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OIIMCAHVE V3OBPETEHNVA
2420-554456EA/042
KOMIIOBHUILINKM , COIEPXAIME BAKTEPHAJIBHBE IITAMMEI

OBJIACTH TEXHVKU

HaHHOe n300peTeHNe OTHOCUTCHA K obJjlacTu KOMIIO 3ULUM,
comepxamux OaKTepMuallbHLHE MTaMMBl, BHOEJEHHHE K3 [IUINeBapUTeJILHOTO
TpakTa MIeKONMUTAMMX, W MCIOJb30BAHMIO TakKMX KOMIIO3MLUMUM  IJI4
JledeHUsa OOJIe3HU.

MS3BECTHHM YPOBEHL TEXHMKU

CunrTaeTcHd, UuTo KUIIEeUHUK  UJeJIOBeKa in utero ABJIAETCH
CTEePMJIBHEIM, HO Cpasy I[I0CJe POXIEeHMs OH IoOBepraeTcsa BO3IEMCTBUIO
BOJIBIMIOTO KOJMUECTBa MUKPOOPTAaHM3MOB OT MaTeEpM UM M3 OKpyXallen
cpenu. Ilocjle BTOTOC MNIPOMCXOOUT IOMHAMUUECKUNM I[Ieprol MHUKPOOHOM
KOJIOHMBAalUMM U CYKIEeCCHUM, BaBUCANMUM OT TakKuMx (GaKTopoB, KaK CIocod
POIOOEB, OKpyXawmasa cpena, OUMTaHue ¥ TeHOTMUII XO3fAMHa, KOTOpPHE
KOJIJIEKTMBHO BJIMAKT Ha COCTaAR MUKPOOMOTH KMIIEUHVKA, OCOOEHHO B
PaHHUM TIIepuon XM3HM. BIOCIEeOCTBUM MUKPOOMOTa CTabUIU3UPYETCS U
CTAaHOBUTCS CXOXelM ¢ MUKPOBMOTOM BS3POCJHX Jiomed [1]. Muxpoduora
KMIIeuHUKa uYeJloBeKa colepxuT O6oJjiee 1500 pasHHX OQOUIOTUIIOB, Cpelu
KOTOPEIX KOJUMUECTBEHHO IOMUHMPYIOT IBa OCHOBHHX OaKTepMaJlbHHEX TUIla
(duryma) - Bacteroidetes u Firmicutes [2-3]. YCIiemHee
CUMBMOTHUUECKHMEe OTHOIEeHMI, BO3HMKAKIMEe B pe3yJjibTaTe OaKTeprallbHOM
KOJIOHM3aluKM KHUIIeUHVKa UeJIoBeKa, IMIPMBeJM K PasBUTUILD IIHMPOKOTO
criekTpa MeTaboJIMUueCKMX, CTPYKTYPHBX, S3allMTHHEX U OPYIUX II0JIe3HHEX
byHKLMM. IloBBIIeHHass MeTabojiMuecKas aKTMBHOCTL KOJOHUBMPOBAHHOTO
KUlleuyHMKa ofeclneunBaeT pal3JjIoXeHMe UMHaue TpYyIHOIIepeBapuBaeMHX
KOMIIOHEHTOB MMM C oBpa30oBaHMeM IIO0OOUHHX I[IPOOYKTOB, SABJISKIMMUXCSH
B aXHEIM VUCTOUHUKOM IV TaTeNbHEX BemeCcTB OJIs X03arHa u
obecreuMBaKRMX OOINOJHUTEJILHEE IIoJie3HBe 5ShoekTH OJIg 3O0POBLA.
CXOoXMM o0fpa30M, MMMyHOJIOTMUeCcKas BaXHOCTL MUKPOOMOTH KUIIEeUHMKA
ABJIAETCH ofmenpmu3HaHHOM u OvlIa IIoOTBepXIeHa Ha nopumMepe
BDes3MUKPOOHEX KMBOTHHX, MMEKIMX PacCCTPOMCTBa MMMYyHHOW CHCTEMH,
KoTopada OYHKIIMOHAJIBLHO BOCCTaHaBJIMBaeTCHd mocJie BBeIeHUA
KOMMeHCaJIbHEIX OakTepun [4-6].

SHauuTeJbLHHEe V3MeHeHU S cocTaBa MUKPOOMOTE OB

SalOKYMEHTHVMPOBAHE Iipm KeJIlyJOUHO ~KHMINEeYHEBEIX paCCTpOIZCTBaX, TaKMX



KakK BOCIaJinTeJIbHad 0OoJie3Hb kumeuHrka (BBK). Hanopumep, YPOBHU
BakTepun kJjacrTepa XIVa Clostridium m wJjacrepa XI Clostridium (F.
prausnitzii) Yy IIallMeHTOB ¢ BEK TI[IOHMXEHH, B TO BpeMsa Kak
UMCJIEHHOCTL E. coll YyBeJMUMBAETCHS, UYTO IIO3BOJISET IIPEeOlIOJIOKUTE
cOoBUTD 0OajlaHca MexnOy CUMMOMOHTaMM M IHaTOOMOHTaMM B KMIIeUHMKe [7-
117.

B 3Hak TIIpM3HaAHMA I[IOTEHUMAJIBHOTO IIOJIOKUTEJIBHOTO 5ddeKTa,
KOTOPEM oOllpenejieHHHe OaKTepMrallbHHE ITaMMbl MOTYT OKa3HBaTh Ha
KMIIEUHUK  XMBOTHOTO, pPasJIMuHEEe  MTaMMbl OBUIM  I[IPEeOJIOXKEHH  IJIA
MCIIOJIb30BaHMA [OpM JIedeHMM pPa3HHX 0oJiIe3HeM (CM., HanopuMep, [12-
15]). Pam mTaMMOB, BKJOUAA [IPeVMMYMeCTBEeHHO mTaMMu Lactobacillus
u Bifidobacterium, OