTax OCYHIeCTRIIEHUSA BHIIIEJIEHHEIE u
OUMIIEHHEIE [THEBMOKOKKOBEE [IOJIMCAXapUIE [1epell KOHBOIVPOBAHWEM C
OITHUM VIV HEeCKOJIbKMMMA BeslkaM1M—HOCUTeJIaMU MOT'Y'T OBITE
AKTUBUPOBAHE. HarpuMmep, BHIEJIEHHHE ¥ OUMUIeHHBE [THEBMOKOKKOBEHE
rmoJsiMmcaxapmuiuel MOT'yT OBITE AKTUBMPOBAHE (HaANpMUMep, IIyTeM XUMUUECKOU
peakumu) repell KOHBOI'MPOBAHMEM C OIHMM WJIM HECKOJIBKMMM OesyikaMu-—
HOCUTEJISMUA . Kax e ns3 AKTUBUPOBAHHEIX ITHEBMOKOKKOBEIX
IoJMcaxapmunoe MOXeT OBTb 10 OTIEJIBHOCTM KOHBOIMPOBaAH C OeJyikoM-—
HOCHUTEeNeM, C oOpa30BaHMEM KOHBITATa oJaMcaxapui-0esiok (HanopuMmep,
TJIMKOKOHBIOTATA) . B IOPYI'MX BapMaHTax OCYIEeCTBJIEHUS OIOMH uiu oBojee
us AKTUBVPOBAHHEIX THEBMOKOKKOBEIX [IOJIMCaxapmunoB MOTYT OBITE
KOHBIOTUPOBAHL C OTHEJIBHEM OeJIKOM-HOCUTENEeM, W/MIM aKTUBMPOBAHHLI
IIHEBMOKOKKOBHEIM I[OJUCAXAPUIL MOXeT OBTbH KOHBOITUPOBAH C OTIEJbHBIM
BeIKOM—HOCUTEJIEM. KousoraTel MOTYT ORITL  IIOJYYEHH  M3BECTHLBIMU
criocobamm.

[0136] B HEKOTOPEIX BapMaHTax OCYHECTBJeHUS I[THEBMOKOKKOBHE
noaMcaxapmioel MOTYT OBTE aKTUBUPOBAHEL XUMMUYECKMM CclIocoboM, a
3aTeM KOHBIOIMPOBAHE C OejikaMM—-HOCUTENSIMM B  COOTBETCTBMM C
M3BECTHEIMM clocobamu, HalpuMmep, crnocobaMy, OIMCAHHBEMM B IaTeHTaxX
CliA NNe 4365170, 4673574 wm 4902506. Hanpumep, I[IHEBMOKOKKOBEE
IoaMcaxapmuioel MOT'yT OBTBb AaKTUBMPOBAHE IIyTeM OKMCJIEHMS KOHIEBOU

I‘I/I,HpOKCMJ’IbHOI\/l[ Trpylnel 0O aJipderriia C I[IOMOUILI0 OKMCIIMTEeJIA, TaKOoI'o
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KaxKk mnepuomaT (HampuMmep, [OepuomaT HaTPuA, [IepuomaT Kaaus WIu
nepuognuyeckas KucjoTa), nyTeM CIIyUuamHoOT O OKUCJIIUTEJIEHOTO
pacmenseHmus OINHOM WM HEeCKOJBKUX BULMHAJLHHEX TUIPOKCUJILHHEX TPYIII
YIJIEBOOOB M  OOpas0BaHuUsA OOHOM MM  HECKOJBKMX PeaKTOT'E&HHBIX

aJIbOCTMIOHBIX TPYIII.

[0137] [[THEBMOKOKKOBEHIE oNmMcaxapunsl MOTYT OEITH TaKxe
AKTMBMPORBRAHE C noMouwesin CDAP (1-umaHo—4-ouMe TUIIaMUHO ~IUPUIVHANI
TeTpadTopbdopaTa), C OOCIJAEOYyRIMM KOHBOIMPOBAHMEM C OIOHMM WM

HECKOJIbKMMM OeJIKkaMU—-HOCUTENIAMM, TakKuMmMu Kak PsaA, CRMig97, PspA wmim
C X KoOMOMHALIMEN . B OIPYITUX BapUaHTax OCYIECTRBJIEHUSA
IHEBMOKOKKOBEE MNOJIMCAaXapMuis, AaKTUBUPOBAHHHE nocpencrtsoM CDAP nOja
obpaszoBaHUAa LMAHATHOTO 20upa, MOTYT OBTH HANOPAMYH KOHBOTMPOBAHEL
C OIHMM MM HECKOJbKMMU OeJIKaMM-HOCUTEeJaIMM, WM KOHBITVPOBAHH C
IIOMOUIL IO criemcepa (HanpuMep, JMHKepa) . Criemicep MOXET
IIPUCOEIMHATLECA K aMMHOIPYINe Ha 0Oejike-HoCUTeJle. B HEeKOTOPBX
BapMaHTax OCYWMEeCTBJIEHUS  CleyicepoM MOI'yT OBTbL LMCTAMUH WK
UMCcTeaMrH, KOTOPHEE 00pasylonT THUOJIMPOBAHHEIM I10JIMCAaXapPull, CIIOCOOHBM
COeIMHATBLCH C OeJIKOM—HOCKTEJIEM I[IOCPEeICTBOM TUOROMPHOM CBSA3U C
MaJleMUI-aKTUBUPOBAHHEIM OeJIKOM—HOoCcHuTesieM (HalpuMmMep, C IIOMOULI
GMBS (N- (g-MaemMmnofyTUPMIIOKCHK ] CYIIbOOCYKUMHUMUIOHEY 50Up) WM C
rasio—aleTUIMPORAHHEM DeIKOM—HOCUTEJIEM (HanpuMmep, C
MCIIOJIb30BAHMEM MOIaleTUMua, sTun-mMonauerTvmana HCIL, SIAB (N-
CYKUMHMMMUOMII- (4-MonaueTaT) —aMuHoOens3o0aT) , SIA (N-CYKLUMHUMUINIT—
mnomaleTar) , SBAP (N-cyxUMHMMUOMII- 3 - (BpoMalieTaTaMmio) NponroHaT)
u/vnm N-cyxkUumMHMMMUOMII-BpomMalieTara. B OIPYyTUX BapmaHTax
OCVYHIECTBJIEHUA LIMaHa THEMN 20UpP [IPMCOENMHAETCHA c TOMOIUIL IO
TeKCaHIUMaMMHa WM OUTUIAPAa’UIa aIUIMHOBOM KUCHOTH (ADH), ¥ aMMHO-
IEePUBATUBUPOBAHHBIN caxapun KOHBIOTUPYETCH c DeJIKkoOM—HOCUTEJIEM
IIOCPENCTBOM XMMMUECKOM peakuum C kapdboaumMmuiaoMm (Hanpumep, EDAC
unr EDC) uepe3 KkKapOOKCUIIBHYID TpPYINYy Ha Oenke-HocuTese. Takue
KOHBIOTATH  ONMCAHHE B ONyONMKOBAHHOM  MEXIOYHApPOIHOM IaTeHTHOMU
3agBpke N WO 93/15760, onyGaMKOBAHHOM MEeXIYHAapPOOHOM TMaTeHTHOMU
zagBke N WO 95/08348, ony®bnMKOBaHHOM MeEXOYHAPOIHOM MNaTeHTHOM
sagBke N WO 96/29094 wn B Jsureparype, cM. Chu et al., 1983,
Infect. Immunity 40:245-256.

[0138] Ipyrue IOOXOOame Criocobwl aAKTUBALUU n/Unm
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IPUCOENVHEHUA, IIpenNHa3HAYeHHBEe OJIA MCIOJIB30BaHMA C NOJUCAXapUL-—
OeNKOBEIMM KOHBOIATaMM M BaKLUMHHEMM KOMIO3MLUMAMM IO M300PEeTEeHMD,
BKJIIOYAKT CIHOCOOBl C MCIOJB30BaHUEM KapOOOMMMMIOB, IMIAPa3UIOOB,
aKTUBHEIX CJIOXHBIX 30UpPoBR, HOpOOpaHa, P-HUTPOOEH3O0MHOM KUCJIOTH, N-
TUOPOKCUCYKLUMHUMLIAE, S—-NHS, EDC, TSTU, n opyrue CrIoCcoBHI,
ONMCAaHHEIE B ONyOJMKOBAHHOM MeXIYHapOoIHOM IaTeHTHOM 3asaBke WO
98/42721. Hanpumep, OJIS  KOHBITMPOBAHMS  MOXHO  3adelCTBOBATH
KapOOHMUJIBHEM JIMHKEP, KOTOPEIM MOXeT OHTbL [NOJydeH IIyTeM peaKLUM
CBOBOIOHOM TUIOPOKCUIIbEHOM TPYIINE caxapuna c GDI (1,1'-
KapboHMIouuMmunasoJ) (cMm. Bethell et al. J. Biol. Chem. 1979,
254: 2572-4; Hearn et al. J. Chromatogr. 1981, 218: 509-18) wu
IoCJieAyIer0 B3aMMOLNEMCTBMA ¢ OeJIkoM C ofpasoBaHMeM kapfaMaTHOMU
CBA3M. B HEKOTOPEIX BapMaHTax OCYHIECTBJIEHMA MOXHO MNPMMEHATH
BOCCTaHOBJIEHME  AaHOMEePHOI'O KOHLA IO IIePBUYHOM  I'MIPOKCMUIILHOM
TPyIne, HeoOd3aTesIbHO BBEIeHVe 3aliUThl/CHATHME SallUTH [1€PBUYHOMN
TUIPOKCUJIBHOM  I'PYIIIIHL, B3aMMOJIENCTBME I[IePBMYHOM I'MIPOKCUIILHOU
rpyrret ¢ CDI ¢ ofbpasopaHmeM CDI-kapbaMaTHOI'O IIPOMEXYTOWHOI'O
coeIMHeHuns " IIpucoenmMHeHmne CDI-kapbamMaTHOTO IIPOMEXYTOUYHOTI'O
COeIMHEeHMs K aMMHOTpyIlirne Ha Oelke.

[0139] Hampumep, JgpyIue I[MOOXONAMME CroCoOH aKTUBALMM W/UIIU
IIpMCOenMHeHu, VICIIOJIb 3y eMBIe i BaKLMHHBIX KOMIIO 3ULIUN C
[IOIMCaxapuiHoO-0eJyIKOBEIMIM  KOHBIOI'aTaMM [0 M300peTeHubn, BKJIOYAIT
crenyommy  Crocob: COPTUPOBAaHHEIE [0 pasMepy  I[IHEBMOKOKKOBHE
ojiMcaxapuis  (Hanpumep, MIpubim3nTesbHO 6 M1 COPTMPOBAHHBIX IO
pasMepy MoJMCaxapuiIoB B KOHUeHTpaumy npubnmusuresssHo 10 mr/wMi) wu
CDAP (HanpuMmep, NPUOIUBUTETIBHO 100 M/ MJT B aueToHnTpuIle
(Bec/o0BBEM) ) MOXHO CMENMBATL B CTEKJISHHOM NPOoOUPKE B COOTHOMEHUU
OpUBAM3UTENILHO 1 NOpubIM3UTENBHOK]  (HanpuMep, B3OaJITEIBAHMEM B
TedeHVe - NOpubIu3UTesbHO 1 MMHYTH) . [Ipy HeOoOXOOAMMOCTM  MOXHO
peryaMpoeaTh ypoeeHb pPH pacrTBopa nosmcaxapuna —(HanpuMmep, IO
npubnm3uTensHo 9,25 ¢ noMoubil Opubamz3urensHo 0,2M TpusTUIaMMHAa,
C B30aNTEHIBAHMEM B TeueHMe 3 MUHYT IIpM KOMHaTHOM TeMIepaType) .
HONOJIHUTEJIBHO, K AaKTUMBUPOBAHHBEIM I[THEBMOKOKKOBBEIM [IOJMCaxapuiam
MOXHO MeIJIEHHO no0aBJyisaTh PsaA (HanpmuMmep, IIpUOIM3UTEJSIEHO 4 M
pacTBopa B KOHLEHTpauuu npubamsmurenvHo 15 wMmr/Mmia)  (Hanpumep, B

COOTHOWEHUN NPUOIMBUTEJIBHO 1 HOpubIM3MTEeNIbHO K 1 ([nojmucaxapun:
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DeJIOK—HOCUTENb) ) . MoxHO peryamMpoBaTh YPOBEHB pH peaxkunm
(HanpuMep, oo IPUBIIM3UTENBHO 9,05 c ITOMOIE 0 0,2 M
TPpUMEeTUJIaMMHa), M MOXHO MNPOIOJIKaTh peakuMio (HalpuMep, NIyTeM

B30aJITEIBAHMA B TeueHMe 5 uwacoB IIpM KOMHATHOM TeMIepaType).
Peakumio CcMeCyM  MOXHO IIOHABJISATH (HanpuMep, nyreMm noOaBJIeHUS
TIIMLMHE B M3OBITOYHOM KOHLEHTPpAaUuu) .

[0140] B HEKOTOPHIX BapMaHTax OCYHECTBJIEHUS PeaKUMOHHYI
CMeChb MOXHO IOIOBepraTh ouaduibTpaluMy C MUCIOJbL30BaHMEM MeMOpPaHb!
(HanpuMep, MeMOpanel 100 K MWCO ¢ oTcedeHMEM II0 MOJIEKYJISPHOM
Macce), ¥ MOXHO OUuMmaTb croocobom renbp-xpoMatorpabum. Ilocse
avaduabTPpauMM M OUMCTKM  MOXHO  aHaJlM3MPOBAaTbh  QpakuumM HOyTeM
BKCKJII3UOHHOM XpoMaTorpadmm ¢ »OeTekliyey MHOTOYIJIOBOTO JIa3epPHOTO
pacceuBanma (SEC-MALLS) wu cnocoboM C MCIOJB30BAHMEM AaHTPOHA.
[locyie aHamnmmMsza coIepxalre KOHBIIaTE (pakuMy MOXHO OOBeIMHSATE U
duneTPOBATE B CTEPWUJIBHHEX YCJIOBMAX (HanpuMmep, C romomein 0,2 MKM
OUITE TPOR) .

[0141] TlocJsie KOHBOI'VMPOBAHMUA I[THEBMOKOKKOBEIX IIOJIMCAXaAPUIIOB C

OIHUM WJIM HECKOJIbKMMMY OeJIKkaMU-HOCUTEJIAMM KOHBII'aTH rnoJjimcaxapmia—

BeJIoOK MOXHO IIOZABEepIr'aTh OUMCTKE pasHeMM criocobaMm  (HarnpuMmep,
oforamaTs B I[JIaHe KOJIMUECTBA KOHBIOITaTa IoJiMcaxapuin-0eJok). ITu
CIIOCOOH BKJIOYAI0T ez OT'PaHUYEHUS MEeTOIUKHA
KOHLIeHTpaunmn/ 1madmiis rpaunm, ocaxneHuns/ 3JIoMpPOBaHUA, KOJIOHOUHYIO

xpoMaTorpadmn m IIYOMHHYD O(uiabTpauuio. Hamnpumep, TI[IO0CJe OUMCTKU
KOHBIOTATOB M3 BTUX KOHBIOIATOB MOXHO COCTABJIATL  KOMIO3ULUA
KOHBIOTUMPOBAHHEIX THEBMOKOKKOBEIX IOJIMCAaXapuUIOB u BesikoB o
n300pEeTEeHNI0, KOTOPHE MOXHO I[IPMMEHSATHL B KadyeCcTBe BaKLVH.

[0142] B HEKOTOPBIX BapMaHTax oCyHmeCTRJIEHUS HacTosuee
n306peTeHre OTHOCUTCS K CIOCOOY M[NOJIyUeHMs KOHBTaTa IIoJucaxapui-
Besiok  Ong KOMIIOSULMY  THEBMOKOKKOBOM  BaKLMHEHL, ONMMCAaHHOMU B
nzobpeTeHn, ¥ YKABAHHBM CIOCOD IOONOJHUTEJIEHO BKJINUAET BBEISHUE
KOHBIOTATa I[IHEBMOKOKKOBHIM IoJdMcCaxapmuin-06eJIok B COCTaB BaKIUMHHOM
KOMIIOBULIMM, BKJIOUAalIEN ambioBaHT, Oybep M BKCIUIMEHT.

[0143] B HEKOTOPBIX BapmMaHTax OCyHIECTRJIEHUS HacToduee
n306peTeHre OTHOCUTCSH K CIOCOBY IOJIydeHMsS KOHBITaTa IIoJMcaxapumn-
Besioxk  Onasda KOMIIOBULMY  [THEBMOKOKKOBOM  BaKIIMHE, ONMCAHHOM B

n300peTeHnN, opM 5TOM  AOBIOBAHT npencrapjsgeT cobom  Qocohar
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AJIIOMUHMA .

(0144] B HEKOTOPEHIX BapMaHTax OCyLEeCTBJIEHUA HacTodAmee
n300peTeHre OTHOCUTCS K CHOCODy JIedeHMSA HyXIaomerocsa B 2 3TOM
nauyeHTa, M yKaszaHHBM Ccrnocof BKJKOUaAeT BBeIeHMEe OIMCAaHHOM B
n300peTeHu KOMIO3ULMM IIHEBMOKOKKOBOM BaKUMHE HYXIZalUIEeMyCs B
3TOM NALMEHTY .

[0145] B HEeKOTOPHIX BapMaHTax OCYHECTBJIEHMS IMalMeHT MJMeeT
3abosieraHue, OOYCJOBJIEHHOEe Streptococcus pneumoniae, HalpuMep,
VMHBA3UBHYI ITHEBMOKOKKOBYI MHbexkuuio (IPD).

[0146] B oOnHOM BapMaHTe OCYUEeCTBJIEHMSA I[IalMEeHTOM SABJSAeTCH
yeJIOBEK, HaNpuMep, MiIaleHel (B Bo3pacTe NPpUDIMU3UTENIBHO MeHble 1
roma), pebOeHOK paHHeTo Bo3pacTa (0T OpubimM3uTesibHO 12 MecdueB 10
NPUBIMUBUTETIBEHO 24 MeCc4dler) , pebeHoK MIagmero OOUWKOJIEHOTO
BOBpacTa (oT npubansmuresbHO 2-X JeT 00 npubim3uTesibHo 5 JjeT),
pebeHOK CcTaplero IOUWKOJLHOT'O M MIaluero WIKOJBHOT'O BO3pacTa (oT
npubam3nTesbHO 5 JierT 1o rnpubiamsuresbHo 13 JieT), I[I0APOCTOK  (OT
npubam3nurensHo 13 ser  po npubiamsuTesibHO 18  JieT), B3POCIEM
yesiopek (oT npmbrmsamuTesbHO 18 JsieT no npubiamMsmuTesbHO 65 JsleT) wuiwm
yeJIoBeK cTapliero Bo3pacTa (crapuwe 65 jer) .

[0147] B HEKOTOPHIX BapmaHTax OCYHEeCTBJIeHMA HacrToduee
n30o0peTeHre OTHOCKUTCS K CrIocofy MHIOYKUMM MMMYyHHOI'O OTBeTa Ha
KarCyJibHEIM I[OJIMCAaXapuIHEIM KOoHBIOTAT S. pneumoniae, W yKa3aHHBHMN

crioco® BKJKNYAET BREeIeHUEe IalMeHTyY MMMYHOJIOTMYEeCKHU BQQGKTMBHOPO

KOoJMyecTBa KOMITO 3ULIUM IIHEBMOKOKKOBOM BAaKLMWHEL, ONMCAaHHOM B
n3obpeTeHn.
[0148] B onHOM BapuMaHTe OCVYIEeCTBJIeHUS CIoco® MHIAYKLMM

VMMYHHOTO OTBeTa Ha KalICyJbHBM [HOJAMCaXapMIOHBIM  KOHBOITAT S.
pneumoniae BKJIOUYAET BBEeIEHME NalMeHTy ONMCAHHOM B U300peTeHUn
KOMIIOBULIMKY IITHEBMOKOKKOBOM BAaKIMHE CHMCTEMHEM, HIOIKOXHEM IIyTEeM
U/UAN BBEICHME B CJIAUBHCTYID ODOJIOUKY.

[0149] B HEKOTOPBIX BapmMaHTax oCyleCcTRJIEHUS KOJIMUEeCTBO
KaxnoTro KOHBITAaTa B OO3€ BaKIUMHHEX KOMIIOBULIMM I[I0 M300peTeHUO
npencrapjadgeT CcoBoM KOJIMUeCTBO, KOTOpOe IOCTATOYHO IJISd MHIYKILMUU
MMYHOIIPOTEKTMBHOTO OTBETa, & MWMEHHO, MMMYyHOIIPOTEKTMBHOITO OTBeTa
6e3 BHAUMUTEJIBHBIX HeXeJlaTeJIbHEX 5200eKTOoB. KonmuuecTBO KaxmgoTro

KOoHBII'aTa MOXHO BapbMpPOBATDH B 3aBUCHMMOCTM OT I[THEBMOKOKKOBOTI'O
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cepoTuna, BMecTe C TeM, Kaxnas IJ03a BAaKIVMHHEIX KOMIIO3ULMUM MOXET
comepxaTb OT npubtamsmurensHo 0,1 MK »po npubams3uresbHO 50 MK
KaxXIoTro M3 I[IHEBMOKOKKOBBIX IIOJMCaxapumorB, oOT Hnpubims3ureanbHo 0,1
MKI' 100 npubamsamuresnabHO 10 MKID, Wi OT HNpuMOIM3UTENBHO 1 MKD 1O
OPpUOAM3UTEJIEHO 5 MKI KaXIOTO M3 I[IHEBMOKOKKOBBIX [IOJIMCaAXapuUIOoRB,
KOHBIOTMPOBAHHBIX C KaXIpM OeJIKOM—-HOCHTEJIEM, M COIepXaTb OeJIOK-—
HOCUTEJb B KOJIMYECTEBE oT IpUBINBUTEIILHO 1,5 MKI' o
NPpUOAM3UTEJIBHO 5 MKT.

[0150] B OpyITOM BapuaHTe OCyHEeCTBJIEHUA HacTosuee
nzobpeTeHrMe  OTHOCUTCH K  KOMIIO3ULMM [THEBMOKOKKOBOM  BAKIIMHE,
comepXxamey IMTHEBMOKOKKOBEE MIOJMCaAXapUIB ¥ OeJIKM-HOCUTEJM, U B
TAKOW KOMIIOBUILMM [THEBMOKOKKOBOM BAaKLVHE NPOLEHTHOE OTHOIEHUE
Benka K nojamcaxapuny (6emnokx/IC) cocraBageT oT npubimusmurensuHo 0,5
no rnpubnmauresisHo 2,0, U IIpenrnouTuTesibHOe CcooTHomeHnue ©Oejiok/IIC
cocrarnasger ot 0,7 nmo 1,2.

[0151] B HEeKOTOPBIX BapmaHTax OCYyUEeCTBJIEHMS HacToguee
nzobpereHne OTHOCUTCS K BaKUMHHBIM KOMIIO3MUMSAM C KOHBIOI'ATOM
THEBMOKOKKOBBIM nonmcaxapuin-6esox, KOTOPEIE comepxar

ITHEBMOKOKKOBEIE IIOJIMCaXapMmiel C MOHeKyHHpHOﬁ Macco¥ B JIIMariasoHe OoT

HNPUBIUIUTEIIEHO 100 xla o NPUBIUBUTEIIEHO 400 xlla, oT
IPUBIU3UTEIIEHO 125 xJa o IPUBIM3UTEIILHO 425 xIa, oT
IPUBINU3UTEIILHO 150 xJa 1o NPUBIN3UTETILHO 450 xla, oT
PUBIIU3UTETIBHO 175 xJIa o NIPUOIU3UTEJIBEHO 475 xIa, oT
MPUBIN3IUTEIIEHO 200 xJa o npudIM3UTEILHO 500 xIa, oT

npudbnmuzaurensHo 250 xlda #mo npubamsurensxHo 550 xJa wam o7
npudmmzaurensHo 300 xlJa mo npubmmzaurensHo 600 xla.
[0152] B OPpYTHUX BapuaHTax OCyUEeCTBJIEHNUSA Hacrosumee

M306peTeHme OTHOCUTCHA K BaKUVHHBIM KOMIIOBMLIMAM C KOHBIOI'aTOM

IIHEBMOKOKKOBHIM I[IOJIKMCAXapun-0eJoK, comepxamvM OOUH MM OoJjee
KOHBIOTATOR nogmucaxapmun-0eJyjox, MOJIEKYJIAPHASA Macca KOTOPEBIX
HaxXodgMUTCH B ouarnasoHe oT OPUDIU3UTENBHO 1000 xJlla o
IPUOIU3UTETIEHO 10000 xlla, oT NPUOIU3UTETIBEHO 1500 xlla 0o
IpUOAU3UTETIEHO 15000 xI, oT OPUOAUBUTEIIEHO 2000 xlla o

NPUOIU3UTEIIEHO 20000 xla, oT NPUOAM3UTEIILHO 2500 xJa o
npubtnmzurensHo 25000 xHa wmiam oT npubiamsurenbHo 3000 xIa mo

npudtamzurenssHo 30000 xla.
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[0153] BakuUmMHHEE KOMIOBMLIMM C KOHBIOTATOM I[THEBMOKOKKOBEI
nojaucaxapun-0eJsyiok  COIJIACHO HAaCTOAWlEMY WM300peTeHMI MOTYT OHTH
MB3TOTOBJIEHE C IIOMOWBI M3BECTHHX CcIocobor. Tak, HaOPUMEpP, MOXHO
oesaThb BaKLMHHBE KOMIIO 3ULIUM c KOHBIOTAaTOM IHEBMOKOKKOBEIM
nogmcaxapmn-0esoxk ¢ ¢QapMalLeBTUYECKM IIpMeMJIEMEIM pazfaBuUTesIeM WK
HOCUTEJIEM, HaOpuMep, C BONOM WIM O(QUIUOJOTUUECKVM PaCTBOPOM.
JONMOJIHUTEJIbHO, BAaKLMHHBE KOMIO3MIMM C KOHBIOIATOM I[IHEBMOKOKKOBEIM

HOﬂmcaxapmn—GenOK MOT'YT OOIIOJIHUTEJIBHO cogepXxaTb OIOHO I

HECKOJIBKO n3 CIIe oy BElIeCTB : Oydep, KOHCEPBAHT W
cTabuamsaTop, noaucopbar, aIbioOBAHT, TaKOM1 Kak coenmMHeHMs
AJIIOMMHW A, HallpriMep, I'MOIpOoKCHO AJIIOMVIHVI A, @OC®aT AJIIOMMHUM A MIIN

muapokcubochaT asmoMuHUSA, U/ UM JIUOOUIMBUPYRIIEE 3KCLUUIMEHT. MOXHO
IejlaTb BHOOP B OTHOHWEHUM BKJIIDUEHMS JIOOOT0 M3 YKABAHHEIX BHIIE
COeIMHEeHMN B BaKLUMHHBIE KOMIIO3ULIMKY C KOHBOI'ATOM ITHEBMOKOKKOBEI
nosmMcaxapuin—-0eJsiok 110 M300peTeHMIo B 3aBMCMMOCTM OT criocoba u IIyTu
BBEJIEHUS TaKOM KOMIIO3ULUMM HYXIAKMIeMyCcs B 3TOM IalUMeHTy, U
JIOTIOJIHUTEJIBHO, MOXHO MWCXOIUTH M3 CTaHIapTHOM OdapMaleBTHUUYeCKOM
MParKTUKA .

[0154] B HEeKOTOPBIX BapuaHTax OCYyUIEeCTBJIEHS HacToguee
n3obpeTeHrne OTHOCUTCS K CIIOCOOY IIOJIYYeHMs YeTHpHaIlaTKu—-BaJIEHTHOM
KOMITO3ULINM C KOHBIT'aTOM ITHEBMOKOKKOBEIM nogucaxapun-0esox,
KOTOpas COHEepPXUT [IHEBMOKOKKOBBE  I[IOJIMCAXaPUIH, BLIOpaHHBIE U3
ceporunos 1, 3, 4, 5, 6B, 7F, 9v, 14, 18C, 19A, 19F, 22F, 23F u
33F, npM TOM II0 MEHbIIeN Mepe CepOoTHUIH 3 M 6B KOHBOIMPOBAHE C
PsaA, u omauH wunu Oojee wu3 ceporunos 1, 4, 5, 7F, 9v, 14, 18C,
19A, 19F, 22F, 23F u 33F kouworuposausl ¢ CRMigy. Crnocod noaydeHmus
YeTHPHAAIATHU-BAJIEHTHOW KOMIIOBULUMYM C KOHBOTATOM I[THEBMOKOKKOBHIM

nonmcaxapmn—6en0KanmqaeT cllengyrnumre sTarlibl:

(a) Pa3OEJIbHOCKOHBOIMPOBAHKE OOHOTO VI BoJee nu3
YeTHpPHAOLATH INIHEBMOKOKKOBEIX HONMMCAXAPUOOB (Hanpumep,
AKTUBUPOBAHHEIX NNOoCpencTBOM CDAP) C MMMYHOT'€HHEIM BesikoM~—

HocuUTesleM, TakuM Kak PsalA wu/mnm CRMioy,

(b) omadmiapTpanmsa " ouMCcTKa KOHBIOTaTOB C TTOMOIUIEL IO
BKCKJIO3MOHHOM XpomaTorpadun,

(c) aHaJms OUUIEe HHEIX dpaxumy criocobowm SEC-MALLS,

oBbenMHEeHNe dbpaxumi, coIepxaumx KaXIpl us YeTHPHAaOLaTH
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KOHBIOTATOR, M CTepuIM3almd IOCPEeOCTBOM OQMIbLTpaALMM MOHOBAJIEHTHHX
KOHBOTMPOBAHHEX Opakumii, U

(d) cocTarJieHVEe KOMIO3MUMM W3 UYETHPHAOULUATKM KOHBOIATOB (B
KOJIMUECTBE KaxIoIro CepoTuUla, HalpuMmep, OT OpUMbIMBUTEJIBEHO 2,2 IO
4,4mkT, PsaA B KOJIMUEeCTBE oT NPpUOIM3UTEIIEHO 5 MK oo
npubnusnuresabHo 10 Mrr, m CRMig97 B KOIMYECTBE OT NPpMOIMBUTENBHO 15
MKI OO NpuMOAM3UTEJILHO 36 MKI'), anbioBaHTa (HanpuMmMep, oGocdara
aJIIOMMHMUS) , BCIOMOTATEJIbHOTO BemecTBa ¥ BOybepa IOd [DOJNYyYEeHUS
YeTHPHANOLATU-BAJIEHTHOM KOMIOSUIIMKY C KOHBOTATOM I[THEBMOKOKKOBEIM
nojaucaxapun-0eJsox.

B HeKOTOPHX BapMaHTax OCYHEeCTRJIEHMS UYeTHpHaOlaTKU-BaJIeHTHAad
KOMIIOBUILMSA C KOHBOTATOM I[THEBMOKOKKOBBIM IOJAMCAXaPUI-0eJIOK MOXET
IPOXOIUTE QUIIBTPALMK (HanpuUMep, B aCeNTUYECKUX YyCJOBUAX) .

[0155] B HEKOTOPBIX BapmaHTax OCYHIECTBJIEHUS HacTogmee
nzobperTeHre OTHOCHUTCS K Crocofy IIOJIYUYeHMs UYeTHPHAaOlaTH-BaJIEHTHON
KOMITOBULIMM C KOHBOI'aTOM [MHEBMOKOKKOBEM IOoJAMCaxapul-0esyok, wu
yKazaHHasa KOMITO3MUMSA COIIEPXUT [THEBMOKOKKOBEIE [IOJICAaXaAPWUIIH,
BeIOpPAaHHEIE %3 cepoTunos 1, 3, 4, 5, 6A, 7F, 9v, 14, 18C, 19A,
19F, 22F, 23F wm 33F, rpy DSTOM II0 MeHBbUIeM Mepe CepOoTUIs 3 ¥ 6A
KOHBIOTMPOBaHE C PsaA, u oamH wmiam OoJjee u3 ceporurnos 1, 4, 5, F,
ov, 14, 18C, 19A, 19F, 22F, 23F u 33F xousvoruposaHel Cc CRMig7.
Criocof® TIIoJIydeHMs UYeTHPHAaaATUM-BAaJIEHTHOM KOMIIO3MLIMUM C KOHBOI'ATOM

ITHEBMOKOKKOBLIM HOﬂMcaxapMIﬁ—GeﬂOK BRJIOUWaAET cCllenyoumre STallbl:

(a) pasnesibHoe KOHBOIMPOBAHME OIHOTO I BoJiee n3
YeTHPHAaIlaTHU MTHEBMOKOKKOBEIX IOJIMCaxapuionB (Hanpumep,
AaKTUBUPOBAHHLIX IOCPenCTBOM CDAP) c VIMMYHOT' € HHEIM BesiKoM—

HOCUTEJIEM, TakuMm Kak Psald u/miam CRMigy,

(b) omaduniaeTpanumsa " oOUMCcTKAa KOHBIOTATOB c TIOMOIIE O
SKCKJIO3UMOHHOM XpomaTorpadun,

(c) aHaams OUMIE HHEIX dpaxumm criocobom SEC-MALLS,
obbeaHEeHUE bpaxuui, comepxammx KaxIsIM “3 YeTEpPHaOlaTHK
KOHBOTATOB, ¥ CTEPWIMI3ALMI IIOCPEICTBOM OUIBTPaLUMM MOHOBAJIEHTHEIX
KOHBIOTUMPOBAHHEX QOpakumi, U

(d) cocTaBJeHMe KOMIOBMLUNY M3 UYEeTHPHAIOLaT KOHBOIATOB (B
KOIMYeCcTBE KaxIor'o CcepoTulla, HaOpyMmep, OT OpubIM3UTEJIBEHO 2,2 IO

4,4 MKI', PsaA B KoOJIMYecTBe oT NpUBIIN3UTEJIEHO 5 MKIT IO
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npubnuzuresnbHo 10 Mxr, m CRMijg7 B KOIMYeCTBe OT OpubImMsmuTesbHO 15
MKI' IO IpuOAM3UTEJIbHO 36 MKI), aZvbBaHTa (Hanpumep, docbara
aJIIOMUHUS) , BCIOMOTATEJIbHOTO BemecTBa M Oydbepa IJd [IOJIYyYEHUSH
YeTHpPHAOLATU-BAJIEHTHOM KOMIIOBMIMKM C KOHBIOTATOM I[THEBMOKOKKOBHM
nojmmucaxapun-0eJsoxK.

B HEKOTOPHIX BapMaHTax OCYWECTRBJIEHMS UYeTHPHAOLATKU-BaJICHTHAA
KOMIIOBULIMA C KOHBOTATOM I[THEBMOKOKKOBEM IMOAMCAXAPUI-0EJIOK MOXET
NPpOXOIUTE QUIBbTPALMI (HAaOPpUMEP, B ACENTUYECKUX YyCJOBUAX) .

[0156] B HEKOTOPEIX BapMaHTax OCYHEeCTRIIEHUS HacTodlee
nzobpeTeHne OTHOCUTCSH K CHOoCcoBy TMOJydYeHUs OATHaILaTH-BaJIEHTHOM
KOMITO3ULIUU c KOHBIOIT'aTOM ITHEBMOKOKKOBEIM noJmcaxapmun-0eJox,
KOTOpas COHOEPXUT I[IHEBMOKOKKOBEE  IIOJIMCAXAPUIE, BEHIOPAHHEIE U3
ceporunnos 1, 3, 4, 5, 6A, 6B, 7F, 9v, 14, 18C, 1%A, 19F, 22F,
23F wn 33F, 1mopu 23TOM II10 MeHbIIENM Mepe cepoTue3, 6A wm 6B
KOHBIOTUMPOBaHE C PsalA, v oamMH wuim ©Oojiee m3 cepoTurnos 1, 4, 5, 7TF,
o9v, 14, 18C, 19A, 19F, 22F, 23F wu 33F xouworupoBaHel C CRMig7.
Crioco® roJIlydyeHus TIISTHANLATV-BAJIEHTHOM KOMIIO3MUMM C KOHBOI'ATOM

[MHEBMOKOKKOBHIM HOJIMcaxapMI[—GeJIOK BKJIOUYaeT Cllengyrure STAarllbl:

(a) pasznesibHoe KOHBIOTUPOBAHUE OIIHOT'O nIm Bosiee 3
[IATHAALATH ITHEBMOKOKKOBEIX IIOJIMCaxapuUIonB (Hanpumep,
AKTUBUPOBAHHEIX [IOCPEenCTBOM CDAP) c VIMMYHOT'€@ HHEIM BeJyIKoOM—

HOoCUTesieM, TakuMMmM kak PsaA wu/wmmam CRMigy,

(b) omaduibTpaums " OUMCTKA KOHBIOIaTOB c TOMOIIE IO
SKCKJIO3MOHHOM XpoMaTorpadnn,

(c) aHaams OUMIIE HHEIX bpaximm criocobom SEC-MALLS,
ofbvenuMHeHmue OGpakKUuuM, COoIepXaliMx KaXIBM M3 ISTHAILaTM KOHBIOITAaTOBRB,
u cTepuImM3almsg nIoCpencTBOM buneTpaunm MOHOBAJIEHTHBIX
KOHBOTMPOBAHHEX bpakuumi, u

(d) cocTaBJIeHME KOMIIOBMLIMM M3 I[I4THAOLATKM KOHDBIITaTOB (B
KONMMYUECTBE KaxXIOTO CepoTuna, HalpuMep, OT IPpUOIM3UTENbBHO 2,2 IO
4,4 KT, PsaA B KOJIUUECTRE oT NIpUDAMBUTEJIBHO 5 MKI' OO
npubamzurensHo 20 Mxr, m CRMig7 B koIMUYecTBe OT OpudbnmusurenbHo 20
MKI' 1o npmubamaurensHo 40 MkI), aIwbBaHTa (HanpuMmep, odocbaTa
AJIIOMMHMS) , BCIOMOTATEJIBHOT'O BemecTBa M Oybepa IJd [IOJIyUYeHUS
NATHaIUaTU-BAJIEHTHOM  KOMIIO3MUMM C  KOHBIOTATOM  [IHEBMOKOKKOBEIM

nojgmucaxapun-0eJjox.
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B HeKOTOpEHX BapMaHTax OCYHNECTBJIEHMA NOATHAOLATU-BaJICHTHAaA
KOMIIO3ULUMA C KOHBIOI'aTOM I[IHEBMOKOKKOBEIM [OJAMCaAXapuI—-0eJIOK MOXET
IPOXOOUTE OUMIBTPALMI (HANPMUMEpP, B ACENTUYECKMX YCJIOBMAX) .

[0157] B HEKOTOpPHX BapMaHTax OCyLEeCTBJIEHNA HacrToAmee
n300peTeHre OTHOCUTCS K CHOCOOy [NOJydYeHUs CeMHAOUATU—-BaJIEHTHOM
KOMIIO3ULIUN c KOHBIOI'aTOM ITHEBMOKOKKOBEIN nonmucaxapun-0esoxK,
KOTOpas COIEPXUT I[IHEBMOKOKKOBHE [IOJIMCaxXapumhl, BEIOpPAaHHBIE U3
ceporunnoe 1, 3,4, 5, ©6A, 6B, 7F, 9v, 12F, 14, 18C, 19Aa, 19F,
22F, 23F, 33F m 35B, nOpuM 2TOM MO MEHBIIEM Mepe cepoTune 3, 6A u
6B KOHBIITMPOBAaHH C PsaA, m oiguH wIu Oojee us cepoTtumnor 1, 4, 5,
7F, 9v, 12F, 14, 18¢C, 19A, 19F, 22F, 23F, 33F m 35B
KOHBOTUMPOBaHE ¢ CRMig7. Crnocof® [DOJNyYeHMsa CeMHaOUlaTU-BaJIEHTHOM
KOMIIO3ULIUN c KOHBIOT'aTOM IIHEBMOKOKKOBEM nonucaxapun-0eJsoK

BRJIOYWaeT cCcliegypume 3Tallbl:

(a) pasnesibHOe KOHBIOTMPOBAaHME OIIHOT'O NI Bosiee n3
CeMHAaJllaTu MTHEBMOKOKKOBEIX TTOJIMCAaXapPUIOB (Hampumep,
AKTUBUPOBAHHBIX MOCPEIICTBOM CDAP) c VIMMYHOT'€ HHEIM BeJIKoM—

HOCHUTEesIeM, TakuM kak PsaA u/mim CRMigy,

(b) oadmib Tpaumsa 17 ouMCTKa KOHBIOI'aTOB C ITOMOUIE IO
3KCKJIO3MOHHOM XpomaTorpadwun,

(c) aHanms OUMIIEe HHBIX bpaxumn criocobom SEC-MALLS,
obbenmMHeHre OGpakumMi, COmepXamMx KaxIby M3 CeMHaIllaTy KOHBIITaTOB,
17 CTepuIn3aums IoCpPenCcTBOM buibTpauum MOHOBAJIEHTHEIX
KOHBIOTUMPOBAHHEIX Qpakumi, u

(d) CcOCTAaBJIEHME KOMIIOBMIUIMIM M3 CeMHAalaTM KOHBIIaTOBR (B
KOJIMYECTBE KaxIoIro CcepoTura, HaOpuMmep, OoT OpubinsmuTesibHO 2,2 OO
4,4 wmkT, PsaA B KOJIMUEeCTBE OT IPUDOIUBUTEJIBHO 5 MKT' 1o
npubamuzurensHo 20 MK, m CRMig7 B KOIMYeCTBe OT OpudbnmaurenbHo 20
MKD @»mo npubamsuresnrHo 40 wMkIT), anvbBaHTa (Hanpumep, oocbarTa
AJIIOMMHMS) , BCIOMOTATEJIBHOTO BemecTBa ¥ Oybepa Oaa [$OOJydYeHUsS
CeMHAaOLaTU-BaJIEHTHOM  KOMIIOBMIMM C  KOHBOIATOM  INHEBMOKOKKOBEIM
nojucaxapun-0NeJsox.

B HekOTOpPEIX BRapMaHTax OCYIHEeCTRBJIEHMA CeMHallaTU-BaJIEHTHAHA
KOMIIOBUILMA C KOHBIOTATOM I[IHEBMOKOKKOBEIM I[OJMCaxXapul-0esI0K MOXeT
IPpOXOINTE QUIIbTPALUMK (HaOopUMep, B aCelNTUUYEeCKUX YCJIOBUSAX) .

[0158] B HEKOTOPHIX BapMaHTax oCcyHmecTBJIEHUS HacToduee
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nzobpeTeHMe OTHOCUTCHA K CHOCO0yY I[NOJiydeHMs IOBaIlaTHUBaJIeHTHOM
KOMIIO3ULIUU c KOHBIOT'aTOM MHEBMOKOKKOBHIM nonucaxapun—0eJoxK,
KOoTOpas COIEPXUT I[IHEBMOKOKKOBHE [IOJIMCAXAPUIH, BEIOPAHHBIE U3
ceporunoe 1, 3, 4, 5, 6A, 6B, 7F, 9v, 11 A, 12F, 14, 15B, 18C,
19A, 19F, 22F¥, 23F, 33F, 35B um 45, npm 5»TOM IO MEHBUIEW Mepe
cepoTunel 3, 6A ¥ 6B KOHBOIMPOBaHH C PsaA, u OIMH unm OoJjiee U3
ceporunoe 1, 4, 5, 7F, 9v, 11A, 12¥, 14, 15B, 18C, 19a, 19F,
22F, 23F, 33F, 35B u 45 xouwworupoBauHb C¢ CRMig7. Cnoco® NOJyUYeHUS
IBANLATHUBAJIEHTHOM KOMIIO 3ULIUU c KOHTBIOTATOM ITHEBMOKOKKOBEIM
nonucaxapun-0eJoK BKJIOYAET CJeIyolle DTAarlbl:

(a) paszzmesibHOE KOHBOTUPOBAHME OINHOTO MM Oojiee M3 IOBadLaTHU
THEBMOKOKKOBEIX IOMMCaXapunonB (HanpuMep, AKTUBUPOBAHHBIX
nocpencreoM CDAP) C MMMYHOTEeHHHM 0DeJIKOM—HOCMUTEJIeM, TaKMM Kak
PsaA wu/unm CRMig7,

(b) nraduibTepaumns 17 OUMCTKA KOHBIOT'aTOB c TOMOIIE IO
SKCKJIO3MOHHOM XpomaTorpadmn,

(c) aHanms OUUIIE HHEIX dbpaxumm criocobom SEC-MALLS,
obwenmMHeHMne OopaKuMi, ColepXalMxX KaxIe M3 IBaNllaTy KOHBIIaATOB, WU
CTepuIn3aums IoOCpesCTBOM duIie TPaUMM MOHOBAJIEHTHBIX
KOHBIOTMPOBAHHEIX Qpakumm, wu

(d) COCTaBJIEHME  KOMIIOBMLUMM M3 JIBAIlaTy KOHBIOTATOB (B
KOJIMUEeCTBE KaxIOoro CepoTura, HalpuMmep, OT OpubinsnuTesibHO 2,2 IO
4,4 wMkT, PsaA B KOJUUECTRE OT IIPUOAUBUTEIJIBHO 5 MKI' IO
npubsamanrenpHo 20 Mxr, m CRMig7 B koJmMuyecTBe OT HpudimaurenbHo 20
MKI' 10 npubamsurenbHo 50 wMkr), aneoBaHTa (Hanpumep, dbocbara
aJyliiOMMHMUS) , BCIOMOTATEJNILHOT'O BemecTea u  Oydepa IJsg I[IOJNyUYeHUS
OIBANOLATU-BAJICHTHOM KOMIIO 3ULIUU c KOHBIOTATOM ITHEBMOKOKKOBEIM
nojgmucaxapun-oesyox.

B HEKOTOPBIX BapMaHTax OCylIeCTRIIEHUS OBaOllaTUBAJIEHTHAS
KOMIIOBULMSA C KOHBOTATOM I[IHEBMOKOKKOBBEIM IOJAUCAXAPUI-0EJIOK MOXET
IPOXOINTE GUIIbTPpALMK (HanopUMep, B ACENTUYECKUX YCIJIOBUSX) .

[0159] B HEeKOTOPHIX BapMaHTax oCcyumeCcTBJIEHUS HacTosuee
nsobpeTeHne OTHOCUTCH K crnocoby IOJIyUEeHUS IBaiuaTu IBYX
BAJIEHTHOM KOMIIOBULIMM C KOHBIOTATOM I[THEBMOKOKKOBEI IIOJIMCaXapuUl—
tesiok, KoTopasa COLOEPXUT OIMH W BoJee IHEBMOKOKKOBEIX

noJmMcaxapmnos, BHOpaHHEX U3 cepormnos 1, 3, 4, 5, 6A, 6B, 7TF,
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9v, 10A, 12Fr, 14, 15A, 15B, 18C, 1%A, 19F, 22F, 23F, 33F, 34,
35B m 38, Opm 3TOM IO MeHblleyM Mepe cepoTunsl 3, 6A u 6B
KOHBIOTMPOBAHE ¢ PsaA, v omouH miau Oojiee M3 cepormnor 1, 4, 5, 7F,
9v, 10A, 12F, 14, 15A, 15B, 18C, 19%9aA, 19¥, 22¥, 23F, 33F, 34,
35B m 38 xoubvorMpoBaHu ¢ CRMigy. Cnoco® mnojiyueHus »OBaILATH »OBYX
BAJIEHTHOM KOMIO3MUIMM C KOHBIOTATOM I[IHEBMOKOKKOBHM IOJMCaxXapul-—
BeJiok BKJIOUAET CJenyllMe 2Tarllbl:

(a) paszmesibHOE KOHBOIMPOBAHME OIOHOTO WIM 0OoJjiee M3 OBanlaTH
OBYX [IHEBMOKOKKOBEIX  I[IOJIMCaXapuUOoB (HanpuMmep, AKTUBUPOBAHHBIX
nocpencrteoMm CDAP) C UMMYHOTEHHHEM OeJIKOM—HOCHUTEeJIeM, TaKMuMM Kak
Psa?A wm/unm CRMigy,

(b) oraduaeTpaumsa 18 OUMNCTKA KOHBOI'aTOB C MIOMOUBI
BKCKJII3UMOHHOM xpoMaTorpabwum,

(c) aHauns OUMILIEeHHBIX bpaxumm CIIOoCOBOM SEC-MALLS,
oObeIMHeHMe bpaxkumi, coIepxammx KaX I n3 OBailaTu IBYX
KOHBIOTATOB, W CTepuiIM3alMd II0CPeICTBOM OUIIETPaLMy MOHOBAaJI€HTHEBIX
KOHBIOTMPOBAHHEIX Qpakumi, wu

(d) cocTrapJeHMEe KOMIIO3MLMM M3 JJABaluaTy IBYX KOHBOI'ATOB (B
KOJMUYEeCTBE KaxIoI'o CepoTura, HalpuMmep, OoOT NpubiiM3mTeJIbHO 2,2 IO
4,4 wMKT, PsaA B KoJIMUecTee oT  IHNPpUBIUBUTEISIBEHO 5 ™Mk 1o
npubamuznresnpbHo 20 Mxr, m CRMigy B koJuuecTBe OT npudbamauresnbHo 20
MKT no npubnmuszurensHo 50 wMxr), angvoBaHTa (Hanpumep, oGocdara
aJIIOMMHMS) , BCIIOMOT'ATeJIbHOT'O BelmecTrBa u Oydepa IJIS TIIOJIYyUYeHUS
IBAOLATHU-BAJIEHTHOMN KOMII0 3ULIUM c KOHBIOT'aTOM [MTHEBMOKOKKOBLIM
nonmcaxapua-0eJsyox.

B HEeKOTOPHIX BapMaHTax OCYHEeCTRJIeHMS ABaflaTM JIBYX BaJIEHTHAasd
KOMIIOBUILIMA C KOHBOIATOM I[IHEBMOKOKKOBEM [IOJAMcCaxapul-0eJIoK MOXeT
NpOXOINTE GUIbTpauMp (HAOPUMEP, B ACENTUYECKUX YCJIOBUSAX) .

[0160] KowmnoszsuluM IO HaCToAWleMy UB00PETEeHMI MOTYT OBThb
npencTaBJIeHE B BUIE EeIMHMYHOW IO3H, HAanpuMep, BO GJakoHe C
eOVHMYUHOM IIO030¥, B BMIEe MHOTOKPaTHOM IHNO3H, HalpuMep, BO (JjJakoHe
C MHOXEeCTBOM 03, MM B BUIe INpelIBapUTeSIbHO 3BalloJIHEHHOTO WNpUlia.
Komnosuumm 1o HacTogumeMy n306peTeHno MOTYT IOOMOJIHUTEJIBHO
comepxaThk OIMH WM 6O60Jiee KOHCEPBAHTOB, BHOPAHHEIX M3 THUOMepcasa,
2-beHOKCHUATAHONA M T.I., B KOJIMUECTRBE, KOTOPOE MOXET COCTAaBJATH

oT nNpuOIM3UTENBEHO 4 MI/MiI no npubamsmuresbHo 20 MID/MI.
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[0161] B HEKOTOPEHIX BapuaHTax OCyHWEeCTBJIEHUA HacrodAumee
n30bpeTeHMe TakXe OTHOCUTCH K MMMYHOTEHHOM KOMIO3UUMM (HanpuMmep,
K BaklUMHE), HaIpuMep, K KOMIO3RMIMM C KOHBIOITATOM ITHEBMOKOKKOBHIM
nojgmcaxapmun-0esox, KOTOPYK BBOIOAT B BUIe OIHOKPATHOM  HOO3H
npubamusurensHo 0,5 M m  mernanT TakuMm  obpasoMm, UYTOOBl B HEU
COOEepXajioCh 1o MEeHbIIen Mepe crenymoiee : IIHEBMOKOKKOREE
nojJmcaxapmuiel U3 IOBYX MWiIu OoJjlee CepOoTUMIIOB B KOJMUECTBE OT
NPUOIUBUTETIBEHO 2,2 oo 4,4 MKI', oT OPpUOIIN3UTEIILEHO 1 MKT
npubam3nrenbHo 10 MKT PsaA Ha KaxOuM CepoTurn, OT OPUOIMU3UTEIIHBHO
1 w~xr po npubausurenbHo 10 wMkr CRMigyHa KaxOelM CepoTuri, OT
NPpUBIU3UTEIIEHO 0,2 MT no NpUOIM3UTEJIEHO 1 MT anpoBaAHTA
(HanpuMep, dbochara aJIIOMMHNA) , u OIHO WU HECKOJIBKO
BCIIOMOTATEJIbHEIX BEUEeCTB (HANpUMep, XJIOPpUI HaTpusa u/unu oydep) .

[0162] B OIPYyI'UX BapMaHTax OCYHIeCTRJIIEHUSA HacTosuee
nzobpereHre TaKXe OTHOCUTCS K TPUHAIUATU-BAJIEHTHOM MMMYyHOTEHHOMN
KOMITOBULMM (HAlPpUMEep, K BaKUMHE) B CTEePMIIBHOM XUIKOW KOMIIO3UILINM,
TaKOM Kak TPpMHaOllaTHU-BaJieHTHasd KOMITO3MLMSA c KOHBIOT'aTOM
[THEBMOKOKKOBBIM rnoymcaxapui-06eJox, KOTOPVIO BBOIAT B BUIE
ONHOKPATHOM J0O3bl INnpmubimauressHo 0,5 MJI ¥ oToBAT TakuM o6pasoM,
UTOOH B HeMr comepxajioch 1o MEeHbIIEeN Mepe crlenywmee :
ITHEBMOKOKKOBEIE I[ojiMcaxapuisl muz ceporunor 1, 3, 4, 5, 6B, 7F, 9V,
14, 18C, 19A, 19F, 22F wm 33F, KaxIOuMy M3 KOTOPHIX [I0 OTIAEJIBHOCTU
KOHBIOTUPOBAH C PsaA wmim ¢ xoMmOuHaumen PsaA m CRMig7.

[0163] JIOMNOJIHNUTEJILHO, KOMIIO 3ULIMIO TPUHAaOIATU-BaJIEHTHOM
BAKLMHEL MOXHO JeJjlaTh B BUIE OIHOM WM HECKOJbBKUX 03 0O0BLeMOM
npudmmzaurensio 0,5 Mn Ha gosy, Opu 5ToM B Kaxgom znoze 0,5 i
COHOEPXUTCA KaxIe¥ U3 TpUHAZLATU CEPOTUNOB B KOJMYECTBE OT
OPpUBIUBUTEJILHO 2,2 MKI 0o OpubamzaurenbHo 4,4 MxT, PsaA m CRMi97B
KONMUEeCTBE OT NOpUOIU3UTENBHO 25 MKI' »no npubiamsmurensHo 30 MDD,
npubtnmusurensso 0,125 M apgwboBaHTa (HanpuMep, BJIEMEHTAPHOTO
aJyliioMMHMSA, TO eCTh, OpubiamusurensHo 0,5 M QocdaTa aJlOMUHUA) ,

XJIOPpUIO HaTpUsa U L-TUCTUIMHOBEI Oybdep.

[0164] B HEKOTOPBIX BapmMaHTax OCYIIECTRJIEHUS HacTogllee
nsobpeTeHne Takxe OTHOCUTCSH K YeTHpPHAaOllaTU-BaJIEeHTHOM
VMMYHOTEHHOM  KOMIIO3ULIUNU (HanpuMep, K BakLMHEe) B CTEPUIILHOM

KUIKOM roMiosmunm, TaKoM Kak YeThlPHallaTM—BaJIeHTHaAd KOMIIO3UIIVA C
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KOHBOTATOM I[THEBMOKOKKORBEM [NOJIMCaAXapua-0eJyioK, KOTOPYKD BBOIOAT B
BUOE OOHOKPATHOM HO3H OpubnmauresnbHo 0,5 MI ¥ TOTOBAT TakKuM
obpaszoM, UYTOOHl B HEeM COIEPXAaJIoCh [0 MeHbIEeN Mepe cJenynluee:
IIHEBMOKOKKOBEE [OJMCaxXapunel u3 ceporunos 1, 3, 4, 5, 6B, 7F, 9V,
14, 18C, 19A, 19F, 22F, 23F wu 33F, xaxIelM K3 KOTOPBEIX II0

OTHEJILHOCTM KOHBIMPOBaH C PsaA miam ¢ xoMmOuHaumueym PsaA m CRMiog7.

[0165] B HEeKOTOPHIX BapMaHTax OCyleCTRBJICHUSA HacTodmee
Mso6peTeHme TaKXe OTHOCHUTCH K quprHaJILLaTM—BaJ'IeHTHOI;I
VMMYHOT@HHOM  KOMIIO3ULIUN (HanpuMep, K BakLMHE) B CTEPWJIIBHOM

XMAKOY KOMIIO3UIIMM, TAaKOW KakK UYeTHPHaIOlaTM-BaJIEHTHAS KOMIO3UIMS C
KOHBOTATOM I[THEBMOKOKKOBEM HOJMCaxapua-0eJyioKk, KOTOPYKD BBOIAT B
BUOE OIOHOKPATHOWM HO3H npudiusurensHo 0,5 M M TOTOBAT TakKuM
obparoM, UTOOH B HEeV COISPXAJIOCh [0 MeHBbHIEeN Mepe Cclenyoiee:
[THEBMOKOKKOBEE IOJMCcaxapuuw ms cepormnios 1, 3, 4, 5, 6A, TF, 9V,
14, 18C, 19%9A, 19F, 22F, 23F wu 33F, KaxOeM W3 KOTOPEX IO
OTHeJILHOCTHY KOHBOIMPOBaH C PsaA mim c xkoMmMOuHaumen PsaA u CRMjgy.

[0166] LOMoJIHUTeJILHO, KOMIIO 3ULIMIO yeTHPHAAlaTY-BaJIeHTHOM
BaKLUMHEL MOXHO JMeJjlaTb B BUIOE OIHOW WJIM HECKOJBKUX 103 OO0BeMOM
npubmm3urensHo 0,5 M Ha pnozsy, nopu sToM B kaxnom noze 0,5 wmi
CONEePXUTCS KaxXIbB M3 UYeTHPHAIaTV CepOTUIIOR B KOJMUYECTBE OT
npubAU3UTESIBHO 2,2 MKI' 00 npubnmusuresbHo 4,4 umxr, PsaA u CRMig7 B
KonmyecTee OT npubimsurensHo 20 Mk 10 npubiams3mresbHO 35 MKT,
npubamzaurensHo 0,125 M anmbioBaHTa (HanpuMep, BJIEMEHTAaPHOTO
anoMUHUS, TO ecTh, npubmmzuressrHo 0,5 wmMr docharTa aJIOMMHUSA) ,
XJIOPUI HATPUS M L-THUCTHUIMHOBLEI Oybdep.

[0167] B OPYyTUX BapmMaHTax oCyHleCTRBJIEHUA HacTosuee
nzobpeTeHre TakKXe OTHOCUTCS K MNATHAOUATU-BAJIEHTHOM MMMYHOTEHHOM
KOMIIOBULIMY (HANPUMEP, K BaKLUMHE) B CTEePUJIBHOM XUIKOW KOMIIO3ULIUY,
TAKOU Kaxk IaTHAOATU-BaJIEHTHAS KOMITO 3ULIA c KOHBITAaTOM
IHEBMOKOKKOBHIM nogmcaxapmun-06eJyjox, KOTOPY BBOIAT B BULE
OOHOKPATHOM IO3el OpubamauTesnsHOo 0,5 MI M TOTOBAT TakuM ob6pasoM,
UTOOH B Hel ComepXxajyioChk no MeHbIIEN Mepe crenympiuee :
IIHEBMOKOKKOBEE MOJAMCaxXapumel M3 cepormnor 1, 3, 4, 5, 6A, 6B, 7TF,
9v, 14, 18Cc, 19A, 19F, 22F, 23F wm 33F, XKaxOuM K3 KOTOPHIX II0
OTOEJIBHOCTU KOHBOIMPOBAH ¢ CRMig7.

[0168] HOMNOJIHUTEJILHO, KOMITO BULIUIO NSTHaOUATU-BaJIEHTHOM
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BAaKILMHEL MOXHO MeJIaThb B BUIE OIHOV WM HECKOJbKUX 103 OOBeMOM
npubamzurensso 0,5 M Ha p§ozy, opu 3TOoM B kaxzmom noze 0,5 wmi
COINEPXUTCH KaxXIOHM M3 [OATHAOUATM CEePOTUIOR B  KOJMYUECTBE OT
OpubamM3nuTesIbHO 2,2 MK 10 nOpudbiamsmurenbHo 4,4 wMxD, PsaA B
KOJIMUEeCTBEe OT OPpUOIMBUTENBEHO 5 MKI' 1o npubiamsmresbHo 20 MKT,
CRMi97 B KOJMUECTBE OT NPUOIM3UTENbHO 20 MKI 0o npubiams3muresbHO 40
MKT, nOputnmsmuresnbHo 0,125 MT amboBaHTa (HaIpUMEp, DJEMEeHTapHOT'O
aJyioMUMHUSA, TO ecThb, Opubnu3urensHo 0,5 M dochara aJoMMUHUS) ,
XJIOPUO HATPMA M L-TUCTUIOMHOBLEIL Oydep.

[0169] B IOONOJHUTEJILHEIX BapMaHTax OCYHEeCTBJIEHUS HacToduee
nzoBbpeTeHMe TaKXe OTHOCUTCS K CeMHAaALaTUM-BAJIEHTHOM MMMYHOTEHHOM
KOMIIOBULIUY (HANPUMEP, K BaKUMHE) B CTEPUJIBHOM XUIKOW KOMIIO3ULIUY,
TaxKom Kak ceMHamllaTU-BallIeHTHAas KOMIIO3ULIMSA c KOHBIOT'aTOM
[MTHEBMOKOKKOBEIM rnoymmcaxapun-06esyox, KOTOPYI BBOJOST B BUIE
ONHOKPATHOM JO3bl InpubimauressHo 0,5 MJI ¥ TOTOBAT TakuM o6pasoM,
UTOOH B Hen COoIepXajyioch 1o MEeHbUen Mepe crenywoumee :
[MTHEBMOKOKKOBEE IOJIMCaxapuiaw m3 ceporwunios 1, 3, 4, 5, 6A, 6B, 7TF,
ov, 12r, 14, 18C, 19A, 19F, 22F, 23F, 33F wu 35B, KaxIum us
KOTOPHEIX I10 OTAEJIbHOCTM KOHBIOI'MpoBaH C CRMigy.

[0170] JOomnoJHnuTeJILHO, KOMIIO 3MLIMIO ceMHaIllaTu—-BaJIeHTHOM
BaKLMHEL MOXHO JeJjlaTb B BUIOE OIHOMW MJIM HECKOJBKUX 03 0O0BeMOoM
npubnmuzauresnbHo 0,5 Mnm Ha pozsy, nopu »ToM B kaxnom pmoze 0,5 M
CONePXMTCS KaxIeli M3 CceMHaZlaTM CepOTHIIOB B KOJMUECTBE OT
IpudIM3nUTESILHO 2,2 MKD 1no npubnamusurenssHo 4,4 Mk, PsaA B
KOIUYeCcTBEe OT NOpubiam3mTesbHO 5 MKI »no npudnmzauresbHo 20 MKT,
CRMi97 B kOJMUeCcTBe OT npubiamamuresbHo 20 MKT 1o npubnmsmrensHo 40
MKT, nOpubausuresnbHo 0,125 M agbpoBaHTa (HaOpUMep, DSJIeMeHTapHOTO
aJyiloMMHUSA, TO €eCThb, HOpubimzurensHo 0,5 M docharTa ajoMmMHUA),
XJIOPUO HATPUSA M L-TUCTUIOMHOBEM Oydep.

[0171] B HEKOTOPBIX BapMaHTax oCyHeCTRJIEHUS HacToguee
nzobpeTeHre TakKXe OTHOCHUTCS K IBRaIUaTUM-BaJIEHTHOM MMMYHOT€HHOMU
KOMIIOBULIMM (HaNpuMep, K BaKIMHE) B CTEPUJIBHOM XUIKOM KOMIIO3MULIUM,
TaKoM Kak IBalllaTv—BaJieHTHAasd KOMIIORULIMSA c KOHBIOTAaTOM
MTHEBMOKOKKOBBIM noamcaxapun-6eJox, KOTOPYIO BBOIOAT B BULE
OOHOKPATHOM IO3el OpubamamurensHo 0,5 MI M TOTOBAT TakKuM o06pasoM,

UTOOH B HEeM COOEepXajloCh 1o MEHbUEN Mepe crenypuee :
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IIHEBMOKOKKOBEIE IMoJjMcaxapuiel U3 ceportmnor 1, 3, 4, 5, 6A, 6B, 7F,
9v, 11 A, 12F, 14, 15B, 18C, 19A, 19F, 22F¥, 23F, 33F, 35B u 45,
IpM STOM IO MeHbIIEeN Mepe KaxOel M3 CcepoTurnoer 3, 6A m 6B 10
OTHOENIBHOCTM KOHBOIMPOBAH C PsaA, u omouH wim ©OoJee U3 CEepOTUIIOB
1, 4, 5, 7F, 9v, 11, 12F, 14, 15B, 18C, 19A, 19F, 22F, 23F, 33F,
35B m 45, kaxnbl IO OTIOEeJILHOCTM, KOHBIIUpoBaH C CRMig7.

[0172] JOONOJHMUTEJIBHO, KOMIOSMLMI IBANLATHM-BAJIEHTHOM BAKIIMHEL
MOXHO neJyaTb B BUIE ONHOM  WJIM  HECKOJIBKMUX nos o0BEMOM
npubamusurensHo 0,5 Mm Ha p§os3y, nopu sTOM B kKaxzmom xmoze 0,5 wmi
COINEPXUTCH  KaxXIOuM M3 OBaIULATHM CEPOTUIIOBR B  KOJIMUYECTBE  OT
OpubAM3UTesIbHO 2,2 MKD DO nOpubiamsuTenbHo 4,4 MkT, PsaA B
KOJIMUECTBE OT NPUOIMBMTENBRHO 5 MKI' 0o npmubnmsmurensHo 20 MKT,
CRM197 B KOJIMYeCTBe OT nNpubam3amurensvHo 20 MK mo npmubiamsmuresnbHo 50
MKT, fpubnm3uressHo 0,125 M agboBaHTa (HalpUMep, 3JIEMeHTapHOT'O
aJyiloMUHMUS, TO eCcTh, rnpubimm3urensHo 0,5 wMr dochbara aJIOMMHUA) ,

XJIOPUI HATPUA ¥ L-TUCTUIMHOBLEM Oydep.

[0173] B HEeKOTOPBIX BapMaHTax oOCyIEeCTRIICHMSI HacTodauee
n3obperTeHue TaKxXe OTHOCUTCH K IBanLaTi IBYX—BaJIEHTHOMN
VMMYHOT'€HHOM  KOMIIO3MLMMN (HarpuMep, K BaKLMHEe) B CTEePWUJILHOM

KUIOKOM KOMIIO3MLUMM, TakKOo¥ KakK OBalIlaTK OBYX-BaJleHTHaAs KOMIIO3MLMSA
C KOHBIOI'ATOM ITHEBMOKOKKOBBIM [OJMCaAXapua-0esoK, KOTOPYKw BBOINAT B
BUIE ONHOKPATHOM o3l npubim3uresnpbHo 0,5 M1 ¥ TOTOBAT TaKUM
obpazoM, uTOOE B HEM COIEPXaJioCh [0 MeHbIIeM Mepe cJlenyoilee:
MTHEBMOKOKKOBEE MOoJMCcCaxapumas m3 ceporwunos 1, 3, 4, 5, 6A, 6B, 7TF,
ov, 10A, 12¥, 14, 15A, 15B, 18C, 19%A, 19F, 22¥, 23F, 33F, 34,
35B m 38, mpuM 3TOM 10 MEHBIIEN Mepe KaxXIpM M3 CepoTurios 3, 6A u
6B 1O OTIENBbHOCTM KOHBIOIMPOBaAH ¢ PsaA, u oouH wiu Oojiee U3
ceporunoe 1, 4, 5, 7¥, 9v, 10A, 12¥, 14, 15A, 15B, 18C, 19a,
19¥, 22F¥, 23F¥, 33F, 34, 35 B wm 38, xaxmouM OO OTIEJLHOCTH,
KOHBOIUPpOBaH ¢ CRMig7.

[0174] JIONOJHUTEJLHO, KOMIIOBULIMID IBalllaTy IBYX—BaJIEHTHOU
BaKLMHEL MOXHO JeJlaTh B BUIEe OIHOM MM HEeCKOJBKUX 103 0oOBeMOM
npubtnmzurensso 0,5 M1 Ha »Josy, OpyM 5ToM B Kaxgou znoze 0,5 wMx
COOEPXMTCA KaxIplM M3 ORaXllaTy IBYX CepOTUIIOB B KOJMUECTBE OT
OpubIM3nTesbHO 2,2 MKD' DO HOpubiamsuTenbHo 4,4 MKT, PsaA B

KOJIMUYeCcTBE OT NOPUOIM3UTENIBEHO 5 MKI' Do npubnamsuresnbHo 20 MK,
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CRM197 B koIM4uecTBe OT HNpubam3muTesbHO 20 MKr »no npmubiamsmuresbHO 50
MKI, #pubnmsmurenbHo (0,125 M apmboBaHTa (HAOpMMep, 3SJIEMEeHTapHOIO
aJiOMMHMSE, TO ecThb, npubmnusurensHo 0,5 wmMr Qochara asoMmHUA),
XJIOPMO HATPpMa M L-TUCTUIOMHOBLM Oydep.

[0175] B HEeKOTOPHIX BapmaHTax oCcyHeCTBJISHUSA HacToduee

M306peTeHme TakKxe OTHOCUTCHA K IBaldLuaTu qupreX—BaHeHTHOIZ

VMMYHOTEHHOM KOMIIO3MUMM (HanmpuMmep, K BaKLyHe) B CTEePUJILHOU
)KI/IJIKOI;I KOMIIO3MLIUY, TaKOM KakK IBarfLaTm UeTHpPpEeEX—BaJIEHTHAA
KOMIIO3MLIMSA C KOHBOI'aTOM [IHE BMOKOKKOBBIA nonmcaxapmn—@eﬂOK,

KOTOPYI BBOIAT B BMIEe ONHOKPATHOM nHos3e npubimz3uresnpHo 0,5 M u
TOTOBAT TakuMm o6paszoM, UYTODH B HEM COINepPXalioCh I[10 MEHBIIEeW Mepe
cienyomee: IIHEBMOKOKKOBHE NOOJMcaxapulel M3 cepoTtunos 1, 3, 4, 5,
bA, 6B, 7F, 8, 9v, 10aA, 12¢, 14, 15A, 15B, 16F, 18C, 1%A, 19F,
22F, 23F, 33F, 34, 35B m 38, rpM 2TOM 10 MEHbLIEM Mepe KaxXIuM u3
cepoTurioB 3, 6A m 6B 10 OTIEJIBHOCTU KOHBIOIMPOBAH C PsaA, M OIMH
wim 6Honee w3 ceporurnos 1, 4, 5, 7F, 8, 9v, 10A, 12F, 14, 15A,
15B, 1o6F, 18C, 19A, 19F, 22F, 23¥, 33F, 34, 3 u 38, KkaxIium IO
OTHesIbHOCTM, KOHBOIMpOoBaH C¢ CRMigy.

[0176] JOmnoJsiHMTEesIbHO, KOMIIO3MULMIO IBalllaTy YeTHPEeX—-BaJIEHTHOM
BaKLUMHEL MOXHO JeJlaTb B BUIE OIHOM MWJIM HECKOJbKMX 103 0O0BeMOM
npubamuzurensuo 0,5 Mm Ha nozy, nopm sToM B kaxnom nmoze 0,5 wmi
COIEPXUTCH KaxIpl M3 IIBAlLlaTy UYeTHPEex CepOTUNOB B KOJMUECTBE OT
IpudIM3nTesIbHO 2,2 MKD 10 npubnmsurensdo 4,4 MDD, PsaA B
KOJMUYeCTBE OT NOpubanM3mMTesbHO 5 MKI' 10 npubim3auresbHo 20 MKT,
CRM197 B koJmMuecTBe OT npubiam3auresbHo 20 Mxr no npmubnmsmresbHo 50
MKI', npubnusurensHo 0,125 Mr agboBaHTa (HalpuMep, DSJIeMeHTapHOTO
aJyiloMMHUSA, TO eCThb, Opubinms3urensHo 0,5 M dochbara ajoMmMHUA),
XJIOPUO HATPMUA M L-TUCTUIOMHOBEIML Oydep.

[0177] KommosuLUMiO OO HaCTOodmeMy M300peTeHMI0 MOXHO BBOIUTH
HyXOawnleMycsa B 3TOM NalMEeHTyY C IIOMOHBI JI0OO0TO YMcia OOIEeNPMHSTEX
IyTey BRBeIeHUs, [OpUMeHdeMBIXx B o06JacTy BakKUMHauumM. Hanpumep,
KOMIIOBULIMKM I10 HAaCTOoAlEMY M3OOPETEHMI MOXHO BBOIUTH CHUCTEMHO,
HalpuMep, IapeHTepasbHO (HanpuMep, MOIOKOXHO, BHYTPMMEBIIEUYHO,
BHYTPUKOXHO U/WMIM BHYTPUBEHHO) WM UYepes CIUSUCTYID O0B00JIoOUKY
(HanpmMep, OepopaJibHO M/MIIM MHTPAHABAJILHO) .

[0178] B HEKOTOPHIX BapMaHTax oCcyHmecTBJIEHUS HacToduee
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Mso6peTeHme TakXe OTHOCUTCH K crnocobam VMHIOYKIOVYM VIMMYHHOI'O OTBeTa

Yy HYyXIawmerocs B DSTOM IIalMeHTa Ha OIMH MM O0oJiee KallCyJIbHHBX

noJsiMcaxapmuunosB S.pneumoniae, KOHBIOTUPOBAHHBIX c OIIHUM W
HECKOJbKMMY  OeJIKaMU—HOCUTEJISAMU . Crnoco®rl  MHIOYKUMM  VMMYyHHOTO
oTBETa BKJIOY AT BBEIEHUE HYXIDaolieMy Cs B 3TOM naumMeHTy

MMMYHOJIOTHMUYECKM 3QPEeKTUBHOTO KOJIMUECTBA KOMIOBMUIIMM, OIMCAHHBX B
n300pEeTEHUN .

[0179] B COOTBETCTBMM CO crnocobamMm HACTOAWETO MU3IOOpPEeTeHMUd,
IauMeHTOM, IJIS KOTOPOI'O INPpelHal’HAa4YeHB ONMCAaHHEE B U300peTeHUU
KOMIIOBULIMM, SABJIAeTCH UYeJIOBEK, HaIpuMep, MiIaleHel (B Bo3pacTe
OpubIM3uUTesbHO MeHblie 1 r1ozma), pebeHOK paHHero BospacTa (oT
OpubIM3UTEeSbHO 12 MecdAlues 00 NPpUOIM3UTeNbHO 24 MecHAles), pebeHOok
MJlagmero IOOWKOJIBHOT'O BospacTa (oT OpubiaM3UTesIBHO 2-X JIeT 1O
NpubImM3nuTesIbHO 5 JeT), pebfeHOK CTapuero IOUWKOJILHOTO M MJaamlero
WKOJILHOT'O BO3pacTa (oT npudbim3nuTesibHO 5 JieT 10 npubimauTesibHO 13
jeT), IoIpocTok (oT npudmmsauresbHo 13 JjerT mo npubimsmuTesibHo 18
Jer), B3POCIIEIN JeJsioBekx (o IpUBIIU3UTEIJIEHO 18 Jjer o
npudim3nTesIbHO 65 JeT) WM dYesyioBek CcTapmero pospacTa (crapme 65
jerT) .

[0180] CorJsiacHO n300peTEeHMI, «adbexkTUBHOE KOJINYECTBO»
ONMCAaHHEIX KOMIIO3MLMM OTHOCUTCS K KOJIMUECTBY, HeOoOXOIMMOMY IJis
VMHIOYKUMM MMMYyHHOT'O OTbBeTa Yy [auMeHTa, KOTOPpOMy BBOIAT 3TY
KOMITO3ULIMIO. VIMMYHHEM OTBET XapaKTepusayeTCs HajlMuMeM B OpTaHM3Me-—
X039MHe OXHOTO wmiam 0OoJjiee  aHTUTE, CrieuM@MUYHEIX K aHTUTEHY
S.pneumoniae, UTo 3HAYMUTEJIbHO yMeHbllaeT BEPOSTHOCTD
MHOMUMPOBAHMSA WJIM CTeleHb TaxecTm uHdbexkumm S. pneumoniae BO
BpeMsa NOCJIeOYyIIETO BapaXeHMUd.

[IPYIME PEI

[0181] Crnenymomue IPVIMEPE] IpUBEOEHH s MIIIIOC TPauum
PACKPHTHUA U NPeOHa3HAUEHHE MCKJIRUUTEJBLHO OIS WIIDCTPATUBHOU LIEJH,
¥ He IOJIXHEL CUMTaTbhCH OTPaHMYeHMeM obObeMa M300peTeHud.

[lpuMep 1: KoHBoOIMpOBaHUE OTIIEJIb HEIX ITHEBMOKOKKOBEIX

InoJicaxapuionB C BeTKOM—HOCHUTEJIEM C O@paBOBaHMeM KOHBIOI'aTOB

nojgucaxapun—-PsahA

A) IpuroTomJjieHMe PsalA:

[0182] BemoaHgaau IIIP-amMnnamdmMralmio I'eHa PsaA U3 IIHEeBMOKOKKA
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cepoTuna 4 c yIOaJleHHOM TuIpo®oBHOMI IVOepHOM NenNTUOHOMN
nocjenoBaTesbHOCTU . l[loCiienoBaTeyIbHOCTL I'eHa BepuduUMpoOBadM U IJiA
IIOBHIIEHMS DSKCIPeCCHuM KIOHMPpoOBalIM B E.coli C IOMOWBIO BeKTOPA,
CKOHCTPYMPOBAHHOTO aBTopaMu (pBE66) .

[0183] TyMUEPMHOBYK CTOKOBYK KyJIbTYPY, KOIMPYWILYID T'eH PsaA,
obHoBasanmmM Ha 20 My cpexnel LB, comepxamer 1 MJI CTOKOBOT'O TWUIMLIEPMHA
B KOHMUeCKOM koJby obwemoMm 150 wMn. KyneTypy MHKYyOUpPOBAJM B
TeueHme NOPUOIM3UTEJILHO 6 uYacoB npu Temneparype 37 °C nopm 200
obopoTax B MMHYTY OO KOHEUHOM ONTHUYEeCKOM mjoTHocTu 3,5 OD mpu OD
600 wm. OODOHOBJIEHHYI KYJBLTYPY IEePeHOCUsIM B 1 JI MOCEBHOW KYJBTYPH B

KOHMUECKOM koJibe obwemMoM 5 J. KyJabTypy BHpalMBaIM B TeueHUES

npubnmsurenssHo 10 uyacor npu 37 °C npu 200 oBopoTax B MMHYTY IO
xoHeuHoM OD 3 npm 600 HM.

[0184] KymnbTypy IUIS T[0CeBa IIepeHoCuIIM acenTuuecku B 20—
IMTPOBEM dQepMeHTep, CcoJepXxaliyl CpPpels M3 CJIeIyolMX KOMIIOHEHTOR :
HyPeptone 6 v/, IPOXKEBOM BSKCTPaKT 12 T/, OVKaJImn
runpooprodochar 13,5 1v/3, nByocHoBHOM docdbar ammonws 4 1n/I,
JIMMOHHas kwucmora 1,7 1©/n, MgSCs - 7HO 1,2 n/;n, rvmokoza 4 1/,
THMaMMHa ~ruapoxsiopmn 10 MI/Js,  a Takxe MUKPODJIeMEeHTH 1 MJ1/J
(HanmpuMep, MukposseMmMeHTsl nyus 100 M xowmnosuumm: FeCIz 2,7 1,
znCI, 0,2 o, COCI, - 6HO 0,2 1, NazMoOs - 2H,O 0,2 1, CuSOs- 5H20
0,1 r, ©opHas xucjora 0,05 r», CACI, - 2HO0 0,1 1, xoOHL.,HC1l 10
M) .[lepBoHaUasibHASL bepmeHTaLMS HaAuMHAaach pn ONTUUECKOM

nnoraoctu 0,2 npm OD 600 wMm. Ilokazarenu pH nommepxmuBasM Ha

Q

ypoBHe 7 * 0,2 B TeueHMe OdepmMeHTauumM nyrem pobamijeHusa 20%
oprodpochopHOM KMCIHOTH M 12,5% THUOPOKCUIA AMMOHMA.

[0185] TIpu mnameHuWM YPOBHS TUIOKO3H Huxe 0,5 1/1 HauvHamu
nepruoauuecKkyn GepMeHTAalMD C IOANMTKOM C TOCTOSHHOM CKOpOoCcThi 3-4
/71 B uYac, WB TeueHre O(epMeHTaUurM CONepPXaHMe PaCTBOPEHHOTO
kucmaopomna DO mnommepxuBanM Ha ypoBHe >  20% C  KUCJIOPOIHEM
oboTaleHNeEM.

[0186] KieTku BHpalMBaianM B OGepMeHTepe, ¥ 0CaIOK KJIETOK
cobupanm LeHTPUQYTHUPOBaHMEM . KneTxu IU3UPOBAaJIN c TIOMOUIBIO
YCTpOMCTBA IJ4 paszpylieHus kjaeTok (Panda). JiM3aT LeHTPpUOYyTIMpPOBAIU

npru 10000g, ¥ Opo3padHEM CYINepHaTaHT HOoIBeprajl OYMCTKE.
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[0187] OumncTKy PsaA IPOBOONIIM aHaJIOTUYHO npouenype,
onmcaHHOM aBTopamu Larentis et. al, 2011 (Protein expression and
Purification 78 (2011) 38). OumcTKy HOOINOJIHUTEJILHO ONTHMMU3UPOBAJIU
C roMompl XpoMaTorpaduu CO CMeMlaHHEIM pPexXuMMoM (KepaMuueCKUM
ryuopokcHanaTuT Tuna LL) [nocie IOUMBTUIaMMHODTUIILEJIIOIIOSE  (I2AD)
IS OOCTWXeHMs DoJjiee BBICOKOM UMCTOTH PSaA.

[0188] AnHmMOHOOOMeHHas xXpomaTorpadms: 30 My cMmoJiel JIOAD
cebapose (GE) BHOCUJIN B KOJIOHKY XK16/20. Cmony IIPOMEBIBAJIM
CTEePUJILHOM IUCTUIUIMPOBAHHOM BOIOM B oObeme 5 koJIOHOK, a 3arem 20

MMTpuc, 1 w~MBJIATA, pH 8,0 (ypaBHOBRemmBawoumy Oybep) B o00BemMell

KOJIOHOK. 30 MJI cylepHaTaHTa PasBoOOMIIMU o 100 MJI
YPABHOBEMIMBAKWETO bybepa, HAaHOCUIIU Ha KOJIOHKY 171 cobupanm
IIPOTOYHYID dpaxkuuo. KomoHuky IIPOMEIBAJIN 5 oBBEMaMM

ypaBHOBemmpawomero oOybepa. PsaA »JoMpoBaliM C IIOMOWbL 12 o6BeMOoB
nuHeMHoro TrpamvenTta (0-100% ©6ydep B). (Bybep A conepxur 20
MMTpuc, 1 MM 3IOTA, pH 8,0; ©6ydbep B comepxur 20 ~MTpmc, 1 MM
S5OTA, 250 mMNaCl, pH 8,0). 3arTeM BHIIOJIHANM IIPOMBIBaHME KOJIOHKM 20
MMTpuc, 1 MM 3OTA, 1 M NaCI, pH 8,0.

[0189] XpomMaTorpadms Cco CMellla HHBIM PEXMMOM : 25 MJI
KepaMmuecKkoIro IrMapoKcuarriaTmTa (THra 11 CHT-I1I) BHOCWIINA B
KOJIOHKY . CMOJIy [POMEIBaJIM OOBEMaMy CTEPMUJIBHOM IUCTUIIJIMPOBAHHOM
Bonel, a 3areM 10 obwvemamm 20 MM Tpuc, pH 6,8. 3j0MPOBAHHEE
dpaxkuum m3 cMoJipl IOAD, KOTOPHE I[oKaszajlM YEeTKYKD OCHOBHYK BUIUMYIO
noJjiocy mnpudbamsauTresabHo 37 kla xopomeM KOoHIeHTpauum PsaA B SDS-
PAGE (mJexTpodopes B IIOJAMAKPUIIAMUIHOM TIejle ¢ JoneumscyibdaToMm
HaTpMsa) OOBEeIMHSANIM M HaHOCuIIM Ha cMmosty CHT-II. IIpoTouHyl OpakKLui
cobupanar ¥ KOJIOHKY IIPOMBEIBAJIM YpaBHOBemmBalmmM Oybepom B oObemMe 5
KOJIOHOK. BeJIOK DJIMPOBAJM C IIOMOWBK JIMHEMHBX I'PamueHTOB B oOBeMe
5 komjoHOk (15% B, 20% B, 50% B u 100% B). Bydep A comepxutr 20 MM
Tpuc, pH 6,8, a Oydep B comepxur 250 MM ¢ocdpaTHOTO Oydepa, pH
6,8.

[0190] Bce osmoMpoBaHHHE OpaklmMM, I[IOKa3HBAaKIMEe UKCTYID [I0JIOCY
npennojaraeMoro pasMepa PsahA, o0O0beIMHANAM, KOHLEHTPUPOBAIM Ha
xkaccere 10 xIa MWCO m nomeepranu mradbunsTpaumu npoTun 20 MM
docdarHoro Oydepa, pH 7,5. OumimieHHBM OeJIOK HaHOCMIM Ha SDS-PAGE

TeJjip OJ14 OLE€HKM YUMCTOTEL.
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B) AxTMBanmMsa ¥ KOHBOIMPOBAHME IMIHEBMOKOKKOBOI'O HNOJIMCAXapHOa
nz ceporurna 3 Cc PsaA

[0191] TMommcaxapmun M3 cepoTuina 3 C yMEHBIIEHHBM pa3MepoM (B
KOHUeHTpauuu 5 wMmr/mna) m 1,5 ma CDAP (100 MI/MiI B aleTOHUTPUIIE
(Bec/o0BBEM) ) CMEmMBAJIM B CTEKJISHHOM HOCyIe B cooTHomeHmn 1: 0,5
(IIC: CDAP) m B30ajTeBa M B TedeHMe 1 MUHYTE. YpoBeHb PH pacTeoOpa
nojgmcaxapmuna nosomuiu no 9,0 c¢ nomowswo 3,5 Mmin 0,2M TpusTHUIIaMMHA
1 B30ANTHBAIM B TeUeHue 1 MMHYTH IIPpYM KOMHaTHOM Temnepatype (KT).
PsaA B kosmuecTtBe 210 Mr (14,0 M B KoOHuUeHTpaummu 15,0 w™Mr/mi)
MEeIJIEeHHO J00aBJIAIM K AaKTHMBMPOBAHHOMY IOJMcCaxapuily B COOTHOUEHUNU
1: 0,7 (IIC: OeJyIOK—HOCHUTEJIL) .

[0192] 3HayYeHue pH PeaKMOHHOM cMecu OOBOIOUIIN o
npubnmuzurensso 9,01 ¢ nomouwwin 0,7 wMn 0,2M TpusTUIaMMHA, WU
IPOJAOJIKaJIM pPeakKumio TIper B30aJITEBaHMKM B 2 TedeHue 5 YacoBR IIpu
KOMHATHOM TeMrepaType C IIoCienyrier OCTaHOBKOM peakuuu I[IyTeM
nobarisienus rimuavHa (100 MM) B M3OHTOUHOM KOHIEHTpauuu. KMHEeTUKY
peaxkumy KOHBOI'MPOBAHMS KOHTPOJMPOBAJIM C IIOMOHIBID BKCKJIO3MOHHOMN
BEICOKOB3DQEKTUBHOM XUIKOCTHOVW xXpomaTorpadmum (SEC-HPLC) B KaxXIbM
yac peaxumm.

[0193] 3BaTeM peakKUMOHHYID CMeCh Iroapeprajsm amaduibTpaumm u
KOHLIEHTPUPOBAJIK C [oMoumpin MeMmOpanu 100 xJa MWCO TFF. KoHLEeHTpaT
ouuniaIm c IIOMOUEBIO SKCKJIIO3MOHHOM xpomMaTorpadum. dpaxumm
ananmuzuporasam ¢ nomompin SEC-MALLS m cnocobfa C MCIIOJIb30BAHMEM
aHTpPOHAa, 171 cormepxamye KOHBIOT'A TEI bpaxkumm OO BEIVHAIIN 17
CTepUIM30BanM nyrem ouiasTpaumy ¢ nomoumsio 0,2 MKM OUIIBTPOB.

C) AxTHBaANMS WM KOHBIOIMPOBAHME I[THEBMOKOKKOBOI'O IOJIMCaxapuna

u3 cepormna 6A c PsaA

[0194] [lonmvcaxapul  TUII 6A C yMEeHBbUIEHHHM pPas3MepoM (B
KOHIeHTpauumu 14,6  MD/MT) n 400 wmMx;m CDAP (100 wMr/mMm B
aALeTOHUTPUIIE (Bec/obneM) ) CMelMBaJIM B CTEeKJIIHHOM I[ocyme B

coorHomeHurm 1:1 (IIC: CDAP) wum BR6bajTelRajlM B TeueHMEe 1 MMHYTH.
YpoBeHnbr pH pacTBOpa nosmcaxapuna poepoimunm no 9,5 ¢ nomomeio 800
Mri0, 2M  TpusTMIaMMHa M B30anTEBAIM B TedeHMe 1  MMHYTH IpPU
KoMHaTHOM TeMIepartype (KT). PsaA B kxommuecTBe 40 Mr (3,78 M B
koHUeHTpauun 11,0 wMr/Mia) MenjeHHO [ofaBjaany K aKTUBMPOBAHHOMY

nogmcaxapmny B cooTHomeHuM l: 1 (IIC: OeJIOK—-HOCUTEJDL) .
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[0195] B3HaueHMe pH PEeaKLUMOHHON cMecu OOBOIOMIIN oo
npubauzurenasso 9,01 ¢ nomomwrn 0,7 Mn 0,2 M TpusTUIaMMHaA U
PeaxKuMo OpOoIdoJKkanM Opu B30aJITEIBAHMM B TedeHMe 5 dacoB HOpu
KOMHATHOM TeMIepaType C IIOCJenylllel OCTaHOBKOM peakLuMM [IyTeM
notaeneHusa rimumHa (100 MM) B M3OHTOUHOM KOHLEHTpauuu. KUMHEeTUKY
peakLuMy KOHBIOIMPOBAHMS KOHTPOJMpOBanau ¢ nomombpin SEC-HPLC B
KaxXxIBEM 4Yac peakLuM.

[0196] 3BaTeM peakUMOHHYI CMeCh NOABEpTranM IvaduilbTpauuuu
KOHLEHTPMPORaANM C noMomein MemOpaHe 100 xda MWCO TFF. KoHLeHTpaT
oummaIm e IIOMOUIBIO DKCKJIIO3MOHHOM XpoMaTorpadun. dpaxumu
aHaAIU3UPORBAJIM  [IYTEM SEC-MALLS " cnocoba C VCIIOJIE 30BAHUEM
aHTPOHA, u comepxamye KOHBIOI'AaTH bpaxumm O0BEOVHAIN n
crTepuaM3oBaaM nyreM ¢uiasTpauuy depes 0,2 MKM QUIbLTPEHL.

D) AxTuBaumMa ¥ KOHBOIMPOBAaHME I[THEBMOKOKKOBOI'O IOJIMCaxapuna

u3 ceporuria 6B c PsaA

[0197] Tlonmcaxapwui Tura 6B ¢ yMeHbUIeHHBM pPasMepoM (B
KOHUeHTpauun 14,97  Mr/mi) v 4,0 wMnn CDAP (100 wMmr/mi B
aleTOHUTPUIIE (Bec/obwem) ) CMelmMBayM B CTEKJIGHHOM Ilocye B

cooTHOomeHMm 1: 2 (IIC: CDAP) wm B3®ajiThHBAJIM B TeueHue 1 MUHYTH.
YporeHnb pPH pacTBopa Ioimucaxapuina  IOBOOMIIM IO 9,1 nyTem
noGasyenus 8,0 wmin 0,2M TpusTHMIaMMHa M BaOanTHBANIXM B TeueHue 1
MMHYTH [OPY KOMHaTHOM TeMmieparype (KT). PsaA B xojumuecTee 340 wMr
(22,66 wMn1 B KOHUeHTpauum 15,0 wMr/mi) MemieHHo noGaBjsaiaM K
AKTUBUPOBAHHOMY IoOJMcaxapuiny B cooTHomeHum 1: 10,7 (IC: ©Oesoxk-
HOCUTEJD) .

[0198] 3HaueHUe PH PeaxKuMOHHOM cMecu IOBOOMIIN Ino
npubtnuzurensuo 9,01 nyrem mobaryesHusa 0,7 mn 0,2M TpusTUIaMMHaA U
peaxkuuon OpOoIOoJiKaaM Opu BROAJITHIBAHMKM B TedeHue 5 dYacoB Ipu
KOMHATHOMW TeMIepaTrype ¢ [DOCJAenyr el OCTAHOBKOU peakuuu HOyTeM
notaeneHusa ramumHa (100 MM) B MAOHTOYHOM KOHLUEHTpaLuM. KuHeTUKY
peakuMy KOHBOIMPOBAHMSA KOHTpPOJMpoORBanmM C nomomein SEC-HPLC B
KaxIOelM Yac peakKluM.

[0199] BaTeMm peaklUMOHHas CMeChb [NoABRepTranM IuaduiabTpaluun
KOHLEHTPUPOBANIM C MCHOJIb30BaHMeM MeMmOpanel 100 xIJa MWCO TFF.
KoHueHTpaT oummanM C  IOMOWBI  BKCKII3MOHHOM  XpoMaToTrpadun.

dpakuum a”HammzmpoBaam nyrem SEC-MALLS u cnocoba ¢ MCIOJb30BaAHUEM
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aHTPOHA, u comepxamye KOHBII'aTH bpaxumm OO BEeIMHAIIN "
CTepuams3opanu nyreMm o¢uibTpauum uvepeszs 0,2 MKM OUILTPHL.

[0200] BemogHsanu SEC-BOXX s onpenesyieHMsS KUHETUKM pPeaKLUMU

KOHBIOTUPORBaHUA cepoTtunos 3 (D), 6A (E) m 6B (F). IOnsa Bcex Tpex
XpoMaToIrpaMMm VICIIOJIb 30BaJIN crenypomme CHUMBOJIH : nojaucaxapmun
(cnimomHasa JaMHMA) , PsaA (IyHKTUPHAas JMHUA), 3 MM 5 YacoB peakuuu
(ToueuHas JIMHUS) . Kaxk IIOKAaRaHoO Ha burype 2 Jis BCeX

XpoMaToIrpaMmM, MHOoIJIomeHue PsaA yKasaHO, MCXONS M3 COKpalleHUS WK
MCUYEe3HOBEHMA INIpuHanjaexamero PsaA OIMKa OPUM BpPeMeHU YIePXUBaHUA
IpUBIU3UTEIILHO 19 MUHYT . KoHnloTHpOBaHME IOOTBEPXIaeTCs 1o
QOPMMPOBAHMID HOBOTO IMKa OT OpubAM3uTesbHO 13,5 MMHYT OO
NpUBAM3UTENBHO 14 MMHYT.

[0201] KouworaTtel PsaA ¢ TI[IHEeBMOKOKKOBEIMM [OJAMCaXapUIaMM U3
ceporunios 5, 9V, 12F, 10A, 15B, 18C m 45 OwuM IMOJIYUEHH C ITOMOIBIO
AHAJIOTMYHOM  BBIIEOINIMCAHHOM  METOIUKMA. BEIMOJIHAJIY  DKCKJIIIO3UMOHHYIO

BbICOKOG(i)@}eKTI/IBHYIO KMIOIKOCTHYIO xpomaTorpabmo IJ1A orpeneJieHmsA

KMHeTUKM PpeakuuM KOHBOI'MPpOBaHmUsa ceporuros 5 (A), 9B (B) m 18C
(C). Bce Tpum xpomMaToI'paMMel IIOKa3aHH Ha OUI'.2: TIoJaMcaxapun
(cninomHas JmMHMA) , PsaA (IIyHKTUPHAas JIMHMUSA), 3 WM 5 4YacoBR peakuum
(ToueuHas - JIMHMKHL) . Bo Bcex xpoMarTorpamMmax IliorjiomeHme  PsaA

yKasaHo, WMCXOIs M3 COKpalleHMS WM MCUEe3HOBEHMHA I[IpMHAaJIexauero
PsaA 1mnukKa OIpM BPeMeHyr yIepxXupaHusa npubiamsmuressHo 19 MuHYT.
KouvoTrupoBaHmue IMnoATBEpXIaeTCsa 10 (QOPMMPOBAHMIO HOBOTO IIMKa OT
npubamanTespHo 13,5 MMHYT 00 npmubiam3mMTesbHO 14 MUHYT.

HpMMep 2: lToslydyeHe KOHBII'aTOR I[IHEBMOKOKKOBOI'O KAalICYJIBHOT'O

nonmcaxapmuna m CRMigy

A) AKTUBAIIAA nojmncaxapuna ¥ KOHBROI'MPOBAHMUE c B6eJIKOM—
HOCHUTEJIEM

[0202] CopTupoBaHHEE IO pasMepy noamcaxapmuns (6,0 M IC,

KOHLIEHTpaumsa 10 MI'/MJI) nm  CDAP (100 MI/MJI B ALEeTOHUTPUIIE
(rec/obBmeM) ) cMemMBalIM B CTEKJISHHOM Opobupke B cooTHomeHuu 1:1 wu
IepeMelnBanm B TeUeHUEe 1 MMHYTEI . YPpOBEHD PH pacTeopa

noamMcaxapmuma nopommnu no 9,25 ¢ nomomekn 0,2M TpusTUIIaMMHA U
B36asITEIBAJIM B TeueHMe 3 MMHYT IIPM KOMHATHOM TeMmrnepatype (KT). K
AKTUBMPOBAHHOMY [OJMCaxapuny MenjaeHHO znodaenanu CRMisr (4,0 M, B

koHUeHTpauun 15,0 mr/mi) B cooTHomeHuM 1:1 (IIC: 6elOK—-HOCUTEIDL) .
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[0203] B3raueHume pH peakumm nDorOOMAM »O npubamzauTesbHo 9,05
nyrem pobarjenHusa 0,2M TpusTUIaMMHa, W PeakUuMi OIPONOJIXaIM [IPU
B30aJITEIBAHMM B TeueHMe 5 YacoB IIpM KOMHATHOM TeMIepaTrype, U B
urore peaxumio OCTaHaBJIVBaJIU nyTeMm noOaRBJIeHUS TIIMLMHA B
MBOBEITOYHOM KOHLEHTPAaLUN.

[0204] 3arTeM peakKUMOHHYID CMEeCh IOIABepTranM IuaduibTpauum C
ucnosb3oBauvem MeMmOpansl 100 K MWCO m oummaam NyTeM 3SKCKIIO3MOHHOM
xpoMaTorpadmm. dpaxKLumnm aHaJIM3MPOBAaJIA C IIOMOIIB IO SEC-MALLS,
CrIoCoBOM C AQHTPOHOM, ¥ COIepXallMe KOHBOTATH (pakumMy OOBEeOAVMHANM U
CTEPUIMI3OBAJIM TNIyTeM OounbTpauuu uepes 0,2 MKM OUIABTPEH. 3TOT
MaTepMraJl HasHBaAeTCsA ONHOBAJIEHTHHM HepachaCOBAHHBEIM KOHBIOTATOM.

[0205] Ha ourype 1 mnokxasaHa KMHeTMKa peakUuM KOHBIIATOB,
IIOJIYUYEeHHEX M3 cepotunos 7F (A), 14 (B) m 19F (C) ¢ CRMig97. Ha

BCeX Tpex XpoMaToI'paMMax MCIIOJIbE30BaHEL Ccllegyrure oBO3HaAUEHUS :

nommmcaxapun (crgiomHasa JsmHMsg), CRMigy (MIyHKTHMPHAas JMHMA), 5 YacoB
peaxkuuu (ToueuHasd JIMHMSE). Bo Bcex xpoMaTorpaMMax IIOTJioueHMe
CRMi97 yKaszaHo, UCXOIs n3 COKpalleHus WU NCUEe3HOBEHUS

npmHagiexamero CRMig7 IMKa IIPUM BPpeMeHM YIePXUBAHUS IPpUOIIM3UTEJIbHO
19 MuHyT. KOHBOIMPOBAHME IIOIATBEpXIaeTcs 10 GOPMMPOBAHMIO HOBOIO
nmxKa oT npudbnm3mTesisHo 13,5 MUHYT IO NpubiImn3mTesibHO 14 MUHYT.
[0206] Ha ourype 1 r1oka3aHa KMHETMKA pPeakuMu KOHBIOIT'ATOR,
[MOJIyYeHHHX u3 cepoTunoB 3 (D), 6A (E) m 6B (F) c¢ CRMigy;. Ha Bcex
TPpex XpoMaTorpamMMmax MCIIOJIb 30BAHE crenyuomme ODO3HAUEHUS :
nosnmcaxapun (crgomHas JamHMsa), CRMigy (IIYHKTHMPHAas JIMHMS), 5 Yacos
peaxkuuu (ToueuHas JIMHMSA). BOo Bcex xpoMaTorpauMmax —IIOTJIOUEeHME
CRMi97 yKaz3aHo, UCXOnsA u3 COoKpaleHms W VMCUEe3HOBEHUSHA
npuHaniexamero CRMigy NMKa IPM BPEeMeHU YIOePXMBAHUS OPUOIUBUTEIILHO
19 MuHyT. KOoHBOIMpPpOBaHME INIOATBepXIaeTcd IO G(OPMMPOBAHMIO HOBOTO
IvKa OT NPUMOIM3UTEJIBHO 13,5 MMHYT IO OPUOIUBUTENBHO 14 MMHYT.

liprMep 3: [IPUTOTOBJIEHUE KOHBIOIVPOBAHHON BAaKIVHEL n3

IITHEBMOKOKKOBOI'O KalICYJIbHOI'O IOoJIMCaxXapria MU Oenka

[0207] Xowumnosuumua 15-BaJIEHTHOM KOHBIOIMPOBAHHOM BakKlMHa OBJIa
noxgydeHa B Bume 0,5 MI »O3H, comepxalle 2,2 MKD KaxXIor'o U3
IHEBMOKOKKOBEIX IOoJMcaxapuimos ceporunos 1, 4, 5, 7F¥, 9v, 14, 18C,
19A, 19F, 22F, 23F wm 33F, KOHBOIMPOBaHHEX C 6OejgxoM CRMis7 B

KoaMuecTBEe NPUMOIMBUTENIEHO 28 MKI, M 2,2 MKI KaxIoI'o NoJucaxapula
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13 CepoTUMIIOR 3, 6A ®m 6B, KOHBOTMPOBAHHHX C O0eJkoM PsaA B
KOJIMYEeCTBE OpUOJIU3UTEIILHO 7 MKT . Bce KOHBIOT'a TH OBl
ancopbUpPOBAHEL Ha Tese docdarTa AJIIOMUHM S B KOJIMUECTRE,

skBuBajieutHoM 0,5 mr Al3*sa mosy 0,5 Mmn. B xauecTBe pas3baBuTena u
HOCHUTesNsa ucnojgbszoBann 9% Bec/obbeM (QUIMONOTMYECKUM PACTBOP, U
YPOBeHb pPH KOHEUHOM KOMIO3ULMM JoBoAMAM 10 pH 6 ¢ nomomsin 1N
XJIOPUCTOBOOOPOIOHOM  KMUCJOTH. [lna »bbexTuBrHOM amcopdummM IOCJeE
peryaupoBaHua pPH cocTar nepeMemmBagyM B 2 TedeHMe 2 YacoB NOpu
IOCTOSAHHOM B30alTHBaHMM. UYepes 2 uyaca CMeumBaHus CchOOpMUPOBAHHOMN
CMECBI0 acCernTUUeCKM 3aloJIHAJM CTEePUJIbHEE HEeCUJIUMKOHUIVPOBAHHEE 3
M1 QJaxkoHE B kKoJmdecTBe (0,58 Mn Ha QIaKOH, 2aKPHBaJIM CTEPMIIbLHBIMM
PE3UHOBEIMKM HOpoOkaMM 13 MM UM TepMeTUMUHO YIaKOBHBanmu 13 MM
CTEPUJIBHEIM OOXMMHBEIM  AJIOMMHMEBHM KOJIIAYKOM PO30BOTO LBeTa, C
[IOCIIeNYIIMM  ONTUUYECKUM KOHTPOJIEM ¥  MapKMPOBKOM  BallOJIHEHHBIX
b1aKOHOB . HecxosibkO  QJIaKOHOB M3 I[apTuUM  CJydarHeM  oOpas3oMm
BHIOMPAJIM ¥ OTIPAaBJAIM IJIs aHajMza I[10 CJeAy MM I10Ka3aTeJIsIM:
BHEMHUN  BUI, yporeHb  pPH, OCMOJISIJILHOCTE, obmwee  colIepxaHue
nosmcaxapuna u 6Genka (Mxr/SHD=0eszoracHas uejioBeyeckas 103a), %
azncopbumm, colmepxaHue aJuoMuHus (Mr/SHD) .

[Ipumep 4: [IpUIOTOBJIEHUE KOHBIOI'MPOBAHHON BaKIIMHEL n3

ITHEBMOKOKKOBOI'O KaAlICYJIBHOI'O IoJiMcCaxapria M Benka

[0208] Kowmnoszuiumsa 15-BaljieHTHOY KOHBOI'MPOBAHHOM BaklMHa OBLIA
nonyuyeHa B Buzme 0,5 M3 mo3w, comepxamerm 2,2 MKD  KaxIoro
nojgmcaxapmuna wms ceporunos 1, 4, 5, 7F, 9v, 14, 18C, 19A, 19F,
22F, 23F wu 33F, KOHBOIMPOBAHHEIX C OeJxoM PsaA B KOJIMUECTBE
npmbnmu3anuTesibHO 14 MKI'. Bce KOHBOI'AaTH OBUIM aJCopOMpOBAaHEl Ha Iejie

bochara ayoOMMUHUSA B KOJIUUECTBe, OSkBuBajeHTHoM 0,5 Mmr Al3* Ha 10o3y

0,5 ™. B xadecTBe pasbaBUTeNIS U HOCHTEJS MKCIoJab30oBaiu 9%
Bec/ob6BeM  QUBUOJIOTUUECKUM  pPacTBOpP, ¥ ypoBeHb PH KOHeUHOU

KOMIIOBULIMYM HOOBOmuIM no pH 6 ¢ nomMomen 1N  XJIOPHMCTOBOIOPOIOHOM
KMCJIOTE. g 20bekTMBHOM ancopbluMM 0Oocje peryamupoBaHusa pH cocrTas
IepeMelMBaaIM B TedeHMe 2 UYacoB TIMNpM TIOCTOSHHOM B30aJITEIBAHUMU.
Yepes 2 dYWaca cCcMeumMBaHUA COOPMMPOBaHHOM CMECHI AaCelTHUUEeCKM
3AMO0JIHANM  CTEPMJIbHBIE  HECUMIIMKOHMBUPOBAaHHBIE 3 M GIaxKoHEL B
xkommdecTBe 0,58 M Ha (QJIakoH, 3axKkpeBajli CTEPUJIBHEIMM PE3UHOBBMU

npobkaMm 13 MM M TEepMETMYHO YIaKOBEHEBaAIM 13 MM CTEPUIIbHBM
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OOXMMHEIM QJIOMMHMEBRBIM KOJIIIAUKOM PO30OBOTO LBeTa, C [IOCJeIy UMM
O TUYE CKUM KOHTPOJIEM u MapPKUPOBKOM 3alOJIHEHHEBIX ®J1aKOHOB.
Heckonbko @QJIakOHOB M3 IIapTMM CJydaMHEM o0Opas3oM BHOMPpAIM U
OTHPAaRJIANM IJiS aHajlM3a I[I0 CJelyllyM IIoka3aTejssaM: BHEWHUM BUI,
YPOBeHb PH, OCMOJNAJILHOCTL, OOlMlee coIepXaHMe NoJjmcaxapuina M Oejka
(MxT/SHD=0eszonacHasa uejioBeueckas mHno3a), % anacopbuuu, CcoIepxaHue
amoMuHMsa (M /SHD) .

A) UMMyHM3AIMS KPOJMKOB M3TOTOBJIEHHON BAKIIMHOM

[0209] 3m0opoBEE KPOJUKM BecOM OT 1,5 0o 2 KI' ObUIM BHEIBEIEHEH
M BHpPAIEHEl B YCJIOBUAX 0e3 crneuudrueckmx NaToTreHOB. KpOJMKOB
VMMYHU3VPOBAJM BHIIEYKABAHHLEM NPENapaToM [0 CJIeOyKRIEN CXeMe.

[0210] Tpymnna 1 cocTossa U3 7 KPOJMKOB, MMMYHU3UPOBAHHEBIX
15-BasieHTHOM KOHBIOIMPOBAHHOM BakKLUMHOM (npuMep 3). 15-pajieHTHasa
BakKLUMHA COCTOMT M3 2 MKI' Kaxiaoro M3 IIoJiMcaxapuliloB S.pneumoniae
3 ceporunos 1, 4, 5, 7F, 9v, 14, 18C, 19A, 19F, 22F, 23F, 33F,
KOHBIOTUPOBAHHEX C CRMig7, M M3 2,2 MKI' XKaxIOoT'o M3 [OJIMCaxapuIoB
S.pneumoniaen3 cepoTurnoe 3, 6A v 6B, KOHBOI'MPOBAHHBIX C PsaA.
KposmkoB mMMyHM3MpPOBaJM B nuHM 1, 15 m 29; obpasusl KpoBM CcobBupasu
B nuu 0, 15 m 36. U3 obpas3ia KPOBM OTIEJSJIM CBBOPOTKY M XPaHWUIM
npu -80 °C.

[0211] Tpynna 2 cocTosayna M3 7 KPOJMKOB, WMMMYHM3UPOBAHHEIX
13-BaJjIeHTHOM  KOHBIIMPOBAHHOM  BaKLMHOM Prevnarl3®. Kponukos
VMMYyHUBMPOBanM B nHu 1, 15 m 29; obpazus kKpoBu cobupanu B nHu O,
12, 26 m 40. JauHHbe, TIMOJiydeHHEle Ha 12- pneHs u 40-1 1geHb, Obuix

MCIOJIb30BAaHE IJisg TI'padmka CpaBHEeHMs C MCcclenoraHueM PsaA (furypa

4). Vi3 obBpaslia KPOBM OTHOEJNISJIM CHBOPOTKY U xpaHuiau npmu —-80 °C.
[0212] Tpynna 3 cocTodAsa U3 7 KPOJMKOB, UMMMYHU3UPOBAHHEIX
15-BasleHTHOM KOHBOIMPOBAHHOM BakLUMHOM (npuMmep 4). 15-pajieHTHada
BakLMyHa COCTOUT U3 2,2 MKI KaXIOTO M3 NOJIMCAXAPUIOB CEpOTMIOB 1,
4, 5, 7¥, 9v, 14, 18C, 19A, 19F, 22F, 23F u 33F, KOHBOTMPOBAHHEX
c BemsxoM CRMi97 B KOJIMUECTBE MNPUOIMBUTENBHO 28 MKI', U M3 4,4 MKT
Kaxigoro M3 IIOJMCaxapuIOoB CEpOTUIIOB 3, 6A M 6B, KOHBOIMPOBAHHEX C
OenxoM PsaA B KOJIMUECTBE INpubam3MTesbHO 14  MKI. Kposmmkos
MMMyHMUBMpoBanmu B mHM 1, 15 m 29; obpasuw kpoBu cobupanmu B nHU O,

15 m 36. V=3 obpasua KpPOBM OTIEJNANM CEHBOPOTKY M xXpaHuiy nopu -80
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°C. [TomyueHHY u3 VIMMYHM3MPOBaHHBIX KPOJIMKOB CEIBOPOTKY
aHANM3UPOBAJIM Ha CEPOTUII-CIeUMOMUHBIN WMMMYHHHM OTBET C IIOMOIB
MMMYyHOQepMeHTHOTO aHanmza ELISA.

[0213] Anammz ELISA BHIOJHAIM B COOTBETCTBMM C IIPOTOKOJIOM,

npemjoxeHHsM BO3. Koporko, ELISA-mnjaHmerTs Maxisorp™ noxpeBasn
MHEBMOKOKKOBBIMM [OJIMCAXapuaaMu 3anaHHoro ceporuna (1 mxr/50 wmki/
Ha JyHKY C MCHOJIb30BaHueM OdocharHo-OydepHoro pacTropa (OBP);
cTepusibHble 0e3 5sHOoTokcuMHOB, c 0,02% asupmom HaTpMa) . IllJaHmeTH

IoMenany B KOPOOKYy C yBJIAQXHEHHBMM OyMaXHBIMM [IOJIOTEHLAMM IIJid
YBJAXHEHVS BO3Iayxa, ¥ MHKyOupomanu npu 37 °C + 2 °C B TeueHume 5

YacoB, IIOCJIe BTOTO IJIaHWeTs coxXpaHsiau onpu 5 °C = 3 °C no
MCIIOJIE30BAHUS .

[0214] MccrnenyeMmele CHBOPOTKM IIpPeIBapUTEesSIBHO alcopbupoBaim
Ha CWPS M1ti™ mmsa ycTpaHeHMs QOHOBOM PEaKTUBHOCTHU, IIPOU3BOIMMON
KJIETOUHOM CTEeHKOM roJaucaxapuna. JLis IIoJiydeHMs 2MKJI UCCJIellyeMOoM
CHBOPOTKM ¥ obpasua g IIOJIOXUTEJIBHOT'O  KOHTPOJIS  CHBOPOTKY
PazBOOMIIM IIPMMEeHSeMbBIM [epen ancopbumeyr pacTeopoMm 998wmxi (1 M-
IMrJICWPS M1ti™ B 999%wvxnr 10% SuperBlock™ B docbaTHO-COJIEBOM
Bbybepe c TBMHOM PBST) g HNOCTMXEHMS KOHeUHOT'o pasBeneHus 1:500.
PaszpeneHHEe OOpaslpl MHKYOMPOBAJIM I[PV KOMHATHOM TeMieparype (25 °C
+ 5 °C) B TeueHMe 1 uyaca TI[IPM HENPEpPhBHOM BCTPAXUBAHUN.
HecBsa3aHHEE [IHEBMOKOKKOBEIE IOJIMCaXapPUIL OB yIOaJIeHE
NOmEeJIKUBAHMEM IJIaHIIeTa ¥ CBOOOIHEE YUYAaCTKM B JYHKU OJOKMPOBAJU
nyrem pobaBiyenua 200 Mmra OGnokupyoimero BemecTBa (20% SuperBlock™
B OBP). IjnaHmeT MHKYOUPOBaNM IPM KOMHATHOU TeMmraepartype (25 °C + 5
°C) B TeueHue 1 yaca 0e3 BCTPAXUBAHUA.

B) JlobaBjyieHme wucCcCenyeMBX ¥ KOHTPOJBHBEIX 0O0pasIjoB

[0215] JoBarnanu 50Mxn paszbarurena (10% SuperBlock™ B PBST)
BO BCe JYyHKM, KpoMe JYyHOK oT Al pmo Al2. Bcjyenm 3a STUM B JIYHKMU
A1-A10 nobapianm  OpeaBAPUTEJIBHO AOCOPOUPOBAHHEIE  UCCIIEOYEMBIE
oBbpasusl CHBOPOTKM B oObeme 100 MiJj/Ha JIyHKY, M B JyHKM All um Al2
NOOARJIANM KOHTPOJIbHEE OBpPasUbl CHBOPOTKM. [IPOBOOMIIM OBYKPAaTHOE
CepMMHOE pa3l3BeIeHMe HKCCJenyeMex o0pasnoB nyTeMm InepeHoca 5S0Mram3

1 BO 2 JYHKYy ¥“ Tak gpajee, T.e. ot Al - Al0 @mo HI-H1O0.
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AHAJIOTMYHEIM 0O0pPa30M [OIPOBOIMIIM CEPUNHOE pa3BeleHMe KOHTPOJIbHHX
obpaszuor (007SP) or All m 12 pmo E11 m El12. Jlyuxkm F11 m F1l2 1o
H11l um H12 ©6e3 pasBeneHus OBNIM OCTaBJIEHEl B KadeCTBEe XOJOCTOM
NPOOH .

[0216] IlnaHmeTH MHKYyOMPOBAJM IIPM KOMHATHOM TeMmIepatType (25

°C + 5 °C) B Teuenme 2 uyacoB 0es BCTpAxuBaHuA. llocse 3Tarna
MHKyDaUMM  COHOEePXMMOe  yIajialyM M IJIQHWETH  [IPOMBIBAaJIM  TPWXIL
pacTBopoM PBST (npumepHo 250MKJI/Ha JIYHKY) BPYUYHYID MM C IIOMOIBIO
MAMMHE IJIS MOWMKM IJIAHIIETOB.

C) HJobaBieHMe HNEPBUYUHOIT'O AHTHUTESA

[0217] Bo BCE JIYHKU noBaraanau 50 MKJI/Ha JIYHKY

pexoMOMHaHTHEM ©Gejiok A/G nepoxcumazsy (pasBenenuemil: 20000 c
ucrnones3osanmueM 10% SuperBlock™ B PBST) M I[UJIAHIIETH MHKYOMPOBAJIMU B

TeueHme 1 uyaca IIpM KOMHaATHOM Temneparype (25 °C * 5 °C) 6es
BCTPAXMUBAHKA. IloCcJyle 3TOT0 IJIaHWETH TPWXIE [pomerBaimm PBST (250
MKJI/Ha JIYHKY) BPYYHYI MJIM C ITOMOIBI MAUMHBEL JIJIS MOMKM [IJIAHIIETOB.
D) IpormosrxkeHme peaxluy M CUYMTBBAHMUE
[0218] XpoMmoreHHas peaklus Owla MPOoJoJXeHa IyTeM JoOaBJieHUS

50Mkii/Ha syHky TMB-cy6crpara M uHkyBaumem B TedueHue 15 MMHYT IIpH

KOMHaTHOM TeMmreparype (25 °C + 5 °C) 6e3 BCcTpaxMBaHMA. Peakuuo
ocraHaemuBanm pobaeisenmem 50 MkJI/HA JyHKY 1,25M CEpHOM KMCJIOTH.
OnTMyeckyl MJOTHOCTh M3aMepsanam npu 450HM.

E) OnexHkxa Twurpa

[0219] TuTtp aHTUTEJI v VIMMYHUSBUPOBAHHEBIX XV BOTHBIX
paccumMTeEBaIM, Kak obpaTHeM KOosbdMUMeHT paseeleHusa. Haubosbuee
pazBeneHMe, KOTOpoe nokaszsuBajio ODsspHM B IOBa pas3a BoHlle, YeM TUTP
nepen wMMyHMsauuewn (npubnmsmuresnsHo 0,2), yKazHBaJIOCh, KakK TUTP.
TUTP CHBOPOTOYHHX AaHTUTEJ] K KaXIOMy CEPOTMIIYy IIOKAa3bBaJIM B BUIE
ovarpaMMel U CpaBHUBAJU C noxasaTesaMu B Pa3HEIX Tpynnax
MUCCTenoBaHUA.

[0220] PesyapTaTel MMMYHHOI'O OTBeTa XMBOTHEIX M3 TPYyNONOel 1
IIOKAa3EBAnT IO303aBUCHMOE IOBBIIEHUE CEPOTUIN-CNeUUPUIHOTO
IIOBBIIEHMSA THUTPa aHTUTEJI B CEBOPOTKE KPOBM, T.e. YPOBEHbL THUTPA
AQHTUTET Vv BaKLVHUPOBAHHBIX XMUBOTHEIX BO3pacTal c KaxIom

nocyenymmey n0o30M. VIMMYyHHBIM OTBeT Ha cepotun 3 (durypa 5)
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coCTaBuUIl OpUOIMU3UTEIILHO 1:10000, Korma XM BOTHEE OBLIIN
MMMYHU3UPOBAHEBL KOHBII'aTaMu Psah, conepxaliyMy 4,4 MKT
nojiMcaxapuna (rpynna 3). JOMOJIHMTEJIBHO, TUTP CEIBOPOTOUYHBIX

aHTuUTEN kK cepoTumnamM 3, 6A m 6B Obll IO MeHbIIEM Mepe B IBa pasa

BHIIE I[10 CPAaBHEHMK C MMMYHHBM OTBETOM, I[IOJIYYEHHHM OT KPOJMKOB,
UMMYyHM3VMPOBAHHEIX  BaKUMHOM Prevnar®13. TuTp CHBOPOTOUHHEX 1gG

nocjie I[epBOM MMMYHMS3ALUM Y KPOJUKOB BAKUMHONW Prevnar®13 He
IOKAa3EBaET BSTO IIOBHIIEHME B TOMW Xe& CTelNeHy, KaK B3TO BHABJEHO IIPU
UCIOJIb30BAHUY 15-BaJIEHTHOM KOMIIO3MIMM I[I0 HACTOAMEMYy W300peTEeHUI0
(durypel 3 m 4). Jaxe OpM TOM, YTO KOHLEHTpAauMsa IojaMcaxapuia nns
ceporurna 6B B BakiuHe Prevnar®13 B nra pasza Oonbme (4,4 MKD), 10
CpaBHEHUIO c KOHIleHTPpaLVen rmosicaxapmia cepoTuia 3,
KOHBIOTMPOBAHHOTO ¢ PsaA (durypa 3), ypoBeHbr oTBeTa 1gG B IBa
paza Beme. TuTp aHTHTEN ceporura 3 exnsa pocturaer 8000 B
KOMITO3ULIMAX, COJepXammx 2,2 MKI' ceporura 3, KOHBOIMPOBAHHOT'O C
CRMi97. OToT TUTP Iokal3pBaeT sameTHoe yiyumenme (16000) rpwm
KOHBIOTMPOBaHMM C 4,4 wMxr PsaA. OTo yJydlleHve MJMMYHHOT'O OTBeTa
OBOYCJIOBJIEHO KOHBOIMpOBaHMeM PsaA M [I0aIMCaxapuiIoB M3 CepOoTUIIoB 3,

6A M 6B. TuUTp CHBOPOTOYHBIX AaHTUTEJ] K CepoTurly 14 y XMBOTHHX,

BAKLUMHUPOBAHHBIX Prevnar®13, OBl HIDKEe 10 CPaBHEHMIO C
pesysibTaTaMy KOMIIOBULMM I10 HacTodmeMy uzobperenmwo. OrBer I1gG Ha
IpyIMe CepOTHIEl Yy  XMBOTHEX, BAKUMHMPOBAHHEIX MM  BaKLUVHHBMU
KOMIIOBUUMAMKM 10 UI00peTeHrbn, UM BakKUMHOM Prevnar®13, Owuin
CXOIOHBIMU . TUTPEL CEPOTUIIOB 3, 6A M 6B OvbuiM  YJYYIIEHH IIPU
KOHBIOITMPOBAHMM C PsaA @maxe HPpM KOHUeHTpaumm 2,2 MKI.

[0221] Vcooamp3yeMble B HaCTOdmEelM =asBKe UMCJIeHHBEe 3HaueHUSA
YKas3aHe B KauecTBe IPUOIMXEeHUNM OT MMHUMAJIBHBIX 1O MaKCUMAaJIbHBIX
3HAUEeHUN B IOpenejax yKasaHHBEX »OMAaIas30HOB, U UM OIpelullecTBYeT
CJIOBO KOPUBIUBUTEIJILHO», ecsu KOHKPEeTHO He yKazaHo VHOe.
PackpeiTeie B M300pPEeTEHMM OMAINA30HE CJAeOyeT CUMTaTh HENPEPBBHBIMU
omarnasoHaMmu, BKJIIOUYAOIVMM Kaxmoe 3HaUEeHuEe MEeXIy — YKa3aHHBIMU
MMHMMAJIBHBEIM ¥ MaKCHUMAJIbHEIM BHAUEHMAMM, & TakKxe Jobbsle IMalas3OHH,
KOTOPEHE MOTYT OBTH OOpasOBaHH C MCIOJB30BAHMEM 3TUX 3BHAUYSHUM.
UKCJIEHHHE 2HAUeHMUs, [NPeHNCTaBJIeHHHe B HACTOAmEM 3asBKe, ABJIAKNTCS

Paz3JIMYHEIMM BapPMaAaHTaMM OCYHEeCTBJICHMA HaACTOANIETO MBO@peTeHVIH.
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[0222] HcnompayeMmele B M300peTeHUM TEepMMHE B eIMHCTBEHHOM
4yCJle BKJIOYAT B CceOA MHOXECTBEHHOE UMCIIO, €CJAM M3 KOHTEeKCTa
ABHO He cCcJelyeT MHOe. AHaJIOTMYHBIM 0O0pas3oM, eCIM CJOBO «UJIW»
ABHBIM 0O0OpasoM oOrpaHuuMBaeT OOO3HAUEHMEe TOJbKO EeIMHCTBEHHOTO
3JIEMEHTAa, 3SKCKIK3UMBHO OT IOPYIMX SJIEMEHTOB IPM CCBUIKE HAa I[IepedYeHb
U3 IOBYX WM 0OoJjlee 3JIEMEHTOB, TO MCIOJb30BaAHME «UIM» B TaKOM
CIMCKe CJlelyeT TOJIKORATh Kak BKJIOUEHUE (a) JB0TO0  OOHOTO
BJIEeMEeHTa M3 I[IepeudHd, (b) BCex »BJEeMEeHTOB U3 IepeuHsa uiun (c)
JB0OTO  COoYeTaHUSA DJIEMEHTOBR B IepeudHe. JHONONHUTEJNBHO, TEPMMHE
«Comepxammm» ¥ [NOHODOHBEIE, WCIOJb3YEMHE B HACTOAIEM M300peTeHuu,
O3Ha4YamwT BKJNUEeHME II0 MeHbIlleM Mepe [IepeurCJIEHHOTO [IpM3HaKa
(mpMsHaKOB) TakuMM o00pa3soM, UYWTO He MCKInYaeTcd Haaudue Jodoro
IpeBRHIIAKIETO KOoJMUeCcTBa TOTO Xe IpM3Haka (Tex Xe I[IPpM3HAKOB)
N/ MY ONHOTO uiM ©OoJjiee MOIOJIHUTEJIBHEIX TUIIOB IIPU3HAKOB. YKazaHue
Ha «OIVH BapMaHT OCYUWEeCTBJIEHUSI», «BapMaHT OCYILEeCTBJIEHUSI» WK
aHAaJIOTUUHEE GOoPMYIIMPOBKU o3Havyaer, uTo KOHKPETHBI  IIPU3HAaK
KOMIIO3ULIMM, KOMIIO3MUMS, CIOCODO WM XapaKTepucTuka, OINMCaHHEE B
CBS3M C DTUM BapMaHTOM OCYUECTBJIeHMSI, MOIYyT OBITbE BKJIOUEHBl I10
MeHbIley Mepe B OIMH BapMaHT OCYyUleCTBJIeHMS  [aHHOT'O YPOBHSHA
TexHUkM. TakuMm obpasoM, IloABJIeHMe TakKux OQpas min QOpMyJIMPOBOK B
HaCTOAWEeM IOKyMeHTe He 0043aTejIbHO OTHOCUTCH K OIHOMYy M TOMY Xe
BaApMaHTy ocyliecTryeHusa. KpoMe TOI'O, MOXHO OOBEAMHATbH pPa3JIMYHEE
KOHKPEeTHHE [NPpM3HAKM, KOMIIO3ZUIMM, CIOCOOH WM XapPaKTEepUCTUKU
JIIOOBIM  ITOAXOoOAmMM — oBpas3oM B OIHOM WMJM HECKOJIbKMX BapuaHTax
OCYHEeCTBJIEHUA .

[0223] HacTosmee wmzobpeTeHMe HE ABJISETCHS MWCUEPIHBARIMM WM
He INIpemHasHaueHO OTPaHMUMBATL MHOAHHBEIM YPOBEHb TEeXHUKM ONMCaHHBEIMU
B U300peTeHUM KOHKPEeTHEMM O¢opMaMu. B MWIJIOCTPATUBHEIX LeJIgX B
n300pEeTEHUNM OINMCAHBE KOHKPETHEE BapMaHTHEl OCYHECTBJIEHMS, HO BMeCTe
C TeM, BO3BMOXHH pPa3JIMYHEE BKBUBAJEHTHHE MoOMoukaumuu ©0e3 oTxXonda
OT HaHHOI'O YpPOBHSA TexXHUKY, UYTO OyIeT OUeBUIOHO ClelranucTaM B
IaHHOM ofJylacTM. B HEKOTOPHIX CJyuasx He ObBJIM I[OKazaHe W/WiIn
ONMCAaHEl MNONPOBOHO  OfIEM3BECTHHRE BJEMEHTH U  IOeNUCTBUA, UTOOR
nzbexaTh WIMIUIHETO OTPaHMYEeHMS OIMCaHMA BapMaHTOB OCYHECTBJIEHMS
IJAaHHOTO  ypPOBHS  TEeXHUKH. HecmoTpsas  Ha  OHNpelesIeHHBIM  [OPANOK

npelcCTaBJICHUA B HacTodlleM MBO@peTeHMM 2TarloB crnocobos, B
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aJIb TEPHATHRBHEIX BapMaHTaxX OCYWMEeCTRJIEHMA DTalbl MOT'YT MVMETb IPYI'OM
NOOXOOANMM HNOPSAIOOK. AHAJOTMUHEIM 00pas30M, HEKOTOPEE BapMaHTEHL
OCYHWECTBJIEHMA HOAHHOTO YPOBHHA TEXHMKM, PACKPETEE B KOHTEKCTE
KOHKPETHEX BapMaHTOB OCYUWECTBJIEHMA, MODYT OHETb OOBEIMHEHB WU
VICKJIOUEHEL B OIPpYyITHUX BapMaHTax OCYIIECTBJIEHNA . Kpome TOTO,
CBAS3AHHBEIE C HEKOTOPEIMM BapMaHTaMM OCYHWECTBJIEHMA IIPEeMMylleCcTBa
MOTYT OBITH OINMCAHBE B KOHTEKCTE DHTHUX BaPMAHTOB OCYMECTBJIEHMS, HO
BMECTE c TeM, OpyTMe  BapMAaHTE OCYUWEeCTRJIEHUS  MOTYT TaKxe
OEMOHCTPMPORBATEL TakMe IIpeMMywecTRa, HO HEe BO BCexX BapMaHTax
OCYHECTBJIEHUSA, BXOIOAMMX B oOBEM YPOBHSA TEXHUKU, IO OJDKHBI
00A3aTEeNIbHO IOEMOHCTPUMPOBATHCHA TakKMe IIpeMMylieCTBa WM JpyTHue
IpeMMymecTBa, PAaCKPHETEHE B HacTosdAlleM usoOpereHuMM. TakuMm oO0pasoM,
HacTodmWee PAacKPBETME UM CBA33AHHBE C  HMMM YPOBHM TEXHUMKM MOTYT
BKJIOUATL JIPYyI'Vie BapMaHTH OCYWECTBJIEHMS, He I[I0KaABaHHBe u/Uiu He
OIMCaHHBIE B HACTOHWEM M300peTeHMM ABHBEM O00pPa30M.

[0224] V3 BHUWEMBJIOKEHHOI'Q CJlellyeT IIOHMMAaThL, UYTO KOHKPETHLIe
BapMaHTE OCYyWeCTBJIeHMS Hacrodfwero wuiobperenHmsa ObBUIM OIMCAHB B
VIIIIOCTPAaTUBHEIX — LeJIAX, HO I[IpM  3TOM MOXHO JlejlaTb  pasJjiM4yHbE
MoOMOMKauUM 6e3 OTKJIIOHEeHMHI OoT obbeMa m3obpereHus. TaxkuMm obpasoM,
Hacrosmee u3obpeTeHMe He OI'PaHMUYeHO HMUeM, KpoMme I[IpuilaraeMon

dopMyJIEl UBOOPETEHMU .



65

$OPMYJIA M3OBPETEHUA

1. KoMniosuumsa NOJIMBAJIEHTHOM MTHEBMOKOKKOBOM BaKILIMHEL,
comepxamas I[IHEBMOKOKKOBHIM KAaIlCYJIBHEIM IIOJMCaxXapul IBRYyX wiu ©OoJee
CEepoOTUIIOB, KaxIBM M3  KOTOPHEX MHIMBUAYAJIBHO  KOHBOIUPOBAH C
BeJIKOM—HOCUTEJIEM, HIpuUueM OeJIOK—HOCUTEJIE COHEPXUT [THEBMOKOKKOBEI
IIOBEPXHOCTHHM ©Oejiok A  anresmu (PsaAh), ¥ OpMYeM yKasaHHAasd
IONMBAJIEHTHAS  I[THEBMOKOKKOBAaS  BaKLMHA COIEPXUT I[THEBMOKOKKOBHIM
KaMCyJILHEM IOJIMCAaXapull M3 IO MEeHbLIIeN Mepe OBYX PasHEIX CEepPOTUIORB,
KOHBIOTMPOBAHHEM C  PsaA, ¥ KOHBOI'ATEl AaOCOPOMPOBAHEL Ha Teje
dochaTa agOMUHULI.

2. KoMmosmlmsa OOJIMBAJIEHTHOM [IHEBMOKOKKOBOM BAaKIMHE OO II.1,

npryeM KOMIIO3MLMSA [THEBMOKOKKOBOM BakKUMHE aBjageTcs 10-BajieHTHOM,

13-BajieHTHON, l4-BajieHTHON, 15-BajeHTHON’, 17-BrajieuTHON, 18-
BaJIGHTHOM, 19-payeuTHOM, 20-BaJyieHTHOMN, 22-BaJIeHTHOMN, 23—
BaJIEHTHOM, 24-BaJIEHTHOM WM 25-BajyieHTHOM KOMIIO3ULMEeNn

ITHEBMOKOKKOBOM BaKLIWHEL.

3. Kowmriosmuys IIOJIMBAJIEHTHOM I[THEBMOKOKKOBOM BaKUMHEL I10 II.1
iy 2, B KOTOPOM IBa MM OoJjiee CepOTUIIOB BEOPAHHE M3 CcepoTurios 1,
2, 3, 4, 5, 6A, 6B, 6C, 7F, 8, SN, 9v, 10A, 11a, 12F, 14, 15A,
15B, 15C, 1leFr, 17F, 18C, 19F, 19A, 20A, 20B, 22F, 23A, 23B, 23F,
24B, 24¥, 31, 33F, 34, 35B, 3b5F, 38, 39 u 45.

4. Komriosmimsa  [IONMBAJIEHTHOM  [THEBMOKOKKOBOM  BAaKUMHEL 10
godoMy m3 nr. 1-3, B KOTOPOM IIPOLEHTHOE OTHOoUleHre Oesyika—HOCUTEes
K T[THEBMOKOKKOBOMY KallCyJIbHOMY IoJjmcaxapuny (6ejsiox/IIC) cocTaBisgeT
or npubnuzurensHo 0,5 mo npubnusurensHo 2,0 Oeyox/IIC.

5. KoMrosuimsa  IIONMBAJIEHTHOM  I[THEBMOKOKKOBOM  BaKLUMHE  II0
gobomMy m3 nn. 1-4, nOpuyeM KOMIIO3MLIMS I[IHEBMOKOKKOBOM BaKIIMHEL
IOTIOJIHUTEJILHO COHNEPXUT (QapMalleBTUUECKU MNPUEMIIEMBI HOCUTEJE .

6. KoMmosuliysa  [IONMBAJIEHTHOMW  MHEeBMOKOKKOBOM  BaKLUMHEL IO
nodboMy w3 Inmn. 1-5, rme yKasaHHasg KOMIIO3MUMS BAKLUMHBE BKJIOYAET
IIHEBMOKOKKOBEE KalCyYJIBHEE [IOJAMCaxapMuIsl M3 0O MeHbmeM Mepe 10
CEPOTUIIOB, IpUUeM cepoTune »BebOpaHsl u3 1, 2, 3, 4, 5, 6A, 6B, 6C,
7¥, 8, 9N, 9v, 10a, 11, 12¢, 14, 15A, 15B, 15C, 1e6F, 17F, 18C,
19F, 19a, 20A, 20B, 22F, 23A, 23B, 23F, 24B, 24F%, 31, 33F, 34,
35B, 35F, 38, 39 m 45.

7. KomMmniosunma IOJNIMBAJIEHTHOM MTHEBMOKOKKOBOM BaKIVMHEL 10
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JI00oMy mu3 IIl. 1-o0, npm4aeMm KOMIIO3ULIMS [IOJIMBAJIEHTHOM
IIHEBMOKOKKOBOM BAaKIIMHEL COOEPXUT IIHEBMOKOKKOBEIE KAalCyJIbHEE

ojiMcaxapuisl M3 [NO MeHblleM Mepe 14 CcepoTHUHOB.

