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TEPAIIUA BAKTEPHOPAT'AMU

OBJIACTH U3OBPETEHUA

Hacrosimmee wm3o0perenne oTHOcUTCS K obnactu Tepamuu Oaktepuodaramu  Auist
MPUMEHCHUS B JICHCHUHU BOCITAJIUTECIIbHBIX 3a00JIeBaHNI KUIIIEYHUKA.

OPEINECTBYIOIUN YPOBEHD TEXHUKHU

bakrepuodaru sBISIOTCS BUPYCaMH, KOTOPble MHQHULIUPYIOT OAKTEPUU B PE3yJIbTATE
creun(pUIecKOro B3aNMOACHCTBHSL.

bonesup Kpona (CD), Takke H3BECTHasi Kak pPErHMOHAPHBIM DSHTEPUT, SIBIISETCA
BOCIIAJIUTENIbHBIM 3200JIEBAaHUEM KHUIIEYHHKA, KOTOPOE MOXKET MOPaKkaTh YacTh JKENyJOYHO-
KUIIEYHOTO TPaKTa OT POTOBOH IMOJOCTH O AaHyca, BBI3BIBAs INHPOKOE pasHOooOpasue
cumntoMoB. OHa BBI3BIBAET IJIABHBIM 00pa3oM abIOMHUHANBbHYIO OO0Jb, TUAPEI0, PBOTY WIIH
NOTEPI0 BeCa, HO MOXKET BBI3BIBATH TAK)KE OCJOKHEHHUS 3a NpefeiaMH >KeIyJO4YHO-
KULIEYHOTO TPAKTa, TAKME KAK KOKHAs Chblllb, APTPUT, BOCMAJIEHHE IJ1a3a, yCTAJIOCTh U NOTepsl
KOHLIEHTpaL1H.

Xots TouHas npuuuHa CD emne Heus3BeCTHA, NMPEACTABIISIETCS, YTO MPUYUHON 3TOTO
3a00eBaHMsl SIBJSIETCS] COBOKYIHOCTH (DAKTOPOB OKPYIKAIOLIeH Cpeabl M TeHeTHYeCKOH
npeapacnonokeHHocTu. Cuuraercs, yro CD sBisieTcss ayTOUMMYHHBIM 3a00JI€BaHUEM, TIPU
KOTOPOM HMMYyHHAasl CUCTE€Ma OpraHu3Ma aTaKyeT >KelIyJAOYHO-KUIIEUHBbIN TPaKT, BbI3bIBAs
BOCIIAJICHUE, OHA KJIACCU(PUIMPYETCS] KaK TUM BOCHAIUTENLHOTO 3a00JIEBAHHMS KHIIEYHUKA
(IBD).

YV nammentoB ¢ CD nHaOmonmaercs aHOMasibHAasi JKCHPECCHsT POACTBEHHOH
KapIHHOAIMOPHUOHAILHOMY AHTUTE€HY MOJIeKysbl kierouHol anresun 6 (CEACAMO6) Ha
anMKaJIbHOH TIOBEPXHOCTH OJMHTEIHs IOIB3IOIIHOW KHIUKH, W obOycnosneHHble CD
MOpakeHUsl MOJB3/IOIIHON KUIIKH KOJIOHU3UPYIOTCS] IATOT€HHBIMU a/IN€3UBHO-HBa3UBHBIMU
Escherichia coli (AIEC).

Jns  OonesHn KpoHa He cymiecTByeT H3BECTHOrO (hapMaleBTHUECKOTO HIIH
Xupyprudeckoro yiedennsi. B dactHoctu, Hu IBD B obmem, an CD B 4aCTHOCTH HE MOTYT
ObITb BbUIEUEHBl AHTHOMOTHMKAMH (C LEJbI0O YHUYTOXKEHUS TaToreHHelx E. coli).

Bo3mokHOCTH JIeUeHHUsI OrpaHUYNBAIOTCA KOHTPOJUPOBAHUEM CHUMIITOMOB, MOAACPKAHHUEM



PEMHUCCUU U NIPENYIPEKACHUEM PELUANBA.

KPATKOE U3JIOXEHWUE CYNIHOCTHU MU30bPETEHUA

CornacHo n300peTeHnIO MpeIokeHa (papManeBTHYeCcKass KOMITO3HLMS, COAepIKarast
(1) mo meHbleil Mepe OmuH WTaMM Oaktepuodara, CrOCOOHBIN BBI3BIBATH JIUTHYECKYIO
UH(EKIHMI0 B aare3MBHO-MHBA3MBHOM wTamme Escherichia coli; u (2) (dapmaneBTHUECKH
IPUEMJIEMbIN HOCUTEb, IJIsl JISUEHUST BOCTIAIUTEILHOTO 3200 ieBanus kuineunuka (IBD).

CornacHO M300pETEHHIO TPEIUIOKEH TaKXkKe CIOCO0 JIeYEeHHUs] BOCHAJIMTENBHOTO
3a00NeBaHMsl KUIICYHHKA, BKIIFOYAIOINUI BBEAEHHE CYOBEKTYy, HYKIAIOLIEMyCs B TaKOM
J€YEHHH, O MeEHbIIeH Mepe OOHOro mramMMa Oaktepuodara, CrnocoOOHOTO BBI3bIBATH
JUTUYECKYI0 MH(EKIUIO B aIre3MBHO-MHBA3MBHOM mtamme Escherichia coli, ocymecTBisis
TEM CaMbIM JIEYeHHE CYObEKTa.

CormacHo u300peTeHHMIO  TIPEIOKeH Takxke mramMM  Oakrepuodara Pl,
NENOHUPOBAHHBI BO @paHIY3CKOM HAUUOHAIBHOW KOJJIEKLIMM MHUKPOOPTaHU3MOB IIPH
Wnuctutyre Ilacrepa moa uHBeHTapHbIM HOMepoM CNCM I-4694, unu ero BapuaHt, rue
BAPMAHT HMEET TaKyK K€ JIMTHYECKYI0 aKTHUBHOCTb, IPEANOUYTUTENBHO TaKyK ke
JUTUYECKYI0 aKTUBHOCTb M TakHe k€ (DEHOTHUIUYECKHE XapPaKTEPUCTHKH, KaK YKa3aHHBIN
mraMMm OakTepuodara.

CormacHo u300peTeHHIO  TpeANioKeH Takxke wmramMM  Oakrtepuodara P2,
JETIOHUPOBAHHBIM BO MpaHIy3CKON HALMOHAJIBHON KOJJIEKLUUH MHMKPOOPIaHU3MOB IIpH
Wnucturyre Ilactepa mox mHBeHTapHbIM HOMepoM CNCM I-4695, unm ero Bapuant, rae
BAPUAHT HUMeEET TaKyl K€ JIMTMYECKYI0 AaKTHBHOCTb, IIPEANOYTUTENbHO TaKyH Ke
JUTUYECKYI0) aKTUBHOCTb M TaKHe k€ (DEHOTHUIUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMM OakTepuodara.

CormacHo u300peTeHHIO  TPemIOKeH Takxke wmramMM  Oaktepuodara P3,
NENOHUPOBAHHBI BO MpaHIY3CKOM HAUUMOHAIBHONW KOJJIEKLIMM MHUKPOOPTaHU3MOB IIPH
Wnctutyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM 1-4696, unu ero BapuaHt, rue
BAPMAHT HMEET TaKyl K€ JIMTHYECKYIO aKTUBHOCTb, IPEANOUYTHUTENBHO TaKyK IKe
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUIUYECKHE XapPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMM OakTepuodara.

CormacHo  u300peTeHHMIO  TPeANIoKeH Takxke mramMM Oaktepuodara P4,
JNENOHUPOBAHHBI BO MpaHIY3CKOM HAUUOHAIBHOW KOJJIEKLIMM MHUKPOOPTaHU3MOB IIPH
Hucturyre Ilacrepa moa uHBeHTapHbIM HOMepoM CNCM I-4697, unu ero BapuaHt, rue

BaApUAHT HMECT TaKYHO XK€ JIMTUYCCKYH0 AaKTHUBHOCTH, MPCANIOYUYTUTECIIBHO TaKYyH) K€



JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUNTMYECKHE XAapPAaKTEePUCTHKH, KaK YKa3aHHBIN
mraMMm OakTepuodara.

CormacHoO  W300peTeHMIO  MPEMJIOXKEH Takxke IITaMM  OakTtepuodara PS5,
JETIOHUPOBAHHBIM BO @paHIY3CKOM HALMOHAJIBHOM KOJIJIEKLUUH MHUKPOOPIaHU3MOB IIpH
Wncturyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM 1-4698, unm ero Bapuast, rue
BAPMAHT HMEET TaKyk K€ JHUTHYECKYI0) aKTHUBHOCTb, NPEANOYTHTENBHO TaKyK ke
JUTUYECKYI0) aKTUBHOCTb M TaKHe k€ (DEHOTHUIUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMM OakTepuodara.

CormacHo u300peTeHHIO  TPEMJIOKEH Takxke mTamMM  Oaktepuodara PO,
NENOHUPOBAHHBI BO @paHIY3CKOM HAUUMOHAIBHONW KOJJIEKLIMM MHUKPOOPTaHU3MOB IIPH
Wnctutyre Ilactepa mox uHBeHTapHbIM HOMepoM CNCM I-4699, unu ero BapuaHt, rue
BAPMAHT HMEET TaKyl K€ JIMTHYECKYI0 aKTHUBHOCTb, IIPEANOUYTUTENBHO TaKyK ke
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUITUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIN
mraMMm OakTepuodara.

CormacHo u300peTeHHMIO  TPeANIOKeH  Takxke mramMM  Oaktepuodara P8,
JNENOHUPOBAHHBI BO MPaHIY3CKOM HAUUOHAIBHOW KOJJIEKLIMM MHUKPOOPTaHU3MOB IIPH
Huctutyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM I-4700, unm ero BapuaHt, rue
BApMAHT HMEET TaKyK K€ JIMTHYECKYI0 aKTHUBHOCTb, IPEANOYTHTENBHO TaKyK K€
JUTUYECKYI0 aKTUBHOCTb M TakHe k€ (DEHOTUNUYECKHE XapaKTEePUCTHKH, KaK YyKa3aHHBIN
mramm Oaktepuodara.

CornacHo M300pETeHHIO MPEIJIOKEHO TaKKe TMPUMEHeHHe InTamma Oaktepuodara
CLB_P2, nenonuposanHoro Bo ®panHuy3ckoll HallMOHAIBbHON KOJUIEKIIMH MUKPOOPTaHU3MOB
npu UnctutyTe [lactepa nox unasentapusiM HoMepoM CNCM 1-4675, unu ero Bapuanra, rae
BAPMAHT HMEET TaKyl K€ JIUTHYECKYI0 aKTHUBHOCTb, NPEANOUYTHUTENBHO TaKyK ke
JUTUYECKYI0) aKTUBHOCTb M TaKHE kK€ (DEHOTHUITUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIHA
mraMM OakTepuodara.

Jns meneil HacTosero M300peTeHHs BapHAHT MTaMMa OakTepuodara CUHUTAETCS
HUMEIOLINM TaKYIO JK€ JINTHYECKYI0 aKTUBHOCTh, KaK YKa3aHHBIN MTaMM OakTepuodara, eciu
OH JIEMOHCTPHUPYET MO MEHbIEeH Mepe “+’ MPOTHB MO MEHbIIEH Mepe OAHOrO U3 INTAMMOB
AIEC LF82, 07081, 07082, 07076 wu 06075 B “AnHamuse in vitro WH(EKTHBHOCTHU
Oakrepuodaros B mrammax AIEC”, onucannom B Ilpumepe 3 Hioke. B mpeamnouturensHOM
BOIUIOILEHNN BapUaHT CUMUTAETCS] MMEIOIIUM TaKyl K€ JMTHUYECKYH0 aKTUBHOCTb, €CJIM OH

JEMOHCTPUPYET 10 MeHblIel Mepe “+” npotus Beex matu wrammos AIEC LF 82, LF 06075,



LF 07076, LF 07081 u LF 07082 (mwrammbr AIEC LF 06075, LF 07076, LF 07081 u LF
(07082 Takke yINOMHUHAIOTCSl COKpAIleHHO B JaHHOM omnucanuu kak 06075, 07076, 07081 u
07082 coorserctBeHHO). Jtu mraMMbl AIEC nenonuposanbl YHusepcuteroM Jlumnsa 2
(Université¢ Lille 2 — Droit et Santé, 42 Rue Paul Duez, 59000 Lille (Ppanuus)) Bo
@paHIy3CKON HauuMOHAIbHONW KoJsuiekuuu npu HMuctutyte Ilacrepa mox WHBEHTapHBIMU
Homepamu CNCM 14712 (LF 82), CNCM 1-4713 (LF 06075), CNCM 1-4714 (LF 07076),
CNCM 1-4715 (LF 07081) u CNCM 1-4716 (LF 07082).

Jlnst nenel HacTosIero M300pPETeHUs] BApHaHT OJHOTO U3 IITaMMOB OakTeprodaros
P1-P6, P8 u CLB_P2 cuutaercs uMerOImuM Takue ke PeHOTUITHYeCKIe XapaKTePUCTHKHU, KaK
yKa3aHHBI [mTaMM Oaktepuodara, ecim OH wuMeer 10 MeHbineld wmepe 80%-Hyro
UIEHTHYHOCTh TMOCIIEIOBATEIBHOCTH 1O MeHbInell Mepe nmo 70% IJIHMHBI, MPENOYTUTEIBHO
1o MeHblIeil Mepe 90%-Hy0 HIEHTUYHOCTD MOCIEI0BATEIbHOCTH MO MeHbIIeH Mepe 1o 80%
JUTUHBI ¥ O0Jiee IPENMOYTHTENBHO TONHYI0 HAEHTHIHOCTD ITOCIIEN0BATEIbHOCTH 110 MEHBLIEH
Mepe 1o 90% npnunbl (ompeneneHHyr ¢ nomoupio anroputmMa BLAST) ¢ ocHOBHBIM
KarcuaHbIM OesikoM Oakrepuodara wV8 (s BapuantoB P1-P6), mim Gakreprodara RB69
(nnst Bapuantos P8), mn Gakrepuodara JS98 (nnst Bapuantos CLB_P2), kak onucaHo HUXe
B pasaene “UnenTtudukanys OCHOBHBIX KallCUHBIX OeNKOB”.

B npeamoutuTensHOM BOIUIOIIEHHWH BapHaHT OakTepuodara HMeEeT TaKyK ke
JUTHYECKYIO aKTUBHOCTb, KakK JaHHbIM Oakrepuodar. B npyrom BOIUIOIEHMH BapHaHT
OakTepuodara MMeeT TaKyl K€ JIMTHYECKYI0 aKTUBHOCTb M Takue ke (DEeHOTHITHYECKHE

XapaKTePUCTHKH, KaK JaHHbIH OakTepuodar.

HOJAPOBHOE OIMTMCAHUWE M30BPETEHUA

CornacHo n300peTeHuI0 mpeaioxKeHa papMaleBTHUECKash KOMITO3ULHS, COAepIKalast
(1) mo meHblIel Mepe omuH INTaMM OakTepuodara, CrOCOOHBIH BBI3BIBATH JIUTUYECKYEO
WHQEKLIUIO B aAre3MBHO-UHBA3UBHOM Imtamme Escherichia coli; w (2) dapmaneBTudecku
NPUEMJIEMBIH HOCUTEJIb, AJIs JICYCHUST BOCTIAJIUTENBHOTO 3a00JIeBAaHHS KUIIICYHHKA.

CornmacHo H300pETEHHMIO NPEMAJIOKEH TaKKe Crocod JIeYeHUS BOCHAJIHTEIBHOTO
3a00NeBaHNsl KUIIEYHHUKA, BKIIOYAIOIIUI BBEAEHHE CYOBEKTY, HYKIAIOLIEMyCs B TaKOM
J€YeHNH, O MeHbIIeH Mepe OJHOro mramMMa Oaktepuodara, CrnocoOOHOTO BBI3bIBATH
JUTUYECKYIO MH(EKIUIO B aNre3MBHO-MHBA3UBHOM IuTtamme Escherichia coli, ocymecTBisis
TEM CaMbIM JIEUeHHE CYObEKTa.

Breipaskenne  "aoeesueno-unsasuensiii  wimamm  Escherichia  coli  (AIEC)",

HUCIIOJIB30BAHHOC B JAHHOM AOKYMEHTEC, CJICAYECT MOHUMATh KAaK OTHOCALIECCCs K LITaAMMY E.



coli, umeroleMy CpeAHHUIl NOTEeHMal UHBAa3UH, KOTOpoe paBeH uiu Bbie 0,1% B ki1eTo4HON
KyJbType KuinedHod mnuHum kijetok [-407. Jpyrumu cnoBamu, mrtamm AIEC obnamaer
CIIOCOOHOCTBIO 3apaskaTh KYJbTYPY KHIIEYHbIX KJIETOK 1-407 ¢ MHIEKCOM MHBAa3HH, KOTOPBIH
paBeH mnu npesbimaer 0,1% OT mepBOHa4YaNbHOrO MHOKyJATA (mpuHsToro 3a 100%) npu
TECTUPOBAHUHU B COOTBETCTBUU C AHAJIN30M HMHBA3UH, OMMCAHHBIM HUKE B pasnene “AHanuz
uHBazumn (cmotpu Takke Darfeuille-Michaud et al. (2004), Gastroenterology 127:412-421).

He snsromunmucs orpannunBaromuMu npumepamu mramMmoB AIEC ssmsiroress LES2,
LF82SK (nenonuposannble yHuBepcuteroM OsepHu (Université d'Auvergne, 49 Boulevard
Frangois Mitterand, 63001 Clermont-Ferrand (®panuus)) Bo ®paHiy3ckoii HaMOHAJIBHOU
xosnekuuu npu Uuctutyte Ilactepa nox uusentapasiM HoMepomM CNCM 1-4723), mtamMMmsl,
nepeuncieHHple B Tabmuie 1 B JaHHOM ONMMCAHUM HMXKE, W IOTAMMBI, ME€PEUYHCICHHbBIC B
cnenyromeM crucke (Darfeuille-Michaud et al. (2004), Gastroenterology 127:412-421,
ocobenno cmpanuya 417, Tabnuya 2): LF31, LF71, LF123, LF138, LF9, LF15, LF28, LF50,
LF65, LF119, LF128, LF130, LF73, LF100, LF110, LF134, LF105, LF49-2, LB11 u LF45-2.
B opHoM BOILUIOLIEHMH aAre3MBHO-UHBA3MBHBIM IITaMMOM Escherichia coli sinsiercs LE82,
07081, 07082, 07076 nunu 06075, B uactHocTu LF82.

B omHOM  BOMIOIIEHMH  aAre€3UMBHO-UHBA3UBHBIM  mTamMm  Escherichia  coli
NPUCYTCTBYET B OOOMOYHON KHIIKE CyObekra. B 1Ipyrom BOIJIOIIEHHWH aAre3UBHO-
WHBA3UBHBIN WTaMM Escherichia coli mpucyTCTByeT B MOIB3IOLIHONW Kuilke cyObekta. B
ele OJJHOM BOIUIOIIEHHM aJAre3MBHO-UHBA3UBHBIN WTaMM Escherichia coli mpucyTCcTByeT B
OIHOM mJTu OoJiee oTaeNnax (TOHKOTO W/WIIK TOJICTOr0) KUIIEYHHUKA CYObheKTa.

B omHOM BOIUIOIIEHNH MO MEHbIIEH Mepe OAMH TaMM OakTepuodara mpeacTaBiseT
cobotii P1, nenmonnpoBanHbiii BO @paHIy3CKOH HALIMOHAIBHON KOJIEKIIMA MUKPOOPTaHU3MOB
npu Uucturyte Ilactepa nox naBeHtapHeiM HoMepoM CNCM 1-4694, unu ero BapuaHT, rae
BAPMAHT HMEET TaKyl K€ JIMTHYECKYI0 aKTHUBHOCTb, IPEANOUYTHUTENBHO TaKyK IKe
JUTUYECKYI0 aKTUBHOCTb M TaKHE k€ (DEHOTHUITUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMMm OakTepuodara.

B omHOM BoOIUIOIIEHNH MO MEHbINEH Mepe OAMH ITaMM OakTepuodara npeacTaBiIsieT
coboii P2, nenonnpoBaHHbIi BO @paHIy3CKOM HALIMOHAIBHON KOJUIEKLIMA MUKPOOPTaHU3MOB
npu Uucturyte Ilactepa nox uaBeHtapHeiM HoMepoM CNCM 1-4695, unu ero BapuaHT, rae
BAPMAHT HMEET TaKyK K€ JMTHYECKYIO aKTHUBHOCTb, IIPEANOUYTUTENBHO TaKyK e
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTUNHUYECKHE XapPaKTEPUCTHKH, KaK YKa3aHHBIN

mraMMm OakTepuodara.



B omHOM BoOIUIOIIEHNH 1O MeHbINEH Mepe OAMH ITaMM OakTepuodara npeacTaBisieT
coboii P3, nenonnpoBanHbIil BO @paHIy3CKOM HALIMOHAIBHON KOJUIEKLIMA MUKPOOPTaHU3MOB
npu Uncturyre Ilacrepa nox naBeHTtapHbiM HoMepoM CNCM 1-4696, unu ero BapuaHT, rae
BAPMAHT HMMEET TaKyK K€ JIMTHYECKYI) aKTHBHOCTb, IPEANOYTHTENIBHO TaKyK K€
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUIMUYECKHE XaPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMM OakTepuodara.

B omHOM BOIUIOIIEHNH 1O MEHbIIEH Mepe OAMH TaMM OakTepuodara mpeacTaBisieT
coboii P4, nenoHnpoBaHHbIi BO PpaHIy3CKOM HALMOHAIBHON KOJUIEKIIMA MUKPOOPTaHU3MOB
npu Uucturyte Ilactepa nox naBentapHeiM HomepoM CNCM [-4697, unu ero BapuaHT, rae
BAPUAHT HMEET TaKyl K€ JIMTHYECKYIO aKTHUBHOCTb, IPEANOUYTUTENBHO TaKyK ke
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUIUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIHA
mraMMm OakTepuodara.

B omHOM BoOIUIOIIEHNH MO MeHbIIEH Mepe OAHMH ITaMM OakTeprodara npeacTaBiIsieT
coboii PS5, nenonnpoBaHHbIi BO @paHIy3CKONM HALIMOHAIBHON KOJUIEKLIMA MUKPOOPTaHU3MOB
npu Uucturyte Ilactepa nox naBeHtapHeiM HoMepoM CNCM 1-4698, unu ero BapuaHT, rae
BAPMAHT HMEET TaKyK K€ JIMTHYECKYIO aKTHUBHOCTb, IIPEANOYTUTENBHO TaKyK e
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTUITMYECKHE XapaKTEePUCTHKH, KaK YKa3aHHBIN
mraMMm Oakrepuodara.

B omgHOM BOIUIOIIEHHMU 1O MEHbLIEH Mepe OIUH TaMM OakTepuodara MpeacTaBisieT
coboii P6, nenonnpoBanHbiii BO @paHITy3CKOI HALIMOHAIBHON KOJIJIEKLIMA MUKPOOPTaHHU3MOB
npu Uucturyte Ilactepa nox naBentapabiM HomepoM CNCM 1-4699, unu ero BapuaHT, rae
BAPMAHT HMEET TaKyl K€ JHUTHYECKYI0 aKTUBHOCTb, NPEANOYTHUTENBHO TaKyK ke
JUTUYECKYI0) aKTUBHOCTb M TaKHe k€ (DEHOTHUIUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMM OakTepuodara.

B omHOM BoOIUIOIIEHNH MO MeHbINEH Mepe OAMH ITaMM OakTepuodara mpeacTaBisieT
coboii P8, nenoHnpoBaHHbIi BO @paHIy3CKONM HALIMOHAIBHON KOJUIEKIIMA MUKPOOPTaHU3MOB
npu Uucturyte Ilactepa nox nuBeHtapHeiM HomepoM CNCM 1-4700, unu ero BapuaHT, rae
BAPUAHT HMEET TaKyl K€ JIMTHYECKYIO aKTHUBHOCTb, IIPEANOUYTUTENBHO TaKyK ke
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUIUYECKHE XapPAKTEPUCTHKH, KaK YKa3aHHBIHA
mraMMm OakTepuodara.

B omHOM BOIUIOIIEHNH MO MEHbBINEH Mepe OAMH ITaMM OakTeprodara npeacTaBiIsieT
coboii CLB_P2, nenonupoBaHHblii BO @DpaHIY3CKOM HAIMOHAIBHON  KOJUIEKLIUH

MukpoopranusMos npu Mucruryte Ilactepa noa nuusenrapasiM HomepoM CNCM 1-4675, unu



€ro BapUaHT, IJl€ BapHaHT UMEET TaKyl0 K€ JIMTUYECKYI) AaKTUBHOCTb, MPEANOYTHUTENBHO
TaKyl0 >K€ JIMTHYECKYI0 AKTHBHOCTb M Takue k€ (PEHOTHNUYECKHE XapaKTePUCTHUKU, Kak
yKa3aHHBIN ITaMM Oakteprodara.

B ongHOM acmekre mnpenycMaTpHBaeTcs, 4TO (apMaleBTHYECKas KOMIO3UIMS
comepkur Ooyiee 4YeM OAWH IITaMM OakTepuodara, UMEHYEeMbIil Takxke "Kokmeiiiem
oakmepuogaeog”. Kokrehnb OakTepuodaroB Mo HACTOSIEMY H300PETEHHIO COAEPIKUT
o0y komOuHanuio w3 nByx wiu Oonee P1, P2, P3, P4, P5, P6, P8 u CLB_P2, u ux
BapPUAHTOB, MMEIOIIHUX TAKYI K€ JUTHYECKYIO aKTUBHOCTb, MPEANOYTHTENBHO TaKyI0 K€
JUTUYECKYIO aKTUBHOCTD U TAKHE K€ (PEHOTHITMYECKHE XapaKTepucTuKu. [IpeanodyrurensHo,
Oaktepuodaru B Kokrelne Oakteprnodaros, mpenHa3HAUEHHOM JUIsl JIUEHUs] KOHKPETHOTO
CyOBeKTa WM TPYIIbI CYyOBEKTOB, OyAyT BeIOMpaTh HAa ocHOBe mTamMMa AIEC wiu mrammoB
AIEC, nneHTH(GHUINPOBAHHBIX U OTOOPAHHBIX JJIs TPOTHBOACHCTBUSI.

He sBnsrommMucs OrpaHMYUBAIOIIMMU MPUMEPAMH BOCHAINUTENBHBIX 3a00JeBaHUN
KumeyHnka sBisitoTest Oonesnp Kpona (CD), necmeumduueckuii sizeeHHbl komut (UC),
XPOHUYECKOe BOCMAIUTENIbHOE 3a00eBaHne KUIeuHuka (Xxponndeckoe IBD), Takoe kak, HO
0e3 orpaHHYeHUsi, MUKPOCKOIIMYECKUI KOJIUT, INIIOTEHOBas OOJIe3Hb M BacKyJUT. B omgHOM
oriomennn  IBD  mpencrasnser coboit CD wmimm UC. B pgpyrom  BomiomeHuu
BOCIIAJIUTENbHBIM 3a00JIEBAHHEM KHUIIEYHHUKA SBJIAETCS PELUIAUB MOPAKEHUI MOIB3OLIHON
KULIKU N10CJI€ XUPYPrUUeCKON onepannu (Takoi Kak XUpyprudeckasi onepanus 1o yJajaeHUro
IO MEHbIIEH Mepe YaCTH TOHKOH KHLIKY y marueHToB ¢ CD). Pennaus MoeT ObITh H3MepeH
no urkasie Pyrreprca (Rutgeerts).

B omgnom Bomiomenun IBD Bei3BaHa He OakTepuanbHOil uH(pekuued. ITo
BOIUIOLIEHWE OCHOBAHO Ha TOM HaOmonenud, uto IBD sBisieTcss ayTOMMMYHHBIM
3a0oneBaHneM, KOTOpoe OOBIMHO HE cyHTaercs OakrepuaibHbIM 3aboneBaHueM. Tem He
MeHee, OakTepuayibHas WHQEKIMS MOXKeT comyTcTBoBaTh IBD, HO HeoOsi3aTenbHO OBITH
areHTOM, SIBJISTFOIUMCS MPUYMHON. DTO HAOMIOAEHNE NONOIHIET HEOXKUAAHHOE PELICHUE 110
HACTOSAILIEMY M300PETEeHHIO, & IMEHHO NMPUMEHEHHEe Tepanuu OakTepuodaraMu sl JIeUSHHsI
3a00neBaHUs1, KOTOPOE HE BBI3BAHO OAKTEPUSIMHU.

Ilo sTOli mpuvMHE MOTyT CyIleCTBOBaTb, B KadecTBe npumepa, wrammel AIEC y
YJICHOB CeMbU CyOBEKTOB, cTpamaromux IBD, XOTS 3TH dWjieHBl CEMbH HE CTPAmalT 3THUM
3a0oneBanneM. AnHamorndHo, mrtammbl AIEC moryt ObiTe OOHapyXeHbl y CyOBEKTOB,
KOTOpble He cTpanaroT IBD u He sBisA0TCS pOACTBEHHUKaMHU CyOBeKTOB, cTpanatomux 1BD,

KaK MOXXHO BueTh u3 Tabmuisl 1, npuBeneHHON HIDKE.



Crnenyer umeTb B BUOY, 4YTO TEPMUH 'Jeyenue", WCIOJb30BAHHBIM B JAHHOM
JIOKYMEHTE, OXBaTbIBAET YMEHbIIEHHE OIHOro Win Oojee CHUMITOMOB, XapaKTePHBIX s
AaHHOro  3a0oyieBaHMs;  CHIDKEHHE  CKOPOCTH  IPOTPEeCCHpOBaHHsA  3a00JeBaHMUS;
BBI3JIOPOBJIEHHE TOCie OOJe3Hu, wu3lieueHne 3a00yieBaHMs, COXPAHEHHE PEMHUCCHH |
NPO(UIAKTHKY, TAKYIO KaK MPEAYNPEKIeHIE PELIInBa.

"Cyovexkmom" B TaHHOM JIOKYMEHTE MOXKET ObITh CyOBEKT MY’KCKOTO HIIH JKEHCKOTO
noja. CyObekTroM MokeT OBbITb 4eJOBEYECKOe CYyLIECTBO MJIKM Jioboe Jpyroe
MJIEKOTIHTAIOLIIEE.

Jlozda u pexuM BBeleHUS (HapMALEBTHUECKOW KOMIIO3MLIHMH MO H300PETEHUIO
o0si3aTenbHO OyOyT 3aBUCETh OT TepameBTHUeCKOro 3¢dexra, KOTOpBIH HOJDKEH OBITh
NOCTUrHYT (Hampumep Jedenue IBD), u MoryT BappupoBaTh B 3aBUCUMOCTH OT KOHKPETHBIX
IMTaMMOB OakTepuodaroB B KOMIIO3ULMH, IyTH BBEICHHUS W BO3PAaCTa M COCTOSHUS
UHIUBUAYAIBHOTO CYOBEKTa, KOTOPOMY HY>KHO BBOJHTH JIEKAPCTBEHHOE CPEICTBO.

JlosupoBka st Jomell MOxeT comep:karh o3y Oakrepuodara or 10* mo 10"
onsikooOpasyromux equHul (BOE). TpeOGyemast no3a mMokeT ObITh MpeACTaBlieHa B BUAE
OHON O3Bl B CYTKH WJIM B BHUIE MHOXeCTBa Cy0J03, BBOJUMBIX Yepe3 COOTBETCTBYIOLIHE
UHTEPBAJIbl BPEMEHHU.

B koHTekcTe Hacrosmero u3o0peTeHus TepPMUH "Qapmayesmuuecku npuemiemvili
Hocumens" OTHOCHTCS K (papMalleBTUUECKH IPUEMJIEMBIM, HETOKCHYHBIM HOCHTEJSIM,
HANOJIHUTENISIM ~ WJIM  pa30aBUTENsIM, KOTOpbIE OIpPEAeTeHbl KaK HOCHTENH, OOBIYHO
UCTIOJIb3yeMble JUIsI TPUTOTOBJICHUS (PapMAlleBTUYECKUX KOMITO3ULMIA Ui BBEACHUS
JKHBOTHOMY HWJIU Y€JIOBEKY.

dapmaneBTHYECKHE  KOMIO3HMLIUU 10  HACTOSIIEMY  U300pPETEHHI0  MOTYT
JOTOJHUTENBHO CONEepKaTh (papMalleBTUYECKH MPUEMIIEMbIe BCIIOMOTATENbHbIE AreHThI U
BO3MOXKHO JIPYTHE TEPANEeBTHUECKUE areHTbl. BcrioMorarenpHble areHThl, TAK)Ke Ha3bIBAEMbIE
BCTIOMOTATEJIbHBIMH WHTPEIUEHTAMH, OXBATBIBAIOT areHThl, TPAAUIHOHHO HCIOJIb3yEMBbIC B
TaHHOM 00JacTH, TaKKUe KakK, 0e3 OrpaHUYEHUs], areHThl, 00pa3yroINe MaTPULLy, 3aryCTUTEIH,
CBSI3bIBAIOLIME BEIIECTBA, CMA3bIBAIOIME BEIIECTBA, areHThI, perynupyromue pH, 3amuTHbe
areHThl, AareHThbl, TOBBIIIAIOIINE BSI3KOCTh, AareHThl, CIOCOOCTBYIOIIHE PACTEKAHUIO,
Pa3PBIXJIUTENH, BKIIFOYAs HEUINITyYHe U LIMIY4YHe Pa3pPhIXJIUTENH, TOBEPXHOCTHO-AKTHBHBIC
BEIECTBA, AHTUOKCHUIAHTBI, VBIAXKHSIIOIINE areHThl, KPaCHUTEIH, KOPPUTEHTHI, AreHTHI,
MACKHPYIOLIHE HETIPHUATHBIA BKYC, TOACIACTUTENH, KOHCEPBAHTHI U T.1. [lomMmumo Toro, 4ro

BCIIOMOTIaTCJIbHBIC aAI'€HTDBI SABJIAIOTCA q)apMaLIeBTI/ILIeCKI/I MNPpUEMIIEMbIMU, OHHU AOJIXKHbI OBITH



"npuemnemvimMu” B CMBICIE COBMECTUMOCTH C JAPYTUMH WHIPEAMEHTAMU KOMITO3ULIUH,
BKJIFOUasi Oakrepuodar.

dapmanieBTHUECKHE KOMITO3ULIMU U MyTH BBEAECHUs BKJIIOUYAIOT T€ U3 HHUX, KOTOPbIE
OPUTrOAHBI  JUII  NEPOPANbHOrO  (BKJIIOYAast TPaHCOYKKaJIbHOE, CyOJMHIBAJIbHOE H
UHTPAOPOUTAIIBHOE), PEKTAJIbHOrO, HA3aJbHOTO, MECTHOrO (BKJIKOYAs TPaHCAEPMAJIbHOE),
IJIA3HOTO, VIONHOTO, BAarMHAJIBHOTO, OPOHXHAJBHOTO, JIETOYHOTO WM TapPeHTEPaTbHOrO
(BKITFOUAsT TIOZIKOKHOE, BHYTPHUMBIIIEYHOE, BHYTPHUBEHHOE, UHTpaIepMaJIbHOE,
UHTPANEPUTOHEATbHOE, HHTPAIUIEBPATIbHOE, HMHTPABE3UKYJIPHOE M HMHTPATEKAIbHOE)
BBEJICHUS] WJIM BBEACHHS IMOCPENCTBOM HMIUIaHTaTa. PapmaneBTHUECKas KOMITO3ULIUS T
NyTh BBEIEHHs MOTYT OBITh aaNTUPOBaHBI Ui OOeCHeueHHs! MPHLENIbHOrO 3¢dexra
mramMMa Oaktepuodara mo u3oOpeTeHH0. B KOHKPETHOM BOILIOMEHUH (PapMaleBTHIECKYIO
KOMIIO3ULIMIO MO H300pETeHHI0 BBOAAT nepopanbHO. Kommnosuumm Moryt  ObITh
MIPUTOTOBJICHBI JIFOOBIM CHIOCOOOM, HW3BeCTHBIM B oOjactu (apmanuu. Takue crocoObl
BKJIFOUAIOT CTAAHMIO TMPUBEACHHUS INTaMMa Oakteprodara mo H300pETEeHHI0 B KOHTAKT C
dapmaneBTUYECKH TNPUEMJIEMBIM HOCHTENEM W BO3MOXKHO C OZHUM uiu Oonee
BCIIOMOTATEJIbHBIMH ar€HTaMHU.

dapmaneBTHYECKHE KOMIIO3ULIUH, MMOAXOASIINE IS IEPOPATBHOIO BBEACHUS, MOTYT
ObITH TPENCTABIEHBI B BHJIE IUCKPETHBIX €IUHHI] AO3UPOBAHUS (JEKAPCTBEHHBIX (PopMm),
TaKUX KaK MIJTFOJIH, TaOJeTKH, Ipa)ke WM KaICyJibl, WINA B BUAE TOPOLIKA MIIU TPAHYJI, WU B
BUJIE pPacTBOpa MM cycrneH3un. PapmaneBThHuecKass KOMIIO3HULUSI MOXET OBITh TakKKe
npezacTaBjeHa B BUAE 0OJroca miu mactbl. KoMmosumu MoryT ObITh Takke nepepadoTaHbl B
CYNIO3UTOPHUI HITH KJIU3MY ISl PEKTAJIbHOTO BBEICHUSI.

JUis mapeHTepanbHOr0 BBEACHUS MOAXOMSLINE KOMIIO3UIUN BKJIFOYAIOT BOJAHBIE U
HEBOIHBIE CTEPIJIbHBIE HHBEKIIMH. KOMIO3ULNUN MOTYT OBITh MPENCTABIEHBI B OJHOAO30BBIX
WJIM MHOTOJIO30BBIX KOHTEHHepax, HAlpUMep B 3aMastHHbIX (PJIaKOHAX WIJIM aMIyJiax, 1 MOTYT
XPAaHUTBCS B TOJIBEPTHYTOM CYOJMMAIIMOHHON CyIIKe (JIMO(QHIN3UPOBAHHOM) COCTOSIHUH,
TpeOyIoLIeM TOJNBKO NOOaBIEHUs] CTEPUIIBHOTO JKUAKOTO HOCHTEJNSI, HAPUMEDP BOABI, Tepen
UCTIOJIb30BAaHUEM.

JUisi TpaHCAEPMAaIbHOTO BBEIECHHUS MOTYT OBITh NPENyCMOTPEHBI, HANPHMEp, TEeH,
TUTACTBIPU WJIN CTIPEH.

Komnosnuuu wnm mpenapaTsl, NOAXOMAALINE U JIETOYHOT'O BBEACHMS, HANpUMEP
NyTeM Ha3aJbHON MHTAJSLUH, BKIOYAIOT TOHKHE MBbIIM UM TyMaHbl, KOTOPbIE MOTYT OBITH

r€HepUPOBaHbl IMOCPEACTBOM JO3UPYIOLINX a3po30iiel NOj JaBiieHueM, HeOynal3epoB HIn
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uHCY(pPrATOpOB.

H3o00peTenne Takke OXBaTblBaeT HaboOp, coaepkamui  (papMareBTUIECKYIO
KOMITO3ULIMIO IO HM300pPETEeHHI0 W HMHCTPYKLUUH [0 HCIHOJb30BAHUIO KOMITO3ULMU IS
IIPUMEHEHUs], ONMCAHHOTO 3/1€Ch BbIIIE, BO3MOKHO BMECTE C YITAKOBOYHBIM MAaTEPUATIOM.

CormacHo u300peTeHHIO  TPEANioKeH Takxke wmramMM  Oaktepuodara Pl,
NENOHUPOBAHHBI BO @DpaHIY3CKON HAUUMOHAIBHONW KOJJIEKLIMM MHMKPOOPTaHU3MOB IIPH
Uncturyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM 1-4694, unm ero BapuaHt, rue
BAPMAHT HMEET TaKyl K€ JIUTHYECKYI0 aKTHUBHOCTb, NPEANOUYTHUTENBHO TaKyK ke
JUTUYECKYI0) aKTUBHOCTb M TaKHE k€ (DEHOTHUIUYECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIHA
mraMM OakTepuodara.

CormacHo u300peTeHHMIO  TPEMJIOKEH  Takxke ImTamMMm  Oaktepuodara P2,
NENOHUPOBAHHBI BO @paHIY3CKOH HAUUOHAIBHOW KOJJIEKLIIMM MHUKPOOPTaHU3MOB IIPH
Wnctutyre Ilactepa moa uHBeHTapHbIM HOMepoM CNCM I-4695, unu ero BapuaHt, rue
BAPMAHT HMEET TaKyK K€ JIMTHYECKYIO aKTHUBHOCTb, IIPEANOUYTHUTENBHO TaKyK e
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUITUYECKHE XApPAaKTEPUCTHKH, KaK YKa3aHHBINA
mraMMm OakTepuodara.

CormacHo u300peTeHHMIO  TPeANIoKeH Takxke ImTamMMm  Oaktepuodara P3,
JNENOHUPOBAHHBIA BO PpaHIY3CKOM HAUUOHAIBHOW KOJJIEKLIMM MHUKPOOPTraHU3MOB IIPU
Wncturyre Ilactepa mox mHBeHTapHbIM HOMepoM CNCM [-4696, unu ero BapuaHt, rae
BAPMAHT HMEET TaKyK K€ JIMTHYECKYI0) AaKTHBHOCTb, IPEANOYTHTENIBHO TaKyK K€
JUTHYECKYI0 AKTUBHOCTb M Takue ke (PEHOTHIINYECKHE XapaKTePHCTUKH, KaK yKa3aHHBIH
mraMM OakTepuodara.

CormacHo u300peTeHHIO  TPEMJIOKeH Takxke mTamMMm  Oaktepuodara P4,
NENOHUPOBAHHBI BO MpaHIY3CKON HAUUMOHAIBHONW KOJJIEKLIMM MHMKPOOPTaHU3MOB IIPH
Wnctutyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM I-4697, unu ero BapuaHt, rue
BAPUAHT HMEET TaKyl K€ JIMTHYECKYIO aKTHUBHOCTb, IIPEANOYTHUTENBHO TaKyK ke
JUTUYECKYI0 aKTUBHOCTb M TaKHE k€ (DEHOTHUIMYECKHE XapPaKTEPUCTHKH, KaK YKa3aHHBIN
mraMM OakTepuodara.

CormacHo u300peTeHHMIO  TPEMJIOKEH Takxke [mTamMMm  Oaktepuodara PS5,
NENOHUPOBAHHBI BO MpaHIY3CKOM HAUUOHAIBHOW KOJJIEKLIMM MHMKPOOPTaHU3MOB IIPH
Hnctutyre Ilactepa moa uHBeHTapHbIM HOMepoM CNCM I-4698, unu ero BapuaHt, rue
BApMAHT HMEET TaKyK K€ JIMTHYECKYIO aKTHUBHOCTb, IIPEANOYTUTENBHO TaKyK e

JIUTUYCCKYIO aKTHBHOCTb WU TaKHE KEC (I)eHOTI/IHI/ILIeCKI/Ie XapaKTECPUCTUKHU, KaK YKa3aHHbII71
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mraMMm OakTepuodara.

CormacHo u300peTeHHIO  TpeANo’keH  Takxke ImTamMMm  Oakrepuodara PO,
JETIOHUPOBAHHBIH BO PpaHIy3CKOM HAIMOHAJIBHONW KOJJIEKIMM MHKPOOPTraHU3MOB IIpU
Wncturyre Ilactepa mox mHBeHTapHbIM HOMepoM CNCM I-4699, unu ero Bapuast, rae
BAPUAHT HUMEET TaKyl K€ JIMTMYECKYI0 AaKTHBHOCTb, IIPEANOYTUTENbHO TaKyH Ke
JUTUYECKYI) aKTUBHOCTb M TaKHe k€ (DEHOTHUITUYECKUE XAPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMM OakTepuodara.

CormacHo uW300peTeHHIO  TPEMJIOKEH  Takxke mTamMMm  Oaktepuodara P8,
NENOHUPOBAHHBI BO MpaHIY3CKOM HAUUMOHAIBHONW KOJJIEKLIMM MHUKPOOPTaHU3MOB IIPH
Wnctutyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM I-4700, unu ero BapuaHt, rue
BAPUAHT HUMEET TaKyK K€ JIMTHYECKYI) AaKTHBHOCTb, IIPEANOYTUTENIbHO TAaKYI0 JKe
JUTUYECKYI0 aKTUBHOCTb M TaKHe k€ (DEHOTHUIUYECKHE XApPAKTEPUCTHKH, KaK YKa3aHHBIH
mraMM OakTepuodara.

[NPUMEPHI

N300peTeHne NOMOJIHUTENBHO OMHCAHO B NPUBENEHHBIX HIKE MPHUMEPAX, KOTOPHIE
HUKOUM 00pa3oM He MpeaHa3HaueHbl IJIs OrpaHUdYeHUss oO0bemMa H300peTeHHs, KOTOPBIH
3asIBJIEH.

METO/IbI

AHAJINM3 MHBA3UU

Jlunuro knetok Intestine-407 (1-407), monydaemyro U3 4eJ0BEYECKON 3MOPHOHATBHOMN
TOLIEH KUIIKM WM TOJAB3JOIIHONM KMIIKH, MCIOJNB30BAJIM B  KadecTBE MOJENHU
Henu(pPepeHIPOBAHHBIX KHIIEYHbIX SMUTENHANBHBIX KieTok. OHa Obuta mpuoOpeTeHa B
Flow Laboratories (Flow Laboratories Inc., Mc Lean, VA).

Knerku Intestine-407 BpiceBanu B 24-1yHOYHBIE IJIAHIIETHI ISl KyJbTYpbl TKaHU
(Polylabo, Strasbourg, France) npu miotHocTH 4105 KJIETOK Ha JYHKY W MHKYOHPOBAJIH B
teuenne 20 dacoB. Kierounele MoHOcHOM mnpombiBain nBaxnasl PBS (3a0ydepenHsrii
docharamu puznonorudecknii pacrsop) (pH 7,2). bakrepranbHyt0 HHBa3UIO STTUTEUATBHBIX
KJIETOK M3MEPSIJIH, UCIIOJb3ys aHanu3 ¢ 3amuTon reHramuiimHoM (Falkow et al. (1987), Rev.
Infect. Dis. 9 (Suppl. 5):S450-455). Kaxxapiii MOHOCIOW MHOKYJUPOBAiu B 1 MJI KJI€TOYHOMN
KyJbTYPaJIbHOH  Cpenbpl, HE COAep)kalled AaHTUOMOTHKH, C  MHOXKECTBEHHOCTBIO
uHpuuuposanus 10 Oakrepuii Ha STUTENHANBHYIO KJIeTKy. ITocne MHKyOMpOBaHUS B TEUEHUE
3 gacoB mpu 37°C ¢ 5% CO, monocnon npombiBain 3 pasa PBS. JloGammsuu cBexyro

KJIETOUHYIO KYJbTYPaJIbHYKO cpeny, comepxkamyro 100 mxr/mn renramunuHa (Sigma, St.
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Louis, MO), B Teuenne 1 uaca, 4yToObl YyOUTH BHEKJETOYHbIE OAaKTEpUU TEpel JIU3HCOM
MoHOoc0eB 1%-ubiM Triton X-100 (Sigma) B A€MOHU3UPOBAHHON BOAE. DTa KOHLIEHTpALMs
Triton X-100 He oka3biBajia BO3IEHCTBUS Ha >KM3HECIIOCOOHOCTh OAaKTEepHil B TEYEHUE IO
menblieir Mepe 30 munyT. OOpasibl pa3daBssuId U Pa3IUBAIK MO Yalkam ¢ arapom Mueller-
Hinton 1jst onpeneneHust KOJUUECTBA KOJOHUEOOPa3yloIIux enuHull. Bce pesynbTrarhl mo
WHBA3UBHOMN CrOCOOHOCTH E. coli ¢ UCronb3oBaHUeM JIMHUU KiieToK Intestine-407 Bbipakanu
B NPOLIEHTaX BHYTPUKJIETOYHBIX OAKTEPHIA MO CPABHEHUIO C MEPBOHAYAIBHBIM HHOKYJISITOM,
npuHATBIM 32 100%. Bce aHanu3bl BBINOJMHAIM O MeHbLIeH Mepe 3 pasa B OTHEIbHBIX

SKCMEPUMEHTAX.

UAEHTUOUKALIMA OCHOBHBIX KATICUJIHBIX BEJIKOB

benku BupuoHa mnony4yanu nyTeMm KumsdeHust 60 MK CycrneH3uu 10" BOE/mn
kaxnaoro Oakrepuodara B TeueHue 10 mMuH. 20 MKJI CyCIIEH3MM HAHOCWJIM HAa 3aBOJICKOH 4-
12% nonuakpuIaMUIHBINA Tefb. [ eb OKpalBaid KyMacCH rojyobiM, H OCHOBHBIE ITOJIOCHI
UCCEKaJH, TMOJABEPraJidi THAPOJN3Y TPUICHHOM M AHAJIW3UPOBAIM METOAOM Macc-
CTIIEKTPOMETPUHU Ha 000PYIOBAHUH JIJIsl MUKpocekBeHupoBanus MHcTuryTa [lacrepa.

ITonyueHHblE Macchl MENTHUAOB CpaBHUBANINM C MH(popManueld B 0a3aX JaHHBIX IO
Oenmkam, obecrieunBasi uaeHTU(GUKAIMIO Hanbojee OIM3KOro U3BECTHOrO Oelnka, T.e. WV 8 s
P1-P6, u RB69 nnsa P8, u JS98 nna CLB_P2 (cmotpu A. Villegas et al, Virology Journal
2009, 6:41, nna xapakrepuzanuu wV8, u S. Zuber et al., Journal of Bacteriology 2007,
189:22, 8206, nnst xapakrepuzauuu RB69 u JS98).

BripaBHUBaHKE TIOCIEIOBATEILHOCTEM OCHOBHOIO KarcuaHoro Oenka dakreprogara wVS8 ¢
MOCJICAOBATCIIBHOCTAMU IICTITUAOB, ITIOJYUYCHHBIMU B PE3YJILTATC MACC-CIIEKTPOMETPHUU

OCHOBHBIX KarcUAHbIX OenkoB Oaktepuodaros P1-P6:

wV8 : MLTNSEKSRFFLADLTGEVQSIPNTYGYISNLGLFRSAPITQTTFLMDLTDWDVSLLDAVDRDSRKAE
P1 : FFLADLTGEVQSIPNTYGYISNLGLEFR

P2 : SREFLADLTGEVOSIPNTYGYISNLGLFRSAPITQTTFLMDLTDWDVSLLDAVDR

P3 :

P4

P5

P&

wV8 : TSAPERVROQISFPMMYFKEVESITPDEIQGVROPGTANELTTEAVVRAKKLMKIRTKFDITREFLEMQ
P1 : QISFPMMYFKEVESITPDEIQGVROPGTANELTTEAVVR TKFDITREFLEMQ
P2 : QISFPMMYFKEVESITPDEIQGVROPGTANELTTEAVVR TKFDITREFLEMQ
P3 : QISFPMMYFKEVESITPDEIQGVROPGTANELTTEAVVR TKFDITREFLEMQ
P4 : QISFPMMYFKEVESITPDEIQGVROPGTANELTTEAVVR TKFDITREFLEMQ
P5 : QISFPMMYFKEVESITPDEIQGVROPGTANELTTEAVVR TKFDITREFLEMQ
P& : QISFPMMYFKEVESITPDEIQGVROPGTANELTTEAVVR TKFDITREFLEMQ

wV8 : ALKGKVVDARGTLYADLYKQFDVEKKTVYFDLDNPNADIDAAIEELRMHMEDEAKTGTVINGEEIHVV
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P1 : ALK GTLYADLYK KTVYFDLDNPNADIDASIEELR TGTVINGEEIHVV
P2 : ALK GTLYADLYK TGTVINGEEIHVV
P3 : ALK GTLYADLYK TVYFDLDNPNADIDASIEELR TGTVINGEEIHVV
P4 : ALK GTLYADLYK TGTVINGEEIHVV
PS5 : ALK GTLYADLYK TIYFDLDNPNADIDASIEELR TGTVINGEEIHVV
P6 : ALK GTLYADLYKQFDVEK TIYFDLDNPNADIDASIEELR TGTVINGEEIHVV

wV8 : VDRLFFSKLVKHPKIRDAYLAQQTPLAWQQITGSLRTGGTDGVQAHMNTFYYGGVKFVQYNGKFKDKR

P1 : VDR IRDAYLAQQTPLAWQQITGSLR FVQYNGK
P2 : VDRLFFSK IRDAYLAQQTPLAWQQITGSLRTGGTDGVQAHMNTFYYGGVKEVQYNGK
P3 : VDR DAYLAQQTPLAWQQITGSLR FVQYNGK
P4 : VDR DAYLAQQTPLAWQQITGSLR FVQYNGK
P5 : VDR DAYLAQQTPLAWQQITGSLRTGGADGVOAHMNTFYYGGVKEVQYNGK
P& : DAYLAQQTPLAWQQITGSLRTGGADGVQAHMNTEFYYGGVK

wV8 : GKVHTLVSIDSVAATVGVGHAFPNVSMLGEANNIFEVAYGPCPKMGYANTLGQELYVFEYEKDRDEGI
P1 : MGYANTLGQELYVFEYEKDR
P2 : MGYANTLGQELYVFEYEKDR
P3 :

P4

P5

P&

wV8 : DFEAHSYMLPYCTRPQLLVDVRSDAKPD

P1 : POLLVDVR

P2 : POLLVDVR

P3 : POLLVDVR

P4 : POLLVDVR

P5 : POLLVDVR

P& : POLLVDVR

BripaBHUBaHKE TIOCIEOBATEILHOCTEH OCHOBHOTO KarcuaHoro oenka Oakrepuodara RB69 ¢
MOCJIeIOBATEIbHOCTSIMH TIETITHIOB, MTOJYYEeHHBIMH B PE3YJIbTaTE MAaCC-CIIEKTPOMETPUH

OCHOBHOT'O KaricuaHoro Oenka 6akrepuodara P8:

RB69 : MTTIKTKAQLVDKWKELLEGEGLPEIANSKQAIIAKIFENQEKDFEVSPEYKDEKIAQAFGSFLTEAE
P8

RB69 : IGGDHGYNAQONIAAGQTSGAVTQIGPAVMGMVRRAIPNLIAFDICGVQPMNSPTGQVFALRAVYGKDP
P8

RB69 : IAAGAKEAFHPMYAPDAMFSGQGAAKKFPALAASTQTKVGDIYTHFFQETGTVYLQASAQVTISSSAD
P8 : EAFHPMYAPDAMEFSGQGAAK

RB69 : DAAKLDAEIIKQOMEAGALVEIAEGMATSIAELQEGFNGSTDNPWNEMGFRIDKQOVIEAKSRQLKAAYS
P8 : AAYS

RB69 : IELAQODLRAVHGMDADAELSGILATEIMLEINREVVDWINYSAQVGKSGMTINIVGSKAGVFDEFQODPID
P8 : IELAQDLR EVVDWINYSAQVGK AGVFDFQDPID

RB69 : IRGARWAGESFKALLFQIDKEAVEIARQTGRGEGNFIIASRNVVNVLASVDTGISYAAQGLASGENTD
P8 : IR WAGESFK QTGRGEGNFIIASR

RB69 : TTKSVFAGVLGGKYRVYIDQYAKQDYFTVGYKGANEMDAGIYYAPYVALTPLRGSDPKNFQPVMGFEKT
P8 : SVFAGVLGGKYRVYIDQYAKQODYFTVGYKGANEMDAGIYYAPYVALTPLR NFQPVMGFKT

RB69 : RYGIGVNPFAESSLQAPGARIQSGMPSILNSLGKNAYFRRVYVKGI
P8 : RYGIGVNPFAESSLQAPGARIQSGMPSILNSLGK

BripaBHIBaHHE MOCIEOBATEIBHOCTEH OCHOBHOTO KanicUAHOTO Oenka bakrepuodara JS98 ¢
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NOCJICAOBATCIIBHOCTAMU NIETITUAOB, MOJYYCHHBIMU B PE3YJIbTATEC MACC-CIICKTPOMETPUU

OCHOBHOTO KancuaHoro 6esnka dakrepuodara CLB_P2:

Js98:  MKKNALVQKWSALLENEALPEIVGASKQAIIAKIFENQEQDILTAPEYRDEKISEAFGSFLTEAET
CLB P2:

Js98:  GGDHGYDATNIAAGQTSGAVTQIGPAVMGMVRRAIPHLIAFDICGVQPLNNPTGQVFALRAVYGKD
CLB P2: AVYGKD
Js98:  PIAAGAKEAFHPMYAPNAMFSGQGAAETFEALAASKVLEVGKIYSHFFEATGSAHFQAVEAVTVDA

CLB _P2: PIAAGAK

Js98:  GATDAAKLDAAVTALVEAGQLAEIAEGMATSIAELQEGFNGSTDNPWNEMGFRIDKQVIEAKSRQL
CLB_P2:

Js98:  KASYSIELAQDLRAVHGMDADAELSGILATEIMLEINREVIDWINYSAQVGKSGMTNTVGAKAGVE
CLB_P2: ASYSIELAQDLR EVIDWINYSAQVGK AGVF
Js98:  DFQDPIDIRGARWAGESFKALLFQIDKEAAEIARQTGRGAGNFIIASRNVVNVLAAVDTSVSYAAQ
CLB P2: DFQDPIDIR  WAGESFKALLFQIDKEAAEIAR GAGNFIIASR

Js98:  GLGQGFNVDTTKAVFAGVLGGKYRVYIDQYARSDYFTIGYKGSNEMDAGIYYAPYVALTPLRGSDP
CLB_P2: AVFAGVLGGKYRVYIDQYAR GSNEMDAGIYYAPYVALTPLR
Js98:  KNFQPVMGFKTRYGIGINPFADPAAQAPTKRIQNGMPDIVNSLGLNGYFRRVYVKGI

CLB PZ2: NFQPVMGFKTRYGIGINPFADPAAQAPTKRIQNGMPDIVNSLGLNGYFR

[NPUMEP 1

Boipenenne mrammon AIEC

Cro mectbaecar mectb (166) aare3uBHO-UHBA3UBHBLIX MITAMMOB Escherichia coli (E.
coli), Bkirouasi mramm E. coli LF82 (Tabnuua 1), Beigesnsiiu cnenyromum odpasom: [Itammsl
AIEC Bbiemsuin u3 cBexxux (exanuii manuentoB ¢ CD, 4geHOB MX ceMeil 1 KOHTPOJBbHBIX
cyOpexkToB. Dexanuu pasBOMMIN AECATHKPATHBIMU Pa3BEACHUSIMH BIUIOTH a0 -9. Kaxknmoe
pa3BeneHHe BBICEBAIM Ha pasHyr cpeny. [locie MHKyOMpOBaHHS KOJIOHMM IEPeCeBaIH,
UIEHTH()ULHPOBAIH, ¥ LITAMMBI TECTUPOBAJIM B OTHOLIEHUH MHBA3HOHHON CIIOCOOHOCTH.

IMonpobHO, cpa3y mociie 3MHCCHM CBeXHe (ekanuu IMOMeIaad B CTEPHIbHBINA
KOHTeHHep. ATmocdepy nenanu aHadpoOHOH myreM 1n00aBIEHHS — YBIAKHEHHOT'O
Anaerocult”®. O06pazupl odpadareiBanu B eHb oTOopa npod. [Tpumepno 1 r pekanuii BHOCHIH
B 9 MJI LUCTEMHUPOBAHHOIO pacTBopa Punrepa Y4 kpernoctu B npeaBapUTENbHO B3BELIEHHBIX
npoOupKax; X CHOBA B3BEIIMBAIN IOC]E BHECEHUs oOpasla IJIsl ONpPEAeNeHHsT €ro TOYHON
Maccebl (mepBO€  JECATUKPATHOE pasBeldeHue). Jlemanmu BOCeMb  JOMOJHUTEIBHBIX
JECITUKPAaTHbIX pas3BeneHuil, u 0,1 Mi Kaxnoro pasBeldeHUs BbICEBAJUM HAa pas3HbIe
HECEJICKTHBHbIE M CEJIEKTUBHBIE CpeAbl M HHKYOMpPOBAIM B HA3HAYEHHBIX YCIOBHSAX:
KonymOuiickuii kposstHoH arap (CS) u CSH arap, nakyOupoBaHue B Te€4eHNUE OTHON HEIEIH B
aHa’poOHBbIX ycnoBwsx; cpena MRS, unkyOupoBanue B TedeHue 48 u B aTmocdepe,

oboramennoit CO,; arap McConkey u Cetrimide, nnkyOupoBaHnue B TeueHue 48 4 Ha
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Bo3nyxe. Bce mHkyOupoBanus Bbmonssu npu 37°C. Ilocne nHKYOMpOBaHHMH KOJOHWUHU
MOJICUUTBIBAJIN, NEPECEBATN M HUACHTU(UILMPOBAIN IO YCTAHOBJIEHHBIM (DEHOTUITHYECKUM
KPUTEPUSIM.

KonrponbHoro cyObekra BeIOMpaad IO OTHOLIEHMIO K marnueHty ¢ CD, ucxons us
yCJIOBUSI, YTOOBI KOHTPOJIBHBIA CyOBEKT ObLT TOTO ke MOJIa U BO3pacTa, Kak 1 nmaueHt ¢ CD,
U UMeJI pa3Mep CeMbH, MONOOHBIN pa3Mepy ceMbu naiuenta ¢ CD (ayis ydera BapbUpOBaHUS
MHKPO(QJIOpPBI B CEMBE).

IIporokon ObuT ogoOpeH MecTHbIM KomuTeToM 1O 3THKe B 2000 1. IMaumeHTsl ObLTH
3anecerbl B peructp EPIMAD, kxoTopblii ObLT OpPraHM30BaH IO COTJIALICHHUIO MEXIY
HarmoHanbHBIM HHCTUTYTOM 370POBbsI U MeIUUMHCKUX ucciaenoBanuid (Institut National de
la Santé et de la Recherche Mé¢édicale) (INSERM) u HanuoHanbHBIM HWHCTUTYTOM
caautapHoro Ham3opa (Institut National de Veille Sanitaire) (InVS), a takke mommep:kaH
acconmanueit ®pancya Oneru (Frangois Aupetit Association), JIHOHCKHUM KIIyOOM ceBepo-
Club of Northwestern France),

3amaguoii @panuuu (Lion’s Ferring Laboratories,

DpaHIy3CKUM HAMOHAJIBHBIM OOIIECTBOM racTposHTeposioruu (Société Nationale Frangaise

de Gastroentérologie) u bonbuuneii Jinmbckoro yausepcureta (Lille University Hospital).

Tabauua 1 - Hltammber AIEC

Husasus Oomee
Hupaszus Yposens
1-407 Kyastypansnas KOJIIYeCTBO
Homep Ccebuika 1-407 L Paspenenne E. coli
Cpennee cpeia , | (logKOE/r)
SEM (%) (log KOE/T) )
(%)
LF82 1,29 0,8 McC -4 5,7 5,9
AIEC, gvioenennvie y3 nayuenma ¢ CD

06259 C4-1 2,050 0,500 McC -5 5,87 10,52
06254 C34-12 2,163 0,738 Cet -2 2,91 10,14
06256 C34-2 0,550 0,170 McC -7 7,91 10,14
06072 C39-1 0,2075 0,147 McC -6 7,02 9,93
06073 C39-2 0,1374 0,097 McC -6 7,02 9,93
06075 C39-4 0,2334 0,165 McC -5 6,02 9,93
06076 C39-7 0,5900 0,417 Cet -2 3,02 9,93
06087 C42-1 0,1095 0,055 McC -5 5,82 9,58
06088 C42-2 0,1954 0,098 McC -5 5,82 9,58
06089 C42-3 0,1930 0,097 Cet -3 3,82 9,58
06398 C76-10 0,131 0,036 CS ana -5 6,09 9,99
06011 C84-2 0,2580 0,129 McC -6 6,96 9,23
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Huasus Hupasus Yposens Ofmee
Homep Ccebuika 1407 1-407 KyﬂLTypaﬂlLHaﬂ Paspenenne E. coli HOTIEETRO
Cpennee cpena , | (ogKOE/r)
%) SEM (%) (log KOE/T) )
06023 C97-1 0,1173 0,068 McC -7 8,14 10,03
06024 C97-2 0,1303 0,075 McC -6 7,14 10,03
06026 C98-1 0,1439 0,072 McC -6 7,2 9,34
06027 C98-2 0,1122 0,065 McC -6 7,2 9,34
06028 C98-4 0,2310 0,133 Cet 2 3,20 9,34
06029 C99-1 1,0657 0,615 McC -6 6,99 10,17
06030 C99-2 0,1613 0,081 McC -6 6,99 10,17
06031 C99-3 0,2330 0,135 McC -5 5,99 10,17
06033 C99-9 0,4667 0,269 Cet 2 2,99 10,17
06150 C187-13 0,6675 0,472 CS ana -7 7,93 9,97
06151 C187-14 1,0350 0,732 CS ana -7 7,93 9,97
06152 C187-15 0,4375 0,253 CS ana -7 7,93 9,97
06166 C190-1 0,2251 0,130 McC -8 9,28 10,98
06167 C190-2 0,1247 0,072 McC -8 9,28 10,98
06168 C190-3 0,1688 0,097 McC -7 8,28 10,98
06169 C190-4 0,1373 0,079 McC -6 7,28 10,98
06170 C190-6 0,7065 0,408 Cet -3 4,28 10,98
06171 C190-8 0,5827 0,336 Cet 2 3,28 10,98
06172 C190-7 0,5385 0,311 Cet -2 3,28 10,98
06173 C190-12 0,5182 0,299 CS ana 9 10,28 10,98
06280 C203-7 0,185 0,087 Cet -3 3,96 9,94
06281 C203-9 0,393 0,023 Cet 2 2,96 9,94
06283 C204-4 0,253 0,092 McC -6 7,00 9,78
06271 C205-2 0,153 0,052 McC -6 6,93 9,97
06278 C205-9 0,160 0,005 Cet 2 2,93 9,97
06351 C215-8 0,548 0,397 Cet -5 5,93 9,91
06352 C215-9 0,262 0,143 Cet -5 5,93 9,91
06353 C215-12 1,960 1,340 Cet -3 3,93 9,91
06354 C215-13 1,339 1,281 Cet -3 3,93 9,91
06356 C215-10 2,260 1,540 Cet -3 3,93 9,91
06357 C215-11 2,195 1,355 Cet -3 3,93 9,91
06358 C215-1 1,110 0,590 McC -6 7,93 9,91
06359 C215-2 1,523 0,928 McC -6 7,93 9,91
06360 C215-3 0,165 0,064 McC -4 4,93 9,91
06361 C215-4 0,315 0,135 McC -3 3,93 9,91
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Huasus Hupasus Yposens Ofmee
Homep Ccebuika 1407 1-407 KyﬂLTypaﬂlLHaﬂ Paspenenne E. coli HOTIEETRO
Cpennee cpena , | (ogKOE/r)
%) SEM (%) (log KOE/r) s
06362 C215-5 0,980 0,720 McC -3 3,93 9,91
07074 C43-1 1,5825 1,3675 McC -6 7,26 9,66
07075 C44-1 0,1822 0,0755 McC -5 6,01 9,91
07076 C44-2 0,5950 0,3350 McC -5 6,01 9,91
07077 C44-3 0,1432 0,0486 McC -4 5,01 9,91
07078 C44-4 0,3086 0,1764 McC -4 5,01 9,91
07081 C44-9 0,5525 0,2675 Cet 2 3,01 9,91
07082 C45-1 0,4675 0,0925 McC -5 5,94 9,46
07086 C45-9 0,2110 0,0842 Cet -2 2,94 9,46
07093 C50-2 1,3125 0,9375 McC -5 5,99 7,69
07035 C66-2 0,6475 0,3125 McC -7 8,01 9,53
07045 C71-1 0,2079 0,1226 McC -5 5,95 10,58
07046 C71-2 0,2030 0,0719 McC -4 4,95 10,58
07048 C71-5 0,2388 0,1382 Cet -2 2,95 10,58
07051 C100-11A 0,6325 0,3425 MRS -4 5,07 10,47
07003 Cl12-4 0,2513 0,0861 McC -5 6,14 10,88
07006 C112-10 0,8913 0,1863 Cet -2 3,14 10,88
07022 C121-8 0,1903 0,0448 Cet -5 6,14 10,88
07101 C55-1 0,678 0,022 McC -6 6,95 10,38
07103 C55-3 9,175 2,775 McC -5 5,95 10,38
07107 C55-8A 4,425 0,075 Cet -2 2,95 10,38
07111 C60-1 0,232 0,028 McC -6 6,84 8,20
07113 C60-3 0,340 0,105 McC -4 4,84 8,20
07126 C231-1 0,323 0,097 McC -7 7,94 10,62
07127 C231-2 0,141 0,030 McC -6 6,94 10,62
07128 C231-5 0,365 0,095 Cet -3 3,94 10,62
07134 C233-1 0,645 0,090 McC -3 3,98 6,18
07135 C233-3 1,510 0,390 McC 2 2,98 6,18
07136 C233-2 2,090 0,260 McC -3 3,98 6,18
07137 C233-11 1,108 0,168 CSH -3 3,98 6,18
AIEC, gvioenentvie y unenoa cemvl nayuenmos ¢ CD
06066 C22-9 0,2710 0,192 CS ana -7 7,94 10,12
06381 C33-5 0,465 0,185 Cet -2 2,90 9,46
06258 C35-5 0,873 0,428 McC -6 7,64 10,14
06086 C41-7 0,1242 0,072 Cet -2 2,91 10,14
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Huasus Hupasus Yposens Ofmee
Homep Ccebuika 1407 1-407 KyﬂLTypaﬂlLHaﬂ Paspenenne E. coli HOTIEETRO

Cpennee cpena , | (ogKOE/r)

%) SEM (%) (log KOE/T) )

06384 C47-2 0,180 0,010 McC -6 7,07 9,62
06386 C47-4 0,121 0,047 McC -5 6,07 9,62
06097 Co4-2 1,4550 1,029 McC -5 6,03 9,80
06099 Co4-5 0,1175 0,068 Cet 2 3,03 9,80
06100 C64-6 1,1225 0,794 Cet 2 3,03 9,8
06006 C81-1 0,2850 0,202 McC -5 5,96 9,64
06007 C81-2 0,3200 0,226 McC -5 5,96 9,64
06016 C85-1 0,7540 0,435 McC -7 8,01 10,16
06019 C85-5 1,4775 1,045 Cet 2 3,01 10,16
06394 C87-7 0,130 0,030 MRS 2 3,03 9,42
06020 C92-1 0,1253 0,072 McC -5 6,09 9,64
06021 C92-2 0,1678 0,097 McC 4 5,09 9,64
06022 C92-4 0,1229 0,071 McC 2 3,09 9,64
06396 C95-1 4,975 2,575 McC -6 7,1 9,75
06037 C102-1 0,6767 0,391 McC -6 6,90 8,55
06040 C102-7 0,2342 0,135 CS ana -6 6,9 8,55
06080 C107-2 0,5050 0,357 McC -6 7.1 9,55
06042 C107-3 0,1900 0,110 McC -6 7,1 9,55
06043 C107-5 1,7600 1,245 McC -6 7,1 9,55
06045 C107-10 0,1975 0,140 Cet 2 3,1 9,55
06046 C108-2 0,3925 0,278 McC -6 7,12 10,54
06049 C108-10 0,2425 0,171 CS ana -7 8,12 10,54
06057 C133-1 0,2475 0,175 McC -6 6,98 10,49
06101 C133-4 0,1809 0,090 Cet -2 2,98 10,49
06160 C189-2 1,3483 0,778 McC -6 7,07 10,19
06164 C189-16B 0,3295 0,190 CSH -8 8,07 10,19
06176 C191-4 0,3975 0,281 McC -5 5,96 10,34
06177 C191-5 0,3185 0,225 McC -5 5,96 10,34
06293 C207-6 0,175 0,111 Cet 2 2,93 10,13
06295 C208-6 0,116 0,047 Cet 2 291 10,57
06301 C211-1 0,285 0,242 McC 2 2,87 10,07
06329 C218-2 0,649 0,439 McC -6 6,88 10,06
06338 C218-13 0,208 0,047 Cet -5 5,88 10,06
06341 C218-16 0,304 0,218 Cet -4 4,88 10,06
07064 C225-1 0,1280 0,0058 McC -4 4,90 10,10
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Huasus Hupasus Yposens Ofmee
Homep Ccebuika 1407 1-407 KyﬂLTypaﬂlLHaﬂ Paspenenne E. coli HOTIEETRO
Cpennee cpena , | (ogKOE/r)
%) SEM (%) (log KOE/T) )
07065 C225-2 0,8354 0,7146 McC -4 4,90 10,10
07066 C225-5 0,9200 0,4150 McC -6 6,87 9,49
07067 C225-6 1,0792 0,5977 McC -5 5,87 9,49
07068 C226-1 0,1193 0,0334 McC -5 6,06 10,58
07073 C227-4 0,2164 0,1568 Cet 2 2,88 10,06
07120 C228-2 0,228 0,013 McC 2 3,17 9,72
07121 C229-1 0,126 0,012 McC -5 6,06 9,50
07122 C229-2 0,117 0,034 McC 4 5,06 9,50
07123 C229-7 0,190 0,045 Cet -5 6,06 9,50
07131 C232-5 0,190 0,122 Cet 2 2,98 9,60
07138 C235-1 0,658 0,193 McC -5 6,02 9,42
AIEC, gvioeneHHble Y KOHMPOALHLIX CYObEKMOog
06235 C174-6 2,833 2,468 Cet 2 3,05 10,59
06242 C177-1 0,251 0,175 McC -6 6,99 9,95
06103 C177-13 0,1461 0,073 CS ana -7 7,99 9,95
06105 C177-2 0,1571 0,079 McC -5 5,99 9,95
06106 C178-23 0,4527 0,261 CSH -5 6,03 10,24
06108 C179-7 0,1103 0,064 Cet -2 3,07 10,53
06142 C181-5 1,1525 0,815 Cet -3 4,01 9,96
06143 C183-12 0,2117 0,122 CSH -7 8,2 9,95
06121 C183-2 0,1867 0,108 McC 4 52 9,95
06122 C183-5 1,1025 0,780 Cet 2 3,20 9,95
06145 C184-17 0,1095 0,077 CSH -5 6,09 9,64
06146 C185-22 0,3933 0,227 CSH -5 5,88 9,88
06126 C185-1 0,6050 0,428 McC 4 4,88 9,88
06135 C185-2 0,4500 0,318 McC -5 5,88 9,88
06136 C185-3 0,4875 0,345 McC -2 2,88 9,88
06137 C185-6 0,3125 0,221 Cet 2 2,88 9,88
06127 C186-1 0,1063 0,053 McC -6 6,86 10,04
06129 C186-4 0,4700 0,332 Cet -3 3,86 10,04
06158 C188-15 0,1052 0,061 CS ana -6 6,94 9,60
06196 C192-11 0,508 0,279 Cet 2 2,92 9,44
06197 C195-1 0,206 0,157 McC -5 5,95 9,72
06198 C195-2 1,806 1,363 McC -4 4,95 9,72
06200 C195-6 2,498 1,482 Cet 2 2,95 9,72
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HuBazus Ob6mee
Hupasus Yposens
1-407 Kyastypansnas KOJIHYECTBO
Homep Ccbuika 1-407 L Paspenenne E. coli
Cpennee cpena , | (ogKOE/r)
SEM (%) (log KOE/T) )
(%)
06201 C196-1 0,218 0,105 McC -7 7,87 9,61
06204 C196-4 0,307 0,163 McC -5 5,87 9,61
06212 C197-1 3,133 1,438 McC -6 6,86 10,32
06213 C197-2 0,445 0,042 McC -6 6,86 10,32
06216 C197-6 0,886 0,782 Cet -2 2,86 10,32
06217 C198-1 0,143 0,112 McC -6 7,07 10,03
06218 C198-2 0,113 0,096 McC -6 7,07 10,03
06221 C199-3 5,367 3,132 McC -4 5,06 9,79
06222 C199-4 1,353 0,942 McC -3 4,06 9,79
06223 C199-5 2,980 2,122 McC -3 4,06 9,79
06224 C199-6 5,398 2,837 McC -3 4,06 9,79
06225 C200-1 0,538 0,277 McC -3 4,06 9,79
07032 C222-1 0,1038 0,0783 McC -6 7,14 10,88
07033 C222-2 1,2425 0,6575 McC -6 7,14 10,88
07125 C230-1 0,300 0,055 McC -5 6,0 10,2
1

(98]

McC = Arap McConkey (bioMérieux)
Cet = Arap Cetrimide (bioMérieux)

CS ana = aHa’pOOHBII KOIYMOUHCKUI KPOBSIHOM arap
MRS = Arap Mana-Porozer-IHapma (Man Rogosa Sharp Agar) (Oxoid)
CSH = Arap Columbia SH

"Vposens E. coli" otHocutcs k kosmdectsy mramma AIEC B dexamusx.

"O01ee KOMMICCTBO" OTHOCHUTCS KO BCEM BHAAM B (peKaIHsx.

Kynprypanbhas cpena CS ana nMmeeT CleqyrOIuii COCTaB (Ha JIUTP CPenbl):

39 r OCHOBBI U3 KOJTYMOUHCKOTO KpoBsiHOTO arapa (Oxoid)

5 I TJIFOKO3BI

0,3 r qucTenHa rUAPOXJIOpPUAA

S rarapa

pH 7,0 +0,2

Cwmech crepunusyroT B TeueHue 15 munyt npu 121°C. HenocpencTBeHHO mnepen

BbICEBAHUEM JOOABISIFOT 5% JOMAAMHON KPOBH.

Kynprypanshas cpena CSH umeer cnenyromuuii coctas (Ha JIUTP CPenbl):

39 r OCHOBBI U3 KOJTYMOUNCKOro KpoBstHOTO arapa (Oxoid)

3 I UMCTenHa THAPOXJIOpUAA

pH 6.8+ 0,2
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Cwmech crepunusyroT B TeueHue 15 munyt npu 121°C. HenocpenctseHHO mnepen
BBICEBAHHEM J00ABISAIOT 2 MJI CTEPHIIBHOTO pacTBopa uutpara ammonust (0,25 1/10 M Bozb).
ITocne nakyOupoBanus OakTepUH, NCTIONB3YIOLIME IUCTEHH (M BRICBOOOXKAAIOLINE CYIbdhun),
JAI0T B pe3yJIbTaTe Y€pHbIe KOJIOHUU Ha 3TOU cpefe.

INPUMEP 2

Boinenenue garos

daru BBIIENSIIA U3 CTOYHBIX BOJ CIEAYIOIIMM 00pa3oM: CTOYHBIE BOIBI (PHIIBTPOBAIIN
npu 0,2 MKM M cMemmBaiH ¢ paBHbIM oObeMoM cpenbl 2X Luria-Bertani (LB). DTy cmech
WHOKYJIUPOBAJIN CBEXeH KysbTypol mramma LF82 n unkyOuposanu Ha meiikepe npu 37°C B
TeyeHne HouM. B konOy nobammsu xmopodopm (1/10 obvem), u kondy momemnanud Ha
meiikep Ha onuH 4yac. Cpeny nentpudyruposamu npu 10000 g B reuenue 10 mun. Cobupanu
1 wmn  HamocamouHolt kuakoctu wu  pobaemsm 1/10 06.  xjopodopma. Tlocre
KPaTKOBPEMEHHOI'O MepeMeInnBaHus Ha BopTekce npodupky Eppendorf nenrpudyruposanu
npu 7500 g B Teuerne 5 MuH. YTOOBI ONpeneNnuTh, MPUCYTCTBYIOT JIN (paru B 3TOM SKCTPAKTE,
kammo (10 Mki) HajgocagoOuHOM JKUAKOCTM HAHOCUJIM Ha arapoBylo ImjuacTuHy LB u
OCTaBJISIFOT CYIIUTBHCA. MCronb3ys MIIaTHMHOBYIO IMPOBOJIOKY, NOCEB Ha IUIACTHHE A€y
IITPUXAMU OT KAaIUIM 1O OCTAJbHOW YacTHU IUIACTHMHBI, AJST BBIIEJECHUS HHIWBUAYAJbHBIX
¢daros. Hanocunu 1 mn pacrymed kynbTypbl mramma LF82, mokpeiBas BCIO IUIACTHHY;
M30BbITOK yIAJsUIM, W IUIACTMHY MHKyOupoBamu npu 37°C B Teuenue Houu. OfHY WIH ABE
Omstku cobupanu u pecycnenauposain B 200 mxan SM Oygepa (10 MM TrisHCI pH7, NaCl
200 MM, skematuHa 0,03%). B xaxnyro mnpoOupky mobasmsuin 20 Mk xjopodopma, u
npoOupku OBICTPO TEpEeMEIIMBAIA Ha BOPTEKCe U HeHTpudyruposanu npu 7500 g B TeueHne
5 mMuH. 10 MKJT HATOCATOYHOH KMIKOCTH HAHOCHJIM Ha TIACTUHY LB M OCTaBJIsUTH CYIIUTHCS,
U TIPEIBIAYIIYIO MPOLEAYPY MOBTOPSUIH MO MeHbLIeH Mepe Tpu pasza. Cpasy mocie Toro, Kak
OoJIbIlIasi YacTh BBINEJIEHHBIX OJBIIIEK CTajla TOMOIeHHOM, moGaBisu 10 MKII mocienHei
pecycrnieHInpoBaHHON Osiuku K 1 Mi pactymeit kynbTypsl mramma LES2 mpu OD 0,1 mpu
600 am. [Ipobupky ¢ 370l KynbTypol nHKyOHupoBaau npu 37°C B TedeHne 2-4 4acoB 10 TeX
nop, moka He mpousoiiner mm3uc. Ilocnme mobammenust 1/10 00. xmopodopma KynbTypy
nepeHocrin B ipodupky Eppendorf, nentpudyruposanu npu 7500 g B TeueHne S MUHYT H
oxJaxaanu a0 4°C ¢ nonyueHueM NepBUYHOIO UCXOAHOI0 pacTBopa. Heckonbko pa3seneHuit
3TOr0 MCXOJHOTO PAacTBOpa BblIepkuBaiU Npu 4°C M MCMONB30BANIN AT UHOUIIUPOBAHUS
Oosnpimero o0beMa KyJbTYpPbl, YTOOBI TOJY4YUTh OoJjbinee KoiudecTBo (aros. beuim

NOJIy4€eHBI ciieayroLye cemMb (7) garos:
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e vB_EcoM_LF82 Pl (B nanHOM onucaHuu Bbilie U HUxke Pl), nenoHupoBaHHbBIN
BO (PpaHIy3CKOM HALMOHAJIbHOM KOJUIEKLIMM MUKpoopraHu3smMoB npu HMucrurtyre Ilacrepa
noi UHBeHTapHbIM HoMepoM CNCM 1-4694;

e vB_EcoM_LF82 P2 (B maHHOM OmMcaHWU Bblllle U HIKe P2), nenoHupoBaHHBIN
BO DpaHIy3CKOW HALMOHAJIBHOM KOJIEKLUMM MUKpoopraHu3mMoB npu HMuctutyte Ilacrepa
nox nHBeHTapHbIM HOMepoM CNCM 1-4695;

e vB_EcoM_LF82_P3 (B manHOM onucaHuu Bbilie U Hwke P3), nenmoHupOBaHHBIN
BO DpaHIy3CKOM HALMOHAJIBHOW KOJIEKLMM MUKpoopraHusmMos npu HMucrutyre Ilacrepa
noJ nHBeHTapHbIM HoMepoM CNCM 1-4696;

e vB_EcoM_LF82_P4 (B manHOM omucaHuu Bbille U Hke P4), nenmoHupOBaHHBIN
BO DpaHLy3CKON HALMOHAJIBHOW KOJUIEKUMH MHUKpoopranusmoB npu HuHctutyTe Ilactepa
noJ uHBeHTapHbIM HoMepoM CNCM 1-4697;

e vB_EcoM_LF82_P5 (B manHOM omucaHuu Bbille U Hke PS), nenoHupoBaHHBIN
BO DpaHLy3CKOH HALMOHAJIBHOM KOJUIEKUMH MHUKpoopranusmoB npu HuctutyTe Ilactepa
noJ nHBeHTapHbIM HoMepoM CNCM 1-4698;

e vB_EcoM_LF82_P6 (B naHHOM omucaHuu Bbllle U HUKe P6), nenoHupOBaHHbBIN
BO PpaHIy3CKOM HALMOHAJIbHOM KOJUIEKLIMM MUKpoopraHu3smMosB npu HMucrurtyre Ilacrepa
noj nHBeHTapHbIM HoMepoM CNCM 1-4699; u

e vB_EcoM_LF82 P8 (B maHHOM omnucaHuu Bbilie U HKe P8), nenmoHmpoBaHHbIN
BO PpaHLYy3CKOH HALMOHAIBHON KOJUJIEKUUH MuUKpoopranusmos npu HMucrutyrte Ilactepa
noxl nHBeHTapHbIM HOMepoM CNCM [-4700.

CLB_P2, nenonupoBaHHbli BO  @paHuy3cKONW  HAI[MOHAJIBHONH  KOJUIEKLIUU
mukpoopranusMos npu Uuctutyre Ilacrepa nmox maBeHTapHbIM HOMepoM CNCM 1-4675, u
€ro BbIIEJIeHUEe OMKCcaHbl NoapoOHO B Maura et al. Environmental Microbiology (2012) 14(8),
1844-1854.

®aru P1-P6 otHOCATCS K cemeiicTBy OakTeprodaros wVS.

P8 otHOCHTCS K cemelcTBY Oakreprodaros RB6Y.

CLB_P2 otHocurcs k ceMelicTBy Oaktepuodaros JS98.

Knaccudpukaums Ha cemerictBa Oakrepuodaros wVS8, RB69 u JS98 cnenmana Ha
OCHOBE TOCJIEIOBATENIbHOCTH OCHOBHOT'O KarlCUAHOTO OeJKa.

ITPUMEP 3

AHaqm3bl in Vitro B OTHOLIEHHH HH(EKTHBHOCTH OakTepnodaroB B MITAMMAX

AIEC
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Anamu3  OmsmkooOpa3oBaHMs  NPOBOAMIM IyTEM TNPUBEACHUS B  KOHTAKT
NIOCJIEZIOBATENIbHBIX  Pa3BeNEHUH pacTBOpoB OakTepuodaroB (OT HEPa3BENEHHOTO M0
pa3BeneHus 10°®) ¢ wamkoii ITerpu, MOBEPXHOCTH KOTOPOH OblLIa MOKPHITA OHOW OakTepueil.
IMocne wuHKyOupoBaHust B TedeHue Houm mnpu 37°C Onswku noxcuuteiBanu. Korma
TecTupyemMori  Oaktepuedl Obl1  OakTepuanbHbI  XO3sIMH  (pedepeHCHBI  XO35MH),
UCTIONIb3YeMbIH  JUIss  BbIIeJeHuss OakrtepuodaroB, TOrAa CUHTANH, YTO  AHAJM3
OmsiinkooOpaszoBanust nan sddexruBrocts 100%. Korma tectupyemasi Oaktepusi He Obuia
NEPBOHAYAIBHBIM ~ XO3SMHOM, TOTJA pPEe3yJIbTaThl BBIPAKAJIM TyTEM CPABHEHUS C
pedepeHcHBIM x03s5suHOM. Pesynbratr Oonbie 80% (+++) O3HAa4YaeT, 4To OaKTepus SBISETCS
BBICOKO3((EKTUBHBIM XO35UHOM TI0 CPAaBHEHHIO C pe(epeHCHBIM XO35SUHOM, Pe3yJbTaT OT
0,1 no 80% (++) o3HavaeT, uTo OakTepus sBIsAETCA 3P(HEKTUBHBIM XO35IMHOM, U PE3YJIbTaT
Hiwke 0,1% (+), HO BhImIe 0 O3HAauaer, 4To OakTepusi SABISETCS YMEPEHHO 3((EKTUBHBIM
XO35TMHOM, U, HakoHell, O (-) 03HauaeT, 4To OaKTepUs SBIISIETCS TOTAJIBHO YCTOMYNBOM.

Pe3yabTaTnl

B Tabmume 2 mokasaH pe3yjbTar Ui CHEKTpa Xo3sieB U3 8  ¢aros
(BpIIEeNeHHBIX/UAeHTUGHIMpOoBaHHbIX B IIpumepe 2) Ha 38 mrammax (u3 166 mTammoB,

BbIieieHHbIX B [Ipumepe 1, Tabnuna 1).

Tabmuna 2. ITporectupoBadHble ITaMMbl U 3ddekTUBHAS NPOAYKTUBHOCTE rocesa (EOP),

noJyYeHHast ISl Kakaoro Oakrepuodara

bakTepuanbHbIi bakrepuodar
ITaMM
P1 P2 P3 P4 P5 P6 P8 | CLB_P2

LF82 +H+ | A | | | | | +++
06023 - - - - - - - T+
06030 - - - - - - + T+
06033 ++ ++ ++ ++ ++ ++ + +++
06066 - - - - - - +++ -
06072 - - - - - - + T+
06073 - - - - - - + T+
06075 +++ +++ +++ +++ +++ +++ + ++
06088 ++ ++ ++ ++ ++ ++ - -
06089 ++ ++ ++ ++ ++ ++ - -
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06122 ++ ++ ++ ++ ++ ++ - -
06150 - - - - - - + -
06351 ++ ++ ++ ++ ++ ++ - ++
06353 + + + + + + - -
06354 - - - - - - - -
06356 ++ + + + + + - -
06357 + + + + + + - -
06358 ++ + + + + + - -
06359 ++ + + + + + - j
06361 + ++ + + + + + _
06362 - - - - - - - -
07045 - - - - - - - -
07046 - - - - - - - T+
07048 - - - - - _ - -
07051 - - - - - - - -
07075 - - - - - - - -
07076 ++ +++ ++ + + + +++ ++
07077 - - - - - - - -
07078 ++ +++ + + + + + ++
07081 ++ +++ ++ + + ++ |+t ++
07082 +++ +++ +++ +++ +++ +++ | +++ ++
07107 +++ ++ +++ ++ +H+ | - +++
07126 +++ +++ +++ +++ +++ +++ - ++
07127 +++ ++ +++ +++ ++ ++ - ++
07128 - - - - - - - ++
07134 - - - - - - - -
07135 - - - - - - - T+
07136 - - - - - ; - -
07137 - - - - - - ++ -
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Tabauua 3. KonnuecTBo mraMmMoB, HHOULIMPOBAHHLIX (haraMu:

¢ ¢extusnocrs | P1 [ P2 | P3 (P4 | P5 | P6 | P8 | CLB_P2
+ 315 (6 (9 |9 [8 |8 0
++ 10(8 |8 (6 |6 [7 |1 13
+++ 5 16 |5 |4 |4 (4 |4 5
B cymme/38 18119 (191919 |19 |13 18
Yucna YKa3bIBarOT KOJIMYECTBO MTaMMOB, PIH(l)I/ILII/IpOBaHHbIX OOHUM
Oaxrepuodarom
NPUMEP 4

Pensinkanus 6akrepuogaros B KHIIeYHHKe MbILIeH in vivo

Permmkaunio OakxTeprnoaroB B KHIIEUHUKE MBIIICH in Vivo OLCHHBAIHN CIEIYIOIUM
obpazom:

Cravana Opu1 ckoHCTpyupoBaH mTamMMm LF82, xoropelii Hecer Ha cebe 1Ba
YCTOMYMBBIX K AHTUOMOTHKAM T€Ha, HaAeJSIIOIIUX COOTBETCTBEHHO YCTOWYMBOCTBIO K
CTPENTOMHULMHY M KaHAMHUIMHY. JTOT HOBBIM OakTepuanbHbIi mramMMm Obul HazBaH LFS2SK,
Y €r0 MHBA3WBHbIE CBOHCTBA ObUIH ONpeneNieHbl KaK CXOIHbIE C EPBOHAYAIBHBIM LIITAMMOM
LF82.

Tpu (3) rpynmnsl no ase (2) MBIIIN B KaXKAOM:

I'pynna 1: HEKOJIOHU3UPOBAHHBIE MBIIIY + (haru

I'pynna 2: mpimm, konoHusuposanHele LF§2SK

I'pynna 3: mbim, konorusuposanubie LE§2SK, + daru

CrpenTomunuH (5 /1) 100aBIsUTM B MUTHEBYIO BOAY BCEX JKUBOTHBIX 32 3 CYTOK JIO
aHs1 O ¥ 3aTeM Ha BCeM IPOTSKEHUH SKCIIePUMEHTA.

B nmenp O mpmmam I'pymmer 2 w I'pynmer 3 BBommim LF82SK, utoObl math
BO3MOJKHOCTb IITAMMY KOJIOHU3UPOBATh MBIIIMHYIO KUIIKY.

B nenp 4 wmpmnam I'pynner 1 u I'pynmet 3 BBoamnu 200 MK KOKTEHIs U3
Oakrepuodaros P2 + P6 (BBOmMMBIH uepe3 JKeJTyAOUHBIH 30HA PaCTBOP 10° BOE/mn) onus
pa3 yTpoM M OiMH pa3 B noineHb. bakrepuodarn P2+P6 Taxke 1o0aBisan B MUTHEBYIO BOAY
(10* BOE/mn). B nenb 5 YTPOM MbIIIEeH YMEPIIBJISUIH, YTOOBI OLIEHUTh KOJIHMYECTBO OaKTepuil
u Oakrepruodaros B MOAB3IOIIHON KUIIKE U B ()eKAITHSIX.

Pesynbrarst:

baxmepuu (E. coli):

I'pynmna 1: Her Gaxrepwii;
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I'pyrma 2: B moxs3nomHoi kummke - 10° KOE/r oprana; B hexamusx - 10° KOE/opras;

I'pynmna 3: B moAB3AOIIHON KHIIKe U (pekanusax: Bce OaKTepuu JU3UPOBaHbI (paramu.

Daeu:

I'pynma 1: B noas3mowsoit kumke - 106 BOE/r oprana; B dexamusix - 10° BOE/opra;

I'pynmna 2: Her ¢daros

I'pynma 3: B NOAB3IOMIHON KHUIIKE - 10° BOE/r opraHa; B (heKamsx - IOIOBOE/opraH;

B ¢exanusx 6vuto B 100 pas Gombine ¢aros B I'pynme 3, ywem B I'pymme 1, yto
CBHJIETEJILCTBYET O Pa3MHOKeHHH (aros in vivo.

NPUMEP 5

Pensnkanus 6akrepuogaros B KHIIeYHHKE MbILIeH in vivo

Permmkaunio OaxTeprnoaroB B KHUIIEUHUKE MBILICH in Vivo OLCHHBAIHN CIEIYIOIUM
obpazom:

12 mplweit pacnpenensiy Ha Tpu (3) rpynmsl o yeTeipe (4) MbIIIN B KaXKAON:

I'pynma 1: HEKOJIOHU3UPOBAaHHBIE MBIIIH + (paru

I'pynna 2: mpiy, kononusuposadHbele LEF§2SK

I'pynmna 3: meimm, konorusuposanHeie LE§2SK, + daru

CrpenTomunue (5 /1) 100aBISsLIM B MUTHEBYIO BOAY BCEX JKUBOTHBIX 32 3 CYTOK JI0
nust 0 ¥ 3aTeM Ha BCeM IPOTSKEHUH HKCIIEPUMEHTA.

B nenb 0 mbimam ['pynnet 2 u I'pynner 3 naBanu LF§2SK, uToOb! 1aTh BO3MOKHOCTD
IITAMMY KOJIOHU3UPOBATh MBIIIUHYIO KULIKY.

B nenb 4 B nutheByto Boay Mbiiiei I'pynmnsl 1 u I'pynnet 3 nobasisiin 6akreprodaru
(kokTeiinb u3 P2+P6+P8 no 10° BOE/Mu kaxznoro).

B neHb 5 mbliel yMepUIBIsUTH 7Sl OLEHKH KOJIYecTBa OakTepuil u GakTeprodaros B
NOAB3AOLIHON KHIIKe U B (exanusx. bpanu nmo 100 MKJI roMOreHaTOB MOAB3OIHON KHIIKH
u3 Tpex rpym s skcrpakuuu nenoi JIHK ¢ ucnons3oBannem vadopa anst ounctku JIHK u3
TkaHu Maxwell® 16 ot Promega.

Pesynbrars:

baxmepuu (E. coli):

I'pynma 1: Her GakTepwii;

I'pynmna 2: B MOAB3AOIIHON KUIIKE - 3,2-106 KOE/r oprana; B ¢exanmusx - 1,2-109
KOE/r ¢pexanmit;

I'pynna 3: B mOAB3AOIIHON KHUIIKe U (pekanusax: Bce OaKTepuu JTU3UPOBaHbI (paramu.

Dacu:
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I'pynmna 1: B moOAB3IOIIHONW KHUILIKE - 1,4-106 BOE/r oprana; B ¢ekanmsx - 5,2-106
BOE/r pexanmii;

I'pynna 2: Her ¢aros

I'pynna 3: B MOAB3AOLIHON KHUIIKE - 2,6'10° BOE/r opraHa; B (exanusax - 1,0-10°
BOE/r dpexanmii;

B ¢exanusax Ovuto B 200 paz Oombine ¢aroB B I'pymme 3, ywem B I'pymme 1, yto
CBHJIETEJILCTBYET O pa3MHOKeHHH (Haros in vivo.

JIHK, skCTparupOBaHHYIO M3 CpPE30B NOAB3JOLIHON KHIIKH, WCIOJIb30BAIU JIs
BBINOJIHEHHsT KojmuecTBeHHOW [ILIP ¢ wmcmonb3oBaHmeM nByx HabopoB mpaiiMepoB. OnuH
Habop mpaiimepoB (SEQ ID NO: 30-31) cayxkun mna ammmudukammu JJHK w3 "Bcex
OakTepuii”, TPUCYTCTBYIOIIMX B oOpasne, a Bropoit Habop (SEQ ID NO: 32-33)
ucronb3oBad Uit amruindukauun  koHkpetHo JIHK w3 Oakrepwit "E. coli". Ilocne
HOPMaJIM3allK PE3YJIbTaThl BBIPAKAIN B BUI€ COOTHOIIEHUs E. coli u Bcex OakTepuil.

I'pymma 1: kI[THP-amrmuindukanmm ObUTH YCIEUTHBIMU C MpaiiMepaMu BCeX OakTepuid,
HO He ¢ npaiimepamu E. coli. CoOTHOIIEHUE He MOXKET ObITh PACCYUTAHO.

I'pymma 2: kII[P-ammum¢ukanun OblIM  yCHEIHBIMA ¢ oboumu  Habopamu
npaiimepoB. Cpennee coortHomenue cocraBisuio 0,6 (60% or Bcex Oakrepuit ObUIH
Oakrepusimu E. coli).

I'pynma  3: kIIL[P-ammumdukauun Obutn  ycmemHsiMH ¢ oboumu  Habopamu
npaiimepoB. Cpennee cootHouenue coctaBmsio 0,1 (10% ot Bcex Oaktepuit Obutn
Oaktepusimu E. coli). HeoOXxomumMo OTMETHTb, YTO OHA MBILIb MOKa3ana cooTHomenue 0,4,
TOTZIa KaK TPH OCTaJIbHBIE MMOKa3aJu HaMHOTo MeHbInue 3HadeHus (0,06; 0,0002; 0,002).

Kak pesynbrar, Oakrepuodaru ObuiM CIIOCOOHBI CHUKATh YPOBEHb KOJIOHU3ALUU B
NOAB3AOLIHON kuInke OakTepuii LF82 mo MeHbInel Mepe Ha OHMH MOPSIOK BEJTHYUHBI Y TPEX
MBILIEH U3 YEThIPEX.

NPUMEP 6

AHanu3 uH(peKTUBHOCTH 0akTepuo(haros in vivo

JlBa KokTeins (aroB BeIOpaHbI Ui TECTUPOBAHUs y Mblel aukoro tumna (WT) uy
mbiieli CEACAMG6, nnduimposansbix mramMmoM LES2 E. coli, BbIIeneHHBIM U3 MMALUEHTOB
cCD.

U mpimam WT, u meimam CEACAMS6, nnpunupoanabiM mrammoMm LE82 E. coli,
BbIJIeJICHHBIM 13 nanueHToB ¢ CD, 6akrepuodaru BBOAST yepe3 nepopaibHbiid 3051 B CMC.

9TtoT BUA BBCACHHUA HWMECT MHOTO IMPCHUMYLICCTB: BBCACHUC H3BECTHOI'O KOJINYCCTBA
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OakTepruodara m HEMEIJICHHAs HEUTpaU3alus SKeTyHOYHOU KHUCIOThL. Parm ekeqHEeBHO
BBOZST MBIIIAM B T€UEHUE BCETO UCCIEAOBAHUS.
- MbIeli ymepiusisau uepes 5 cyTok nocine seefeHust LF§2.
- I'maBHBIE KpUTEpUHU: KOMUYEeCTBeHHOE onpernenenue LF82 B moaB3nomHON KUIIKe U
anre3suBHOMN (IOpbl 00OTOUHOM KHILIKH MBIIIEH.

-BropocTenenHble KpuTepuu:

o Ouenka Maccel
o Koncucrenmus cryna
o [TpucyTcTBHE KPOBH B Kajie (Makpo 1 OHO)

- JlromunanpHast ¢uopa (o0braHas diopa + LFS2 + darn)

o Ilocne ymepuisienus:: Makpockonuueckue U ruCTOJIOTHUECKUe UCCIeOBaHMs,
anresuBHas (Jopa MOAB3JOLUTHON KUIIKH U 00ono4HOoM kumku + LF82 + daru

o Ilocne ymepuisienus:: Makpockonuueckue U F’MCTONOrMUeCcKUe NCCIeIOBaHMs,
aaresuBHas (Jiopa MOAB3IOIIHON KUIIKH 1 06oxouHon kumku + LF82 + darn

KonTponupyrooTt Ouonorndeckne napaMeTpbl BOCMAIEHUS U BBIBISIIOT TPAHCIOKALIUIO
Oakrepuodaros B OpbpKeedHbIX JTUMbaTHueckux y3aax (MLN), neueHu u cene3eHke.

Konrponupyror mapkepsl Bocnanenus (MPO, npoBocnanurenbHble UUTOKUHBI 1L-6,
IL-12 wu nporuBoBOCHanuTenbHble LUTOKUHBI [L-10). BbIBAAIOT  TpaHCIOKaLUIO
Oakrepuodaros u AIEC B MLN, neueHu u cene3eHkKe.

Hmeer MecTo mocieaymoomas >IMMUHALUS OakTeprodaroB CO CTYJIOM MBbIIIEH,
MOJIYHAKIINX KOKTeH b OakTeprodaros Oe3 mramma LFS2.

NPUMEP 7

AHann3 KokTeiys u3 paros Ha mramme LF82 in vivo

Permukanuio 6akrepuodaros (kokreiib u3 P2+P6+P8+CLB_P2) B kuinke Mblliei in
ViVO OLIEHUBAJIU CIIENYIOIIUM 00pa3om:

20 mblmeli ObUTH pa3aeneHsl Ha ABe (2) rpymnsl o aecats (10) Mplmeli B KaKIou:

I'pynna 1: mpim, kononusuposanHbeie LF§2SK

I'pynma 2: mpim, konorusuposanHeie LE§2SK, + daru

CrpenTomunue (5 /1) 100aBIsUIN B MUTHEBYIO BOAY BCEX JKUBOTHBIX 32 3 CYTOK IO
aHs1 O ¥ 3aTeM Ha BCEM IPOTSKEHUH HKCIIEPUMEHTA.

B nenp 0 mpnmam obeux rpymnmn naBamu LF82SK, 4ToObl 1aTh BO3MOKHOCTH IITAMMY
KOJIOHU3UPOBATh MBIIIUHYIO KHIIKY.

B nenp 3 mpimam ['pynmel 2 BBOOMIM 4epe3 SKENYNOYHBIA 30HA Oakrepuodaru
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(xokreitnb u3 P2+P6+P8+CLB_P2, o 10® BOE/mn KaKJI0T0).

B nenp 4 u pgenp 7 mo 5 Mbledl U3 KaXAOH TpyNIbl YMEPLIBJISUIA [l OLEHKU
KosuecTBa Oakrepuil U OakTepuodaroB B MOAB3AOLIHON KHUIIKE, B OOOAOYHOH KHIIKE U B
¢dexanusax. bpamu 100 MKJI rOMOreHaTOB MOAB3AOIIHOW KUINKH M TOJCTOW KHUIIKH M3 JBYX
rpymnn ais skcrparupoBanus uenoit JJHK ¢ ucnonb3oBanuem HaGopa anst ounctku JJTHK u3
Tkanu Maxwell® 16 ot Promega.

Pesynbrarsr:

Yposenn LF82 B cTyie:

B nenb 4 u nenn 7 ypoau LF82 Obin cenyromime:
8 [pymme 1: 7-10%; 1-10° KOE/r
B Ipymme 2: 8-107; 5-10° KOE/r

YpoBeHb Gharos B cTyIIE:

B nenb 4 u nenpb 7 ypoBHH (aros ObuTH CrienyroIuye:
B I'pynne 1: Het
B Ipymme 2: 5-10%; 6:10° BOE/r
B mpucyrcrBun kokreins ¢aros yposerb LF82 B cTyne Obul 3HAUMTENBHO HIDKE, YEM
B €ro OTCYTCTBUH, YTO CBHUJETENBCTBYET O TOM, YTO KOKTEWIb (paroB ObLT crocoOeH
uHpuuuposats LF82 BHYTpH MBIIIMHON KUIIKH.

Yposens LF82 B opranax:

B nensb 4 yposau LF82 Obutu cienyromue:
B noaB3noinHoi kutnke ['pymmer 1: 100% Gakrepuit cocrasisitot E. coli (LF82)
B moaB3aomHOM kutike ['pynmsl 2: 20% Gaxrepuii coctaBisitoT E. coli (LF82)
B obopounoi kumke I'pynmst 1: 40% OGakrepuii coctaBnstoT E. coli (LF82)
B obonouHoH kuike I'pynmbl 2: 2% Oaxrepuii coctaBisitoT E. coli (LF82)

B nenb 7 yposHu LF82 Obutu cnenyromue:
B noas3aomHo# kutnke ['pynmsl 1: 100% Oakrepwuii coctasisitot E. coli (LF82)
B mozaB3aomHON kumike ['pynmsl 2: 50% Gaxrepuii cocraBisitoT E. coli (LF82)
B obomouHoi kumke I'pymnmst 1: 25% Oakrepuii coctaBnstoT E. coli (LF82)
B obomouHoi kumke I'pynmet 2: 10% Oakrepuii coctasnstoT E. coli (LF82)

YpoBHU haros B oprasax:

B nenb 4 ypoBHH (haros ObutH CrieayroImye:
B NOAB3/10IIHON kuike I'pynnel 1: HeT

B MO B3/10IIHON kuike ['pymnmer 2: 7- 10° BOE/r
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B 00onouHOH kumke I'pynme 1: HeT

B 06010uHO# Kurke Ipyrmst 2: 5-10'° BOE/r
B nenb 7 yposau LF82 Obutu ciepyromue:

B MOAB3AOIIHON kuuike ['pynmsl 1: Her

B NOAB3OIIHON kutke ['pymmer 2: 7 10° BOE/r

B 00ono4HOH kuinke [ 'pynmb 1: HET

B 06010uHOI Kuiuke [pymmst 4: 2-10° BOE/r

B nenp 2 u nenp 5 yposenp LF82 cHusmics kak B MOAB3IOLIHONW KHILIKE, TaK U B
00O0OYHOH KHIIKE B TPYIIE MBILIEH, KOTOPBIM BBOAMIH ()aru. ITO CBUAETENBLCTBYET O TOM,
yro ¢aru uHGuuupyrotT LF82 B cpe3ax KuIIKH, a HE TOJNBKO B cTyjie. K Tomy ke, ypOBEHb
¢aroB B 1eHb 7 OCTAE€TCS TAKUM K€ BBICOKMM, KaK U B JIEHb 2, YTO CBUAETEIBCTBYET O TOM,
9ro (ar MOXKeT OCTaBaTbCs HECKOJNBKO JHEH B KHUIIKE I[IOCIE€ OJHOKPATHOTO
NEPBOHAYAJIbHOTO BBEICHUSI.

ITPUMEP 8

AHanu3 HHPEeKTUBHOCTH OakTepuo(daros in vivo

Ananu3 nHpexTuBHOCTH OakTeprodaros (Kokreins u3 P2+P6+P8) in vivo y mbliueit
CEACAMG, nndpunuposannbix LF§2SK, onennBanu cnenyromum odpazom:

48 mplmeli ObUTH pa3aeneHbl Ha YeThbipe (4) rpyInsl CIeayonmM 00pa3oMm:

I'pynna 1: HeKONOHU3UPOBAHHBIE MBIIIN (8 MBbILLIEI)

I'pynmna 2: HeKOJOHU3UPOBAHHbIE MbIIIH + (aru (12 mblmeit)

I'pynna 3: mpiy, konorusupoBaHHbie LF82SK (16 mbieit)

I'pynna 4: mpium, kononusuposannbsie LE§2SK, + daru (12 mbieii)

DSS (mekctpana cyibdat) 0,25% BHOCHIIN B MUTHEBYIO BOAY 3a 3 cyTOK 10 mHs O u
3aTeM Ha BCEM MPOTSKEHUHU KCIIEPUMEHTA.

CrtpentomuruH (5 Mr) BBOAMIU Uyepe3 NepopabHbIN 30HA BCEM KUBOTHBIM 32 1 CyTKuU
1o axs 0.

B nenp 0 mpimam I'pynmet 3 u I'pynmet BBoauian 4LF82SK, uToObl 1aTh BO3MOKHOCTD
IITAMMY KOJIOHU3UPOBATh MBILINHYIO KHUILKY.

B nmenp 1 kaxpmoit mpimu I'pynmer 2 u ['pynmer 4 BBomumm ¢arm (KOKTeinp u3
P2+P6+P8 no 10" BOE/MI Kamoro) OQuH pa3s depes nepopanbHerii 3061 B CMC. IToT Bux
BBE/ICHUSI UMEET MHOTO NPEHMYINECTB: BBEIAEHHE M3BECTHOrO KoJndecTBa Oakrepuodara u
HEMEJICHHAs] HEUTPAIU3ALUS XKEJTyAOUYHON KUCIIOTHI.

B nenp 1 4 mpiueli u3 I'pynnsl 3 yMepLBisuiu U1l OLIEHKH KOJU4YecTBa OakTepHil B
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NOAB3AOLIHON KHIIKE, B 0000YHON KHIIKE U B (PeKaNusX 10 BBeAEHHs (aros.

B nenb 2 coorBercTBeHHO 4, 6, 6 1 6 Mmpielt u3 I'pynn 1, 2, 3 u 4 ymepiusisuiu s
OLIEHKH KonuuecTBa Oakrepuil M OakTeprodaroB B MOAB3AOIIHON KHUIIKE, B OOOIOYHOM
KHUIIKE U B (PEeKaITHSIX.

B nenp 5 coorBercTBeHHO 4, 6, 6 1 6 Mbielt u3 ['pynn 1, 2, 3 u 4 ymepwsisnu s
OLIEHKH KoyndecTBa OakTepuii U OakTeprodaroB B MOJAB3IOLIHON KHIIKE, B OOOMOYHOM
KUIIKE U B PeKaTHsIX.

ITo 100 MKJI rOMOTreHaTOB TOAB3IOLIHON KHINKH, TOJCTOH KHIOKA U (eKaauid u3
geTbIpex rpymn Opanu s sketpakuuu uenoit JJHK ¢ ucronb3oBanneM Habopa IuIst OYMCTKH
JHK u3 Tkanu Maxwell® 16 ot Promega.

Bec, KOHCHCTEHIHMIO CTyjJa W TMPHUCYTCTBHE KPOBH B Kajieé KOHTPOJUPOBAIH
€KETHEBHO.

JIHK, skCTparupOBaHHYIO W3 CpPE30B NOAB3JOLIHONW KHINKH, HCIOJIb30BAIU JIs
BeINONTHeHHs KonmuecTBeHHOM [11IP ¢ ncronb3oBannem ogaoro Hadopa mpatimepos (SEQ ID
NO: 44-45) nna ammumpukannn crneuuduueckoro rena (pMT1) m3 LES2. PesynbraTs
BBIPAKAJIM B BUJI€ KOJMYECTBA KOIMUI 3TOr0 reHa Ha rpaMM TKaHeH.

LF82 pMT1 F (SEQ ID NO:44) CCATTCATGCAGCAGCTCTTT
LF82 pMT1 R (SEQ ID NO:45) ATCGGACAACATTAGCGGTGT

Pesynbrars:

3HaueHHsI MPEACTaBISIIOT COOOH MenuaHHbIe 3HAYEHUS, MOJYYEHHBbIE IS KaXKIOW
IPyNIbI MbILIEH.

B I'pynme 1 mm LF82, Hu ¢aru He Obutn OOHapy)KeHbI Ha BCEM MPOTSIKEHHH
SKCIIEPUMEHTA.

Yposenn LF82 B cTyie:

B neu» 1: yposen» LF82 B I'pymmax 3 u 4 cocrasmsn 5-10° u 6:10° KOE/r
COOTBETCTBEHHO.
B nenb 2, nenb 3 u nenb 5 yposHu LFS2 Obutn cnepyrommue:
B [pymme 3: 3-10%; 5-10% 5-10" KOE/r
B [pynme 4: 5-107; 5-10%; 5-10° KOE/r

YpoBeHb Gharos B CTVIIE:

B nenb 2, nenb 3 1 geHb 5 ypoBHU (aros ObLIH CIENYIOIIUE:
B Ipymme 2: 5-10° BOE/T; He 0GHapysKeHO; He 0GHAPYKEHO
B Ipyrme 4: 1-10%; 1:107; 5-10° BOE/r
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B mpucyrcrtBun ¢aros yposenb LF82 B cTyne ObUl 3HAYUTENIBHO HIDKE, YEM B HX
OTCYyTCTBHHM. Bmecte ¢ Tem, ypoBeHb (paroB ObLI 3HAUUTENBHO BBILIIE Y MBbIIIEH,
KoJoHM3MpoBaHHbIX LF82, uem y mbimeit 6e3 LF82. U te, u apyrue naHHble MOATBEPINIIH,
4To (paru MoryT uHpuimposars LF82 B kumke.

Yposens LF82 B opranax:

B nenb 2 yposHu LF82 Obutu cnenyroiue:
B MONB3A0IIHON kuike ['pyrmst 3: 2 10° xomwui pMT1/r
B MoNB30IIHOM kuiuke ['pymmst 4: §- 10* xomnui pMT1/r
B 06omouHO# kuimke [pymmsr 3: 2107 kormit pMT1/r
B 060104HO# Kuiuke Ipyrmst 4: 1-10° xormii pMT1/r

B nenb 5 yposau LF82 Obutu cnenyromue:
B MOnB30MHON kuiuke ['pymmst 3: 5- 10* konwuit pMT1/r
B MONB30MHON kuiuke ['pymmsl 4: §- 10* konui pMT1/r
B 060104HO# Kuike Ipymmst 3: 6-10° kormii pMT1/r
B 0607104HO# Kuike pyrmst 4: 2-10° kormii pMT1/r

YpoBeHb ¢haros B opragax:

B nenb 2 ypoBHH (haros ObuIH ClieAyIOIINE:
B MO/IB310IIHON kuiike ['pymnmbl 2: He 0OHapy keHO
B NOAB30IIHON kuiuke I'pynmer 4: §- 10° BOE/r
B 060104HOI kumke pymmst 2: 5-10* BOE/r
B 000mo4HO kutike ['pymmbl 4: 5 10° BOE/r
B nenb 5 yposHu LF82 Obutu cnenyromue:
B TMO/IB3/IOIIHOM kumike ['pymnmbl 2: He 00HapyKEHO
B TMO/IB3/1OIIHOM kumike ['pymnmbl 4: He 0OHapyKEHO
B 000m04HO# kuike I pynmbl 2: He 0OHApYKEHO
B 06010uHO# Kuiuke Ipymmst 4: 2-10* BOE/r
B nenb 2 ypoenp LF82 cHU3MIICS Kak B MOJB3IOIIHON KHIIKE, TAK U B 00OIOYHOMU
KUIIKE B TPYIIE MbIIEH, KOTOPbIM BBOAMIN (aru. ITO CBUAETENBCTBYET O TOM, YTO (haru
uHpuumpyrot LF82 B cpe3ax KUIIKH, a HE TOJBKO B cTyse. K ToMy e, ypoBeHb (aroB B 1€Hb
7 OBLT 3HAYUTENBHO BBIIIE Y MBILIEH, KONOHU3UPOBaHHBIX LF82, uem y mbrmeii 0e3 LFS2.
B nenp 5 ypoenr LF82 B moaB3momIHON KHIMKE OBLI CIUIIKOM HU3KHM, YTOOBI
YBUIETh Pa3HHUIy MEXIy ABYMs IPYIIaMH, a B oOpas3nax o00mouHON KuIku yposeHb LF§2

ele CHU3WICA B TIPYIIE MbIIel, KOTOpble Mojy4anu (ary, Mo CPaBHEHUIO C TPYIIaMH
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MBIIIEH, KOTOpbIe He nony4anu ¢daru. Bmecre ¢ Tem, 0OHapykUTh (haru MOXKHO OBUIO TOJIBKO
B 00OZOYHON KHUIIKE MBIIIEH, KOJoHH3upoBaHHOW LF82. 310 cBUIETeNbCTBYET O TOM, UTO
s¢dexr daros B cHmkennn LF82 MoxeT AIUThCS HECKOJIbKO JHEH IMOCIe MepBOHAYAIbHOTIO
BBEIICHUSI.

Hecmotpst Ha BbICOKMI ypoBeHb KojoHusauuu LF82, HaOmronaembiii B 3TOM
SKCIIEPUMEHTE, MPU3HAKOB KOJIUTA HEe HAOII0AAI0Ch HU B OJJHOW U3 TPYIIIL.

BOTUIOIMEHUA

Hacrosimee n3o0peTeHne OTHOCHTCS, B YACTHOCTH, K CIEAYIOLINM BOTUIOIEHHSIM:

1. ®apmaneBTuyecKkas KOMIO3HUIIMS, COAepIKalas:

(1) mo wmesbmedl Mepe OAUMH MmTaMM Oaktepuodara, CHOCOOHBIH BBI3BIBATH
JUTHYECKYIO MH(EKLHUIO B aAre3UBHO-UHBA3UBHOM ITamme Escherichia coli; u

(2) papmaneBTHUECKN IPUEMIIEMBIH HOCUTED;

IUIS1 UCTIONIb30BAHMS B JICUEHHH BOCTIAJMTEILHOTO 3a00JIeBAaHHS KUIIIEYHHKA.

2. Kommnosuius COracHO BOIUIOIIEHUIO 1, Ie aAre3uBHO-UHBA3UBHBIM IITAMM
Escherichia coli mpucyTcTByeT B OAZHOM MM Ooyiee OTHenax (TOHKOrO M TOJICTOrO)
KUIIEYHUKA CyOBEeKTa.

3. Kommnosunus cOriacHO BOIUIOIIEHUIO 1, re aAre3uBHO-MHBA3UBHBIM IITAMMOM
Escherichia coli ssnsercst LE82, 07081, 07082, 07076 uau 06075.

4. Komnosuiusi coriacHo JiroOOMy H3 BOIUIOIIEHHH 1-3, rae BOCHIANUTEIbHBIM
3a0oneBaHNEM KHUIIEYHUKA sBisieTcs Oone3Hb Kpona, mim HecrermpuuecKuil si3BEHHBINH
KOJIUT, WIA PELUANB MOPAKEHUHN MOAB3MOIIHON KULIKK INOCIE XUPYPrHUUECKON ONepalui,
HampuMep XUPYPrudeckoil onepauuy Mo yJaJleHHIo 0 MeHbIIeld Mepe 4acTU TOHKOH KHUIIKU
y marueHToB ¢ CD.

5. Kommno3unusi corjacHo Jr000My W3 BOIUIOLIeHU 1-4, comepskalnasi Mo MeHbIIek
Mepe OIWH M3 CIeNyIIIuX: mramm Oaktepuodara P1l, nenonupoBaHHbIil BO @paHIy3CKOit
HaLMOHAJIBbHON KOJUIEKLMH MUKpoopraHusmoB npu HMucrturyre IlacTepa mox MHBEHTapHBIM
HoMepoM CNCM 1-4694, unu ero BapuaHT, I7l€é BapUaHT MMEET TAKYI0 K€ JINTUYECKYIO
AKTUBHOCTb, IPEANOUTUTENBHO TaKyl0 K€ JIMTHUYECKYI0 AaKTUBHOCTb M TakHue Ke
(eHoTUIMYeCKe XapaKTePUCTUKM, KaK YKa3aHHbIA InTamMMm Oaktepuodara Pl; mramm
Oaktepuodara P2, npenmoHupoBaHHBIE BO DPpaHIY3CKOH HALMOHAJIBHONH  KOJUICKIUH
Mukpoopranusmos npu Mucruryte Ilactepa noa nusenrapasiM HomepoM CNCM 1-4695, unu
€ro BapuaHT, IJi€ BapHaHT UMeEET TaKyl K€ JIMTUYECKYI0 AaKTUBHOCTb, MPEANOYTHUTENBHO

TAKYIO K€ JIMTHUYCCKYI0 AKTUBHOCTb U TAKHEC XKE (I)eHOTI/IHI/ILIeCKI/Ie XapaKTEPUCTUKU, KaK
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yKa3aHHbI mTaMM Oaktepuodara P2; mramm Oakrepuodara P3, nenoHMpoBaHHBIH BO
DpaHLy3CKOM HALMOHAJIBHON KOJUIEKLUH MUKpoopranu3mos npu HMucruryre Ilacrepa non
uHBeHTapHbIM HOMepoM CNCM 1-4696, unm ero BapuaHT, Ile BapHAHT UMEET TAKYIK K€
JUTUYECKYIO aKTUBHOCTD, MPEANOYTUTENBHO TAKYIO JK€ JINTUYECKYH) AKTUBHOCTb U TAKUE K€
(eHOTUMHUYEeCKHEe XapPaKTePUCTUKU, KaK YKa3aHHbIA InTamMm Oaktepuodara P3; mramm
Oaktepuodara P4, nenoHupoBaHHBIE BO DpaHIy3CKOH HALMOHAJIBHOH  KOJUJIEKIUH
MukpoopranusMoB npu Mucruryte [lactepa nox nusenrapasiM HomepoM CNCM 1-4697, unu
€ro BapHaHT, IJle BapHaHT UMeEeT TaKyl XK€ JUTUYECKYI0 aKTUBHOCTb, MPEANOYTHTEIBHO
TaKyl JK€ JIMTHYECKYI) aKTUBHOCTb M Takue ke (PEHOTHIUYECKHE XapaKTEPHUCTUKU, KaK
yKa3aHHbI mTamMM Oaktepuodara P4; mramm Oakrepuodara PS, nenmoHMpOBaHHBIA BO
@DpaHIy3CKOM HALMOHAJIBHON KOJUIEKLMU MuKpoopranusmos npu HMucrutyre Ilacrepa non
uHBeHTapHbIM HOMepoM CNCM [-4698, unm ero BapuaHT, rie BapHaHT UMEET TAKyHO JKe
JUTUYECKYIO aKTUBHOCTD, MIPEANOUTUTENBHO TAKYIO JK€ JIMTUYECKYI0 aKTUBHOCTb U TaKue ke
(deHoTUnUYeCKe XapaKTePUCTUKH, KaK YKa3aHHbBIA InTamMMm Oaktepuodara PS5; mramm
Oaktepuodara P6, npemoHupoBaHHBIE BO DPpaHIY3CKOH HALMOHAIBHONH  KOJJICKIUH
MukpoopranusMos npu Mucruryte Ilactepa noa uusenrapasiM HomepoM CNCM 1-4699, unu
€ro BapUaHT, IJie BapUaHT UMEET TaKyl K€ JIMTUYECKYI) AaKTUBHOCTb, MPEANOYTUTENBHO
TaKyl0 >K€ JIMTHYECKYI0 AKTUBHOCTb M TakKue k€ (PEHOTHNUYECKHE XapaKTePHUCTUKH, Kak
yka3aHHbIH mTamMMm Oakrepuodara P6; mramm Oakrepuodara P8, nenoHupoBaHHBIH BO
DpaHIy3CKOM HALMOHAJIBHOW KOJUIEKIMM MUKpoopranusMmoB npu HMucruryre Ilacrepa nmon
uHBeHTapHbIM HOMepoM CNCM 1-4700, unn ero BapuaHT, Ileé BapHaHT UMEET TaKYK JKe
JUTUYECKYIO aKTUBHOCTD, MPENNOUYTUTENBHO TAKYIO JK€ JINTUYECKYIO aKTUBHOCTb U TaKUe Ke
(peHOTHUIHYEeCKHEe XapaKTEePUCTHKH, KaK YyKa3aHHbIA mtamMMm Oaktepuodara P8; u mramm
Oaktepuodara CLB_P2, nenmonHupoBaHHbIii BO DpaHIy3CKOH HAIIMOHAJIBHOM KOJUIEKIHH
MukpoopranusmoB npu Mucturyte [lactepa nox nusenrapasiM HomepoM CNCM 1-4675, nnu
€ro BapHaHT, IJie BapHaHT UMeEET TaKyl >X€ JUTHYECKYI0 aKTUBHOCTb, MPEANOYTHUTENBHO
TaKyl JK€ JIMTHYECKYI0 aKTUBHOCTb M Takue k& (PEHOTHNUYECKHE XapPaKTEPUCTHUKU, KaK
yka3aHHbIN mTamMm O6akrepuogara CLB_P2.

6. Kommosunusi coriacHo mo0OOMy M3 BOIUIOIIEHHH 1-5, mpenHa3sHaueHHAs s
NEpOPATbHOTO BBEACHUSI.

7. Iramm Oakrepuodara P1l, nenmorupoBaHHBI BO PpaHLYy3CKOH HAIMOHAJIBHON
KOJUIEKLIUU MUKpoopranusMoB nipu Mucturyte Ilactepa non nasentapasiM Homepom CNCM

[-4694, unu ero BapuaHT, A€ BapUaHT MMEET TAKYK >K€ JMTUYECKYI0 aKTUBHOCTD,
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NPEATNOYTUTENBHO TaKyl K€ JIMTHUECKYI0 AKTUBHOCTh M TakHe XK€ (PEeHOTUIHUYECKHUE
XapaKTEepUCTHKH, KaK yKa3aHHbIN mTaMM Oakreprodara.

8. Illtamm Oaxtepuodara P2, menoHupoBaHHbII BO PpaHIy3CKOH HALMOHAIBHOM
KOJUIEKLIMKM MUKpoopranuszMoB npu Mucrutyte Ilactrepa non naeeHrapasiM Homepom CNCM
1-4695, unu ero BapuaHT, IZ€ BapUAaHT HMMEET TAKyK >K€ JIMTUYECKYH) aKTUBHOCTD,
NPEANOYTUTENIPHO TaKyK JK€ JIMTHYECKYH0 AKTUBHOCTb W Takue XK€ (DEHOTUITHUECKUE
XapaKTEPUCTHKH, KaK yKa3aHHbBIN mTaMM Oakteprodara.

9. Ilramm Oaktepuodara P3, nemonupoBaHHbII BO PpaHIy3CKOW HALMOHAJIBHOM
KOJUIEKLIMU MUKpoopranuzMoB ripu Mucturyte Ilactepa nox naeBeHTapasiM Homepom CNCM
[-4696, unu ero BapuaHT, I7e BapUaHT MMeET TaKyK >K€ JMTUYECKYH aKTUBHOCTD,
NPEANOYTUTENIbHO TaKyK JK€ JIMTHYECKYI0 AKTHBHOCTb W TakHe e (DEHOTUITHYECKHE
XapaKTEPUCTHKH, KaK yKa3aHHbBIN [TaMM Oakreprodara.

10. Itamm Oaktepuodara P4, nenmorupoBaHHBI BO PpaHIYy3CKOW HAIMOHAJIBHON
KOJUIEKLIU MUKpoopranusMoB nipu Mucturyte Ilactepa non naBeHTapasiM Homepom CNCM
[-4697, unu ero BapuaHT, I/€ BapUaHT MMeEET TaKyK >K€ JMTUYECKYH aKTUBHOCTD,
NPEANOYTUTENBHO TaKyK K€ JIMTHYECKYI0 AKTUBHOCTh M TakHe K€ (PEeHOTUIHUYECKHUE
XapaKTEePUCTHKH, KaK yKa3aHHbIN mTaMM Oakreprodara.

11. IItamm Gakrepuodara PS5, nenoHupoBaHHBI BO PpaHIy3CKOM HALMOHAJIBHON
KOJUIEKLIMU MUKpoopranu3zMoB npu Mucrutyte Ilacrepa non nueeHrapasiM Homepom CNCM
[-4698, unum ero BapuaHT, II€ BapHAHT HMMEET TAKYIO K€ JUTHYECKYI0 AKTUBHOCTb,
NPENNOYTUTENIBHO TAKYI K€ JIMTHYECKYI0 AaKTUBHOCTh W Takue e (EeHOTHIINYECKHe
XapaKTEPUCTHKH, KaK yKa3aHHbBIN mTaMM Oakteprodara.

12. Itamm Gaktepuodara P6, nenmonupoBaHHBbIH BO PpaHILy3CKOW HALMOHAIBHON
KOJUIEKLIMU MUKpoopranuzMoB ripu Mucturyte Ilactepa nox nuBeHTapHsiM Homepom CNCM
[-4699, unu ero BapuaHT, IZe€ BapUaHT MMeET TaKyK >K€ JMTUYECKYI0 aKTUBHOCTD,
NPEANOYTUTENIbHO TaKyK K€ JIMTHYECKYI0 AKTHBHOCTb W TakKHe Xe (PEHOTUITHYECKHe
XapaKTEPUCTHKH, KaK yKa3aHHbBIN TaMM Oakreprodara.

13. Itamm Oaktepuodara P8, nemonupoBaHHBI BO PpaHILy3CKOW HALMOHAIBHON
KOJUIEKLIMU MUKpoopranusMoB npu Mucturyte Ilactepa non naBeHTapasiM Homepom CNCM
I-4700, unu ero BapuaHT, 7€ BapUaHT MMeEET TaKyK >K€ JMTUYECKYH) aKTUBHOCTD,
NPEANOYTUTENBHO TaKyK K€ JIMTHYECKYI0 AKTUBHOCTh M TakHe XK€ (PEeHOTUIHUECKHUE

XapaKTEePUCTHKH, KaK yKa3aHHbIN mTaMM Oakreprodara.



®OPMYVYJIA H30BPETEHUA

1. ®apmaneBTUYECKasi KOMIO3ULMS, COAEpIKALLAs:

(1) mo wmenbwmeld Mepe oauH mrTamMMm Oakrepuodara, CHOCOOHBIH BBI3BIBATH
JUTHYECKYIO MHEKIHMIO B aIr€3MBHO-UHBA3UBHOM TamMme Escherichia coli; n

(2) bapmaneBTHUECKU TPUEMIIEMbIN HOCUTEIIb,

IUIS1 UCTIOJIb30BAHMSI B JICUEHUH BOCTIAJIUTEILHOTO 3a00JI€BAHNST KULIIEYHHUKA.

2. Komrosumus o n. 1, rae aare3MBHO-UHBA3UBHBIN mTamMM Escherichia coli
NPUCYTCTBYET B OTHOM WJIH OoJiee oTAesax (TOHKOrO U TOJICTOrO) KHIIEYHUKA CYOBbeKTa.

3. Kommosunmsa no n. 1, roe aare3suBHO-WHBA3UBHBIM INTAMMOM Escherichia
coli ssistercst LE82, 07081, 07082, 07076 unu 06075.

4. Kommno3znuus no modomy u3 mm. 1-3, rae BOCHANIUTENbHBIM 3a00JI€BAaHHEM
KUILIeYHUKa siBisieTcst 0oe3np KpoHa.

5. Kommno3znuus no modomy u3 mn. 1-3, rae BOCHANIUTENBHBIM 3a00JI€BAaHHEM
KUIIEYHHKA SBISIETCS HECTICU(UUECKUI sI3BEHHBIN KOJIHT.

6. Kowmrmoszuust mo mrobomy u3 1. 1-3, rae BoCHaJUTENbHBIM 3a00JIeBaHUEM
KUIIEYHUKA SIBIIIETCA PELUANB MOPAKEHUH MOAB3AOIIHON KHIIKU TOCIE XHPYpPruuecKoi
OlepaLyy, HalpuMep XHPYPTUYEeCKOH orepanuy MO yNAJIeHUIO 10 MEHbIIeH Mepe 4acTu
TOHKOM KuIIKH y nanueHTo ¢ CD (6one3nb Kpona).

7. Komnozuuus no mobdomy u3 mm. 1-6, comepskaias mramm Oaktepuodara
P1, nenonupoBanHblii BO PpaHIy3cKOl HAIIMOHAJIBHON KOJUIEKLIMA MHKPOOPTaHH3MOB IPU
Wncturyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM 1-4694, unm ero BapuaHt, rae
BAPUAHT HUMEET TaKyK K€ JIMTHYECKYK) AaKTHUBHOCTb, NPEANOYTUTEIBbHO TAKYI) JKe
JUTUYECKYI0) aKTUBHOCTb U TaKHE K& (DEHOTUMHUECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIH
mramm Oakrepuogara P1.

8. Komnosuuus mo mobdomy u3 mm. 1-7, comepskamasi mramMm Oaktepuodara
P2, nenonupoBaHHbIi BO @paHIly3cKONH HALMOHAJIbHONW KOJUIEKLIMM MHKPOOPTaHU3MOB INpHU
Wnctutyre Ilactepa moa uHBeHTapHbIM HOMepoM CNCM I-4695, unu ero BapuaHt, rae
BAPUAHT HUMEET TAaKyK K€ JIMTHYECKYI) AaKTHBHOCTb, NPEANOYTUTEIPHO TaKyI0 Ke
JUTUYECKYIO aKTUBHOCTb U TaKHe k€ (DEHOTHUNTMYECKHE XapPAKTEPUCTHKH, KaK YKa3aHHBIN
mramm Oakrepuogara P2.

9. Kowmmozumust mo modomy u3 m.a. 1-8, comepskammasi mramm Oaktepuodara
P3, nenonupoBanHbIil BO @paHIy3CKONH HALMOHAJIbHON KOJUIEKLIMA MHKPOOPTaHU3MOB IpHU

Huctutyre Ilacrepa moa uHBeHTapHbIM HOMepoM CNCM I-4696, unu ero BapuaHt, rae



BAPMAHT HMEET TaKyK K€ JIMTHYECKYI0 AaKTHUBHOCTb, IPEANOYTUTEIBHO TaKyK e
JUTUYECKYI0 aKTUBHOCTb U TaKHe kK€ (PEHOTUINHUECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIN
mramm Oakrepuogara P3.

10. Komnozuuus no mobdomy u3 mm. 1-9, comepskainas mramm Oaktepuodara
P4, nenonupoBaHHbIN BO PpaHIy3CKON HALMOHAIBHON KOJUIEKIUM MHUKPOOPTaHU3MOB IpPU
Wncturyre Ilacrepa mox uHBeHTapHbIM HOMepoM CNCM 1-4697, unm ero BapuaHt, rae
BAPUAHT HMEET TaKyK K€ JIMTHYECKYI0 AaKTUBHOCTb, NPEANOYTUTENBHO TaKyK ke
JUTUYECKYI0) aKTUBHOCTb U TaKHE XK€ (DEHOTUIMHUECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIH
mramm Oaktepuogara P4.

11. Komnosuus no mrobomy u3 ma. 1-10, cogepskamas mramm Oaktepuodara
PS5, nenonupoBaHHbI1 Bo ®paHIly3cKON HALMOHAJIbHONW KOJUIEKLIMM MHKPOOPTaHU3MOB INpPHU
Wnctutyre Ilactepa mox uHBeHTapHbIM HOMepoM CNCM I-4698, unu ero BapuaHt, rae
BAPMAHT HMEET TaKyK K€ JIMTHYECKYI0 AaKTUBHOCTb, NPEANOYTUTE]BHO TaKyK ke
JUTUYECKYI0 aKTUBHOCTb U TaKHe K& (PEHOTHUIHMUECKHE XAPAKTEPUCTHKH, KaK YKa3aHHBIN
mramm Oakrepuogara PS.

12. Kowmmozumus mo jrobomy u3 mm. 1-11, comepxkamasi mramm OakTepuodara
P6, nenonupoBaHHbIi BO @paHIy3CKONH HALMOHAJIbHON KOJUIEKLIMM MHKPOOPTaHU3MOB INpU
Huctutyre Ilactepa mox uHBeHTapHbIM HOMepoM CNCM I-4699, unu ero BapuaHt, rae
BAPMAHT HMEEeT TaKyK K€ JIMTHYECKYI0 AaKTUBHOCTb, IPEANOYTUTEBHO TaKyK Ke
JUTHYECKYI0 AKTUBHOCTb U Takue ke (PEHOTHIIMUECKHE XapaKTePHCTUKH, KaK yKa3aHHBIH
mramm Oaktepuogara P6.

13. Kommosuiust mo jgrodomy u3 mm. 1-12, comep:kamasi mramm OakTepuodara
P8, nenonupoBanHbIi BO PpaHIly3cKON HAILMOHAJIBHON KOJUIEKLIMM MHKPOOPTaHU3MOB IPU
Uncturyre Ilactepa mox uHBeHTapHbIM HOMepoM CNCM I-4700, unu ero BapuaHt, rae
BAPMAHT HMEET TaKyK JK€ JIMTHYECKYI0 AaKTUBHOCTb, IPEANOYTUTENBHO TaKyK ke
JUTUYECKYI0) aKTUBHOCTb U TaKHE XK€ (PEHOTUIHMUECKHE XAPAKTEPUCTHKH, KAK YKa3aHHBIH
mramm Oakrepuogara PS.

14. Komnosuuus no mrobomy u3 m.a. 1-13, comepskamas mramm Oaktepuodara
CLB_P2, nenoHupoBaHHbII BO PpaHIly3CKON HAallMOHAJIbHON KOJUIEKLIUH MUKPOOPTaHU3MOB
npu Uucturyte Ilactepa non uaBeHtapHeiM HoMepoM CNCM 1-4675, unu ero BapuaHT, rae
BAPMAHT HMEET TaKyK K€ JIMTHYECKYI0 AaKTHUBHOCTb, NPEANOYTUTEIBHO TaKyK IKe
JUTUYECKYI0 aKTUBHOCTb U TaKHe XK€ (PEHOTHUIHUECKHE XaPAKTEPUCTHKH, KaK YKa3aHHBIN
mramm Oakrepuogara CLB_P2.

15. Crioco0 ieyeHus1 BOCHAJIUTENLHOrO 3a00JIeBaHusl KUIIEYHUKA, BKIJIFOUYAOLIUN



BBE/ICHUE CYOBEKTY, HY KIAIOIEMYCsl B TAKOM JICUEHHH, TIO MEHbLIEH Mepe OIHOrO LITaMMa
Oakrepuodara, crocoOHOrO BbI3BIBATH JINTUYECKYI0O MH(EKLHIO B aAre3UBHO-MHBA3HBHOM
mwtamme Escherichia coli, OCyLECTBIISAS TEM CaAMbIM JieueHHe CyOBeKTa.

16. Crioco® mo n. 15, rme aaresMBHO-UHBA3UBHBIA 1uTaMMm Escherichia coli
NPUCYTCTBYET B OTHOM WUJIH OoJiee oTAesax (TOHKOrO U TOJICTOrO) KUIIEYHHKA CYObeKTa.

17. Cnocob mo m. 15, roe aare3smBHO-MHBAa3UBHBIM INTaMMOM Escherichia coli
spisiercss LF82, mramm, ykasausbiii B Tabnuue 1 B onucaHuu u300peTeHUs], WIH IITaMM,
ykasanubiii B Tabmuue 2 B Darfeuille-Michaud et al. (2004), Gastroenterology 127:412-421.

18. Cnocob6 mo mobomy u3 mn. 15-17, rae BocmajguTenbHbIM 3a00JI€BaHUEM
KUIIIeYHUKa siBisieTcst Oome3np KpoHa.

19. Cnocob6 mo mobomy u3 mm. 15-18, rae BocmajauTeNnbHbIM 3a00JIeBaHUEM
KUIICYHHUKA SIBISIETCS HECTICU(UUECKUH SI3BEHHBIN KOJIHT.

20. Cnocob mno nmrobomy u3 mm. 15-19, rme mo MeHblned Mepe ONHMH INTaMM
Oakrepuodara coxmepkut mramm Oakrepuodara Pl, memormpoBaHHBI BO PpaHIy3CKOH
HAIIMOHAJIBHON KOJUIEKIMH MUKpoopraHuzMos npu Mucturyre Ilactepa mon MHBEHTApHBIM
HoMepoM CNCM 1-4694, unu ero BapuaHT, I[i€ BapUaHT UMEET TaKyl K€ JIUTUYECKYIO
AKTUBHOCTb, NPEANOYTUTENHHO TAaKyK) JK€ JIMTUYECKYI0 aKTHBHOCTb M TaKue Ke
deHoTunUYeCKre XapaKTepUCTHKH, KaK yKa3aHHbII mTamMM Oakrepuodara P1.

21. Crnoco6 mo mrobomy u3 m.m. 15-20, roe mo MeHblieid Mepe OJUH IITaMM
OakTepuodara comepkuT mTamMM Oakrepuodara P2, nenonHmpoBaHHBIA BO DpaHIy3CKOIt
HALMOHAJIBHON KOJUIEKLIMH MHKpoopraHu3moB npu MHcrutyre IlacTepa mon MHBEHTapHBIM
HoMepoM CNCM [-4695, unu ero BapuaHT, Ie BapUaHT UMEET TaKYyK XK€ JINTUYECKYIO
AKTUBHOCTb, TPEANOYTUTENPHO TAaKyK JK€ JIMTHYECKYH0 aKTHMBHOCTb M TakKhe Ke
(eHoTUIIHYeCKe XapaKTePUCTHKH, KaK yKa3aHHbIH mTamMM Oakreprodara P2.

22. Cnocob mo nmrobomy u3 m.am. 15-21, rme mo MeHblned Mepe ONHMH INTaMM
OakTepuodara comepkuT mramm Oakrtepuodara P3, nemonupoBaHHBIN BO DpaHIy3CKOM
HALIMOHAJIBHON KOJUIEKIIMH MUKpoopraHuzMos npu Mucturyre Ilactepa mon MHBEHTApHBIM
HomepoM CNCM 1-4696, unu ero BapuaHT, IZie BapuUaHT UMEET TaKyl € JIUTUYECKYIO
AKTUBHOCTb, NPEANOYTUTENHHO TAaKyK) JK€ JINTHYECKYH0 aKTHBHOCTb M TaKHE Ke
(deHoTUnIYIeCKre XapaKTepPUCTHKH, KaK yKa3aHHbIN mTaMM Oakreprodara P3.

23. Cnocob mo mrobomy w3 m.m. 15-22, rme mo MeHbIIeH Mepe OIHMH INTaMM
Oakrepuodara conmepkut mramm Oakrepuodara P4, nenoHupoBaHHBIT BO DpaHIy3CKOI
HAIMOHAJIbHON KOJUIEKIMH MuKpoopranuzMos npu Mucruryre Ilactepa mon MHBEHTapHBIM

HoMepoM CNCM 1-4697 unu ero BapuaHT, A€ BApUAHT MMEET TaKyH XK€ JINTUYECKYIO



AKTUBHOCTb, NPEANOYTUTENHHO TAaKyK) JK€ JINTHYECKYI0 aKTHBHOCTb M TakKue Ke
deHoTUnUYIECKNe XapaKTePUCTHKH, KaK yKa3aHHbII mTamMM Oakreprodara P4.

24. Cnoco6 no mo6omy u3 m.i. 15 to 23 rae the mo MeHbIuei Mepe OUH ITaMM
OakTepuodara comepxxut the mramm Oakrepuodara PS nemonupoBaHHbI BO @paHIy3CKOH
HALlMOHAJIbHON KOJUIEKIUH MukpoopranuzMos npu Mucruryre Ilactepa mon MHBEHTapHBIM
HoMepoM CNCM 1-4698 unm ero BapuaHT, Ii€ BapUaHT HMEET TaKyK K€ JINTUYECKYIO
AKTUBHOCTb, TPEANOYTUTEPHO TAaKYyK) JK€ JINTHYECKYH0 aKTHMBHOCTb M TakKhe Ke
(deHoTUNMYeCKe XapaKTePUCTHKH, KaK yKa3aHHbIH mTamMM Oakreprodara PS.

25. Croco6 mo mrobomy u3 m.m. 15-24, roe mo MeHblLIeH Mepe OJUH IITaMM
OakTepuodara comepkuT mramMm OakTepuodara P6, nemonupoBaHHBI BO DPpaHIy3CKOU
HAIIMOHAJIBHON KOJUIEKIIMH MUKpoopraHuzMos npu Mucturyre Ilactepa mon MHBEHTAPHBIM
HomepoM CNCM [-4699, unu ero BapuaHT, re BapHaHT MMEET TAKYH JK€ JIUTUYECKYIO
aKTUBHOCTb, NPEANOYTUTENHPHO TAaKyK) JK€ JIMTHYECKYH0 aKTHBHOCTb M TakKHe Ke
deHoTUnMYeCKe XapaKTePUCTHKH, KaK yKa3aHHbIN mTaMM Oakreprodara P6.

26. Crnioco6 no mrobomy m3 m.m. 15 to 25 rme mo MeHblLIed Mepe OOUH IITaMM
OakTepuodara comepkuT mramMm Oaktepuodara P8, nemonmpoBaHHBIE BO PpaHIy3CKOU
HALMOHAJIbHON KOJUIEKIMH MUKpoopranuzMos npu Mucturyre Ilactepa mon MHBEHTapHBIM
HomepoM CNCM [-4700, wnu ero BapuaHT, Ie BapUaHT UMEET TAKYH K€ JIUTUYECKYIO
AKTUBHOCTb, NPEANOYTUTENBHO TAaKyK) K€ JIMTUYECKYI0 aKTHUBHOCTb M TakKue Ke
deHoTUNIUECKHE XapAaKTEePUCTUKH, KaK YKa3aHHbIH mramm Oakrepuodara P8.

27. Crnoco6 mno mobomy u3 mam. 15-26, roe mo MeHblIed Mepe OJUH IITaMM
Oaktepuodara comepxkur mrTamm Oakrepuodara CLB_P2, nenoHupoBaHHBI BO
@DpaHIy3CKON HALMOHAJIBHON KOJUIEKLMH MuKpoopranusmos npu HMuctutyre Ilacrepa non
uHBeHTapHbIM HOMepoM CNCM [-4675, unu ero BapuaHT, Ile€ BapUAHT MUMEET TAaKYH) XKe
JUTUYECKYIO aKTUBHOCTD, TPEATIOUYTUTENBHO TAKYIO e JINTHYECKYI0 aKTHBHOCTh M TaKHE JKe
(deHoTUnUYeCKe XapaKTepUCTHKH, KaK YKa3aHHbIH mraMM Oaktepuodara CLB_P2.

28. Cnoco6 mo mobomy w3 mm. 15-27, roe BBeneHHE MPEACTaBIsIeT COOOMU
NepOpaIbHOE BBE/ICHUE.

29. IlItamm  Gakrepuodara P1, npemoHmpoBaHHBIE BO  PpaHIy3CKOH
HAIIMOHAJIBHON KOJUIEKIIMH MUKpoopraHuzMos npu Mucturyre Ilactepa mon MHBEHTApHBIM
HomepoM CNCM [-4694, unu ero BapuaHT, Ie BapUaHT UMEET TAKYH) K€ JIUTUYECKYIO
AKTUBHOCTb, NPEANOYTUTENPHO TAKYyK JK€ JINTUYECKYIH0 aKTHBHOCTb M TakKue Ke
deHoTunuYecKre XapakTepUCTHKH, KaK yKa3aHHbIN mTaMM Oakreprodara.

30. Itamm  OGakrepuodara P2, nenmoHupoBaHHBIi BO  PpaHIy3CcKOMH



HAIMOHAJIBHON KOJUIEKIMH MUuKpoopranuzMos npu Mucturyre Ilactepa mon MHBEHTapHBIM
HomMepoM CNCM [-4695, unu ero BapuaHT, rie BapUaHT UMEET TAKYH K€ JIUTUYECKYIO
AKTUBHOCTb, NPEANOYTUTENBHO TAaKyK) K€ JIMTUYECKYI0 aKTHBHOCTb M TakKue Ke
deHoTUNIUECKHE XapAaKTEPUCTUKH, KaK YKa3aHHbIH mTamMm Oakrepuodara.

31. IMItamm  Oakrepuodara P3, nenonHmpoBaHHbIi BO  DpaHILy3CKOM
HALIMOHAJIBHON KOJUIEKIMH MUKpoopraHu3MoB npu Mucturyre Ilactepa moa MHBEHTAPHBIM
HomepoM CNCM [-4696, wnu ero BapuaHT, e BapHaHT MMEET TAKYH K€ JUTUYECKYIO
AKTUBHOCTb, TNPEANOYTUTENPHO TAaKYK) JK€ JINTHYECKYH0 aKTHMBHOCTb M TakKhe Ke
(eHoTUITHYEeCKe XapaKTePUCTHKH, KaK YKa3aHHbIH [TaMM Oakreprodara.

32. IlItamm  OGakrepuopara P4, nemonmpoBaHHBIE BO  PpaHIy3CKOH
HAIIMOHAJIBHON KOJUIEKIIMH MUKpoopraHuzMos npu Mucturyre Ilactepa mon MHBEHTAPHBIM
HomepoM CNCM [-4697, unu ero BapuaHT, e BapHaHT UMEET TAKYH K€ JIUTUYECKYIO
aKTUBHOCTb, NPEANOYTUTENPHO TAaKyK JK€ JINTHYECKYH0 aKTHBHOCTb M TaKHe JKe
deHoTunuYecKre XapakTepUCTHKH, KaK yKa3aHHbIN [mTaMM Oakreprodara.

33. IlItamm  Oakrepuodara P5, nmemonHupoBaHHbIE BO  DPpaHIy3CKOU
HAIMOHAJIBHON KOJUIEKIMH MUKpoopraHuzMos npu Mucturyre Ilactepa mon MHBEHTApHBIM
HomepoM CNCM [-4698, unu ero BapuaHT, rie BapUaHT UMEET TAKYH K€ JIUTUYECKYIO
AKTUBHOCTb, NPEANOYTUTENBHO TAaKyK) JK€ JIMTUYECKYI0 aKTHBHOCTb M TaKue Ke
(deHoTunuYeckre XapakTepUCTUKH, KaK yKa3aHHbIH mTaMM Oakreprodara.

34. IlItamm  OGaktepuodara P6, nenoHupoBaHHbIE BO  DpaHIy3CKOMH
HAIMOHAJIBHON KOJUIEKIIMH MUKpoopraHusmoB npu HMucruryre IlacTepa mox MHBEHTapHBIM
HoMepoM CNCM [-4699, unu ero BapuaHT, e BapHaHT MMEET TAKYH K€ JIUTUYECKYHO
AKTUBHOCTb, TPEANOYTUTENPHO TAaKYK) JK€ JINTHYECKYH0 aKTHMBHOCTb M TaKHe Ke
(peHOTUITHYEeCKe XapaKTePUCTHKH, KaK YKa3aHHbIH [TaMM Oakreprodara.

35. IlItamm  OGakrepuodara P8, nmemonHupoBaHHbIE BO  DpaHIy3CKOM
HAIIMOHAJIbHON KOJUIEKIIMH MUKpoopraHuzMos npu Mucturyre Ilactepa mon MHBEHTAPHBIM
HomepoM CNCM [-4700, wnmu ero BapuaHT, e BapHaHT UMEET TAKYH K€ JIUTUYECKYIO
aKTUBHOCTb, NPEANOYTUTEIPHO TAaKyK) JK€ JINTHYECKYH0 aKTHBHOCTb M TaKHe Ke

(deHoTUNYeCKe XapaKTePUCTHKH, KaK YKa3aHHbIN mTaMM Oakreprodara.



	Bibliographic data
	Abstract
	Description
	Claims