8. KomMmniosuimsa IIOJIMBAJIEHTHOM [IHEBMOKOKKOBOM BaKLMHBE  II0O
JdoMy us IIII. 1-7, npuyeMm KOMIIO3UILIMS [IOJIMBAJIEHTHOM
IIHEBMOKOKKOBOM BAaKLMHE COIEPXUT IIHEBMOKOKKOBEIE KarcyJibHEE

noJjiMcaxapuis M3 IO MeHblleM Mepe 17 CcepoTUHOB.

9. KomMmniosulimsa [IOJIMBAJIEHTHOM [IHEBMOKOKKOBOU BaKLMHE  II0O
JoboMy mus3 Il . 1-8, npuaeMm KOMIIO3ULIMSA [IOJIMBAJIEHTHOMN
[IHEBMOKOKKOBOM BAaKILIMHBL CONMEPXUT [IHEBMOKOKKOBELIE KarcyJibHEE

IoJiMCaxapmIs M3 IO MeHblley Mepe 19 cepoTuUnOB.

10. KoMIIO3MLMA I[IOJIMBAJIEHTHOM I[IHEBMOKOKKOBOM  BaKLMHEL IO
JaodboMy us III. 1-9, npuueMm KOMIIO3ULIMS IOJIMBAJIEHTHOM
[IHEBMOKOKKOBOM BaKLMHEL CONEPXUT [THE BMOKOKKOBEIE KariCyJibHEE

rnmosmMcaxapmuiuel U3 1o MeHsmer Mepe 20 CepoTHIIoB.

11. KoMmrosmums IIOJMBAJIEHTHOM ITHEBMOKOKKOBOM  BAKLMHE  I10
Jodomy ns It 1-10, npuyueMm KOMITOBULMA [MOJIMBAJIEHTHOM
IMHEBMOKOKKOBOM BaKLMHEL COIEPXUT [THEBMOKOKKOBBIE KaricyJib HEle

rmoJsiMmcaxapuiel U3 10 MEeHbIIeM Mepe 22 CEePOTHUIIOB.

12. Kowmriosmums TIIOJIMBAJIEHTHOM  ITHEBMOKOKKOBOWM  BAKLMHBEL 10
Jodomy us IIII. 1-11, npmrueMm KOMIIO3ULMS [IOJIMBAJIEHTHOM
MHEBMOKOKKOBOM BaKLMHEI CONEPXUT THEBMOKOKKOBEIE KaricyJib HEe

IoNMcaxapuisl M3 [0 MeHbler Mepe 24 CepOTHUIIoB.

13. KoMrosuumsa TI[IOJNIMBAJIEHTHOM I[IHEeBMOKOKKOBOM  BaKLMHBE I10
JdoMy ns3 . 1-12, mpuueMm KOMITOBULIMSA [IOJIMBAJIEHTHOM
[MHEBMOKOKKOBOM BAKLIMHEBL SABJISeTCH 13-BajieHTHOM KOMITO3ULIMEN

IHEBMOKOKKOBOM  BAaKLMHH, comepxamer [HEBMOKOKKOBEBIM  KAaICYJIbHBIN
nonmcaxapun, BeOpaHHEM M3 ceporunos 1, 3, 4, 5, 6B, T7F, 9v, 14,

18C, 19A, 19F, 22F u 33F.

14. KoMmosuuusg IIOJUMBAJIEHTHOM ITHEBMOKOKKOBOM  BAKLMHE IO
JodoMy us M. 1-13, npudeM KOMIIO3ULIKS IOJIMBAJIEHTHOM
MTHEBMOKOKKOBOM BAKLMHEL aBJIsieTCs l4-BajieHTHOM KOMITO3ULIMEN
THEBMOKOKKOBOM BAaKILIMHEL, KoTOpada COHOEPXUT THEBMOKOKKOBEIE

KalcyJbHEE IIOJIMCaxapulel, BHEOpPaHHEE M3 ceportunoes 1, 3, 4, 5, 6B,
7%, 9v, 14, 18C, 19A, 19F, 22F, 23F um 33F.

15. KomMmrniosuuma IOJNIMBAJIEHTHOM IIHEBMOKOKKOBOM BaKIIMHEBL 10
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JIdoMy us3 TII. 1-14, IpmyueM KOMIIO3UILIMSA IOJIMBAJIEHTHOMN
IIHEBMOKOKKOBOM BAaKLIVHEBL ABJISEeTCH l4-BajieHTHON KOMIIO 3MLIMEN
IIHEBMOKOKKOBOM BAaKLMHE, KoTopas CONEPXUT IIHEBMOKOKKOBEIE

noJimMcaxapmuirl, BEHOpaHHeEle M3 ceporunor 1, 3, 4, 5, 6A, 7F, 9v, 14,
18C, 19A, 19F, 22F, 23F u 33F.

16. KoMmosuiusa TI[OJMBAJIEHTHOM IIHEBMOKOKKOBOM  BAKLMHH IO
gobomy m3 nmn. 1-15, rme mpa miam 0oJiee CepoTUNOoB BHOpaHe u3 1, 3,
4, 5, 6A, oB, 7F, 9v, 14, 18C, 19F, 22F m 19A, u OeJOK—-HOCHUTEJIb
npencraeisgeT cobom PsaA.

17. KoMmo3uumsa IIOJIMBAJIEHTHOM IHEBMOKOKKOBOM  BAKLMHHE IO
gobomMy m3 nmn. 1-16, roe mRa uiaM OoJiee CepPOTUIOBR BHOpaHe M3 1, 3,
4, 5, 6A, 6B, 7r, 9v, 10A, 12¢, 14, 15a, 15b, 18C, 197, 19a,
22F, 23F, 33F, 34, 35, 38 m 45, um OeJOK-HOCUTEJIL IPeOCTaBJISET
cobom PsaA.

18. KoMnosulus IIOJIMBAJIEHTHOM  [MHEBMOKOKKOBOM  BaKLMHBEL 10
mobomy w3 nn. 1-17, rmne nBa wim OoJiee CepoTHUroB BHOpaHe 3 3, 5,
bA, 6B, 9v, 12F, 104, 15B, 18C w45, n  OeJIOK—HOCHUTEJIb
npencranyseT cobom PsaA.

19. Kowmmo3zmumsa IIOJMBAJIEHTHOM ITHEBMOKOKKOBOM  BaKLMHEL  I10
sodomy ns It . 1-18, puyem KOMIIO3MLMS [TOJIMBAJIEHTHOM
ITHEBMOKOKKOBOM BAKLMHE COCTAaBJIEHA B CTAHIAPTHYD JI€KAPCTBEHHYO
bopwmy .

20. KoMrosulmsa TIOJMBAJIEHTHOM I[HEBMOKOKKOBOM  BaKLMHB IIO
gobomy m3 nmn. 1-19, rme craHmapTHas JeKapCTBeHHas GopMa COIepPXUT
or npudmmzaurensHo 0,1 Mxr no npudamzaurenbHo 50 MKI KaxXIoro us
MHEBMOKOKKOBEX I[IOJIMCAXapuiuos, or npubnmzurenbHo 0,1 MK OO
NPpUBIU3UTEIIBHO 10 MKT, MM  OT NPpUSIU3UTENBHO 1 MKI' 1O
OpUBAM3UTEIEHO 5 MKI KaxXioTo M3 I[THEeBMOKOKKOBHBIX I[IOJIMCAXaAPUIOE,
IpY STOM KaXIOHM W3 I[MHEBMOKOKKOBHEX MONMCAXAPUAOB 10 OTIASNBHOCTU
KOHBOITUPOBAH ¢ OEeJKOM—HOCUTEJIEM, U KOJIWYECTBO OelIKa-HOCUTEJS

CoCTaBJgeT OT NPUOIMBUTEJIEHO 1,5 MKI OO NpubIMBUTEJIEHO 5 MKID.

21. KoMmosulimMsga TIOJIMBAJIEHTHOM  IMHEBMOKOKKOBOM  BAKLIMHEL  IIO
aobomMy w3 nn. 1-20, Z»OOODOJHUTEJIBHO coIepxalas GapMalleBTHUYeCcKU
IpUEMIIEMEI pazbaBuTelNb, bybep, KOHCEPBAHT, cTabunmzaTop,

AOBOBAHT U/UIM JTUOOUIUBUPYOLMIA SKCUUIMEHT .

22. KoMnosulmMsa IOJNMBAJIEHTHOM TIIHEBMOKOKKOBOM  BAaKLMHBE  IIO
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aoboMy M3 . 1-21, roe CTaHIapTHasa JeKapCTBeHHasas  QopMa
nperncraBjeHa B 2 Bune  (QrakoHa C  pPasoBOM  IOO30M, ¢pnraxkoHa C
HECKOJIbKYMM IOO3aMM MJIM [IPENBAPUTEJIBEHO BalOJIHEHHOTO WNIPpKIA.

23. KoMniosuuus TOJIMBAJIEHTHOM IIHEBMOKOKKOBOM  BAKLMHEL 10
JdoMy us IIII. 1-22, npuyem KOMIIO 33U [IOJIMBAJIEHTHOM
IIHEBMOKOKKOBOM BakKILMHE OpelcTaBJieHa B Buie pazoBor no3el 0,5 M,
KOTOpas COISPXUT :

oT NPUOIIN3UTEJIBHO 2,2 o 4,4 MKT oOmHOTO MM  HoJee
IHEBMOKOKKOBEIX MNOJUCAXAPUIOB ;

oT npubam3smuTensHo 1 MK o npubamsurenbHo 10 MxT  PsaA,
KOHBOTUMPOBAHHOTO C KaXIbM W3 OIOHOTO WK ©Oojiee TMTHEBMOKOKKOBHEIX
IONMCAXaPUIOB;

oT npubauzuTespHo 0,2 MDY OO OPpUOIM3UTENbHO 1 MI' anbioBaHTAa

bochaTa ajIOMMHUS ; U

SKCLHMUIMEHT .

24 . KoMro3umimMs IIOJIMBAJIEHTHOM  ITHEBMOKOKKOBOM  BAaKLMHE  TIIO
JodoMy us ITIT. 1-23, npraeMm KOMIIO 33U [OJIMBAJIEHTHOM

ITHEBMOKOKKOBOM BaKLMHE IpezcTasyseT Ccobom 13-BaJjieHTHYKOMIIO3ULINIO
ITHeBMOKOKKOBOM BakKLMHB, KOTOpas COIEPXUT:

THEBMOKOKKOBEIM KariCyJibHEM ronmcaxapu, BEIOpAHHBIN nus3
ceporunoe 1, 3, 4, 5, 6B, 7F, 9V, 14, 18C, 19A, 19F, 22F u 33F,

IpuyeM 103a I[IHEBMOKOKKOBOM BAaKLUMHHOM KOMIO3MLMM COCTAaBJISAET
npubamauresnprHo 0,5 Mia B JexapcTBeHHOM GopMe CTepMJIbHOM XUIIKOCTH,
comepxamen :

OT NPUBIIUBUTENIBEHO 2,2 MKD OO0 NpubIM3mMTesIbHO 4,4 MKD KaxIoro
M3 THEBMOKOKKOBHX I[IOJIMCAXAPUIOB ,

OT NPUOIUBUTENBHO 25 MKI 00 npubnusurenbHo 30 MKD Psad,

npubtnm3urensso 0,125 M 3JeMeHTapHOTO aJjlioMMHUMA B QopMme
bocdara anoMMHMA B KOJIMYeCTBe OpubiausmuresnvHo 0,5 Mr,

XJ0PUIN HATPUS, U

L-TUCTUOMHOBEM Oydep.

25. KoMriosmumsa IIOJIMBaAJIEHTHOM  IIHEBMOKOKKOBOM  BAKLIMHBEL  I10
JIodoMy nu3 Il . 1-24, npuyem KOMIIOBULIVS NOJIMBAJIEHTHOM
ITHEBMOKOKKOBOM BAKLIMHEL npencrapygeT cobou l4-payneHTHYD

KOMITOBULIMID MTHEBMOKOKKOBOM BaKIIMHEI, KOTOpadA COIEPXUT:

IHEBMOKOKKOBEBIM KalCcyJlbHBI noJjmcaxapun, BEIOPAHHBIM nus
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ceporunos 1, 3, 4, 5, 6B, 7F, 9v, 14, 18C, 19A, 19F, 22F, 23F mun
33F,

npuyeM »Io3a IIHEBMOKOKKOBOM BAaKLMHHOM KOMIO3MLMM COCTAaBJIAET
npubnmsuresabHo 0,5 MJI B JIeKAPCTBEHHOM (QopMe CTEepPMIBHOM XUIKOCTH,
comepxauemn:

OT OPUDOIUBUTEJIBHO 2,2 MKID OO NPUOAU3UTENbHO 4,4 MKD KaxIoTIo
U3 IIHEBMOKOKKOBBEIX [NOJIUCAXapUIOB ,

OT NPUOIMBUTENBHO 25 MKI 10 nDpubamsaurenbHOo 30 MKD PsaA ,

npubamus3urensHo 0,125 MI' D3JeMEeHTapHOTO ajoMuHMsa B dopmMme
bochaTa ajsoMMHMA B KOJIMUeCTBe OpubiamuzurensvHo 0,5 Mmr,

XJIOPUIL HATPUA, U

L-TucTUOMHOBHMY Oydep.

26. KoMImosuumsa IIONMBAJIEHTHOM I[IHEBMOKOKKORBOM  BAaKLMHE 110
JodoMy nus ITIT. 1-25, npuyem KOMITO3ULIMS [IOJIMBAJIEHTHOM
[THEBMOKOKKOBOM BaAKLIMHEL nperncTapisgeT cobon l4-BajleHTHYIO

KOMITO3ZULIMIO [THEBMOKOKKOBOM BAaKLMHE, KOTOPAas COIEPXUT :

ITHEBMOKOKKOBHIE KarcyJibHEE [oJicaxapulsl, BEIOpaHHBIE ns
cepormunios 1, 3, 4, 5, 6A, 7F, 9v, 14, 18C, 19A, 19F, 22F, 23F u
33F,

npuyeM J03a IIHEeBMOKOKKOBOM BaKLMHHOM KOMIIO3MLMM COCTAaBJISAET
npubnuzurensHo 0,5 M B JIeKapCTBeHHOM GopMe CTEepMIIBHOW XUIKOCTH,
corepxaumen :

OT MNPUBIMBUTEJIBHO 2,2 MKI 10 OpubamM3muTesibHO 4,4 MKD KaxIoTro
M3 TMHEBMOKOKKOBHEIX I[IOJIMCAXaPUIOB ,

oT npudbnmauTensHo 20 MKI 1o npubimsuTensHo 35 MK PsaA |,

npubsamzurensHo 0,125 M 3JeMeHTapHOT'O ajioMuHMs B Qopme
docdbara amoMMHUMA B KOIMYeCTBe OpubiausmuresbHo 0,5 Mmr,

XJIOPUI HATPUSA, U

L-TUCTUOVMHOBEM Oydep.

27. Cnocob [IOJIyYeHMUS KOMIIO 3ULIU IOJIMBAJIEHTHOMN
IIHEBMOKOKKOBOM BAaKIMHEL, I'Ie YKAaB3aHHEM CHOCOO BKJINUYAET:

a. VHIOVWBUIYAJIbHYID  KOHBOTALMI  [THEBMOKOKKOBEBIX  KAIlCYJIbHBIX
IoMCaxapuIioB IBYX WiIM ©Oojiee CepPOTUIIOB C MMMYHOT'€HHBIM OeJIKOM-—
HOCUTesIeM IJIg TIIOJIydeHMI MHIMBUIYAJIbHEIX KOHBIOIATOB, IIe OeJIKOM-—
HocUTesieM ABJdeTcAa Psah;

b. ,JIMa(DVIJ'[praLU/HO M OUMCTKY MHIMBMIOYAJIBHEIX KOHTBRI'aATOB;
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c. oOmvemmHeHMe OQpaxkUMM, CoIepXalVx WHIMBUIYAJIBHEE KOHBIOTATEH
OIBYyX uiau OoJiee CepoTUNOB; U

d. cocTaBJIeHUE OOBEeIMHEHHBIX KOHBIOI'aTOB c aIbOBAHTOM,
SKCUUINIMEHTOM U OydepoM s IIOJIyUYeHMS KOMIIO3ULUMM I[IOJIMBAJIEHTHOM
IIHEBMOKOKKOBOW BaKLIMHEL.

28. Cnocob mno n.27, B KOTOPOM I[IHEBMOKOKKOBLE KallCyJlbHBE
noJaMcaxapuisl KOHBOTUPYIT ¢  MMMYHOTEHHBM OeJKOM—HOCUTEeJeM C
ucnojsib3oranmueM CDAP-XMMUM.

29. [[pyMeHeHMEe  KOMMNOBMLMM  [OJMBAJEHTHOM  MHEBMOKOKKOBOM
BAKLMHEL 1O JioboMy M3 I, 1-26 B [OOJIyUYeHUM JIEKaApPCTBEHHOTO
cpencTBa nJsd JjiedeHuda 3a00JieBaHMA Yy TallMeHTa.

30. [IpuMeHeHME 1o m.29, B KOTOPOM naluyeHT VIMEET
zaboseraHre, OOYCJOBJIEHHOEe streptococcus pheumoniae.

31. NpuMeHeHN e 10 rn.30, B KOTOPOM 0Oy CJIOBJIEHHOE
sStreptococcus pneumoniae 3aborsiepaHue ABJIAETCH VHBABUBHOM
I[THEBMOKOKKOBOM MHbexumenm (IPD).

32. IMpumMmeHeHye 110 JmodomMy w3 1. 29-31, B KOTOPOM Il1alMEHTOM
SBJISSETCH UYeJIOBEeK.

33. IpumeHeHMe 0 I11.32, B KOTOPOM UYeJIOBEKOM SABJISETCSH
MmiazeHel (B BoszpacTe NpubamM3uTelIbHO MeHblle 1 Toxma), pebeHOoK
paHHero BO3pacTa (oT npubiMBUTEesSILHO 12 MecsAleB OO0 NPUOAM3UTEJILHO
24 MecHdues) , pebeHOoK MJIaamero IOWKOJIBHOT'O BO3pacTa (o
IpUBIM3UTESIBHO 2-X JeT 0O OpubiusuTelbHO 5 nem), pebeHoK
cTapimero IOHIKOJIBHOT'O n MJlammero MKOJIBHOT'O BO3pacTa (o
npubam3nTesIbHO 5 JeTr 1o npubiamMs3uTesnbHo 13 JjeT), [noIpocToK (OT
OpudImM3anTesnsHo 13 JjeT 10 nDpudbimM3uTesbHo 18  JjeT), B3POCJIHM
yesioBek (0T NpuOAM3UTEJSIBHO 18 jmeT no nNpubamM3MTeJIbHO 65 JjieT) uiu
UejIOBEK CTaplero Bo3pacTa (crapue 65 jerT).

34. [IpyMeHeHME KOMITIOBULIMM  INONMBAJIEHTHOM  ITHEBMOKOKKOBOM
BaAKLUMHEL O JoboMy M3 III. 1-26 B OOJNyYeHMUM JIeKAPCTBEHHOTO
cpencTBa IJS MHIOYKUMM MKMMyHHOTO OTBeTa Ha KOHBOTAT KalCyJbHOTO
nonmcaxapuna S. pneumoniae.

35. [IpyMeHeHHuEe o n.34, IONOJIHUTEBHO BKJIIOU AWM
cocTaBJISHMKE KOHBIOTaTa noamcaxapmun-6eJok B KOMITO3ULIMIO

IIHEBMOKOKKOBOM BaKLMHBI, KOTOpasda COIEPXUT aldblBaHT, OSKCIUIMEHT U

Oybep.
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36. IllpuMmMeHeHMe @00 .35, B KOTOPOM AaIBIOBAHT NPENCTaBIAET
cobom pocdaT aJIIOMUHUS.

[lo moBepeHHOCTHU
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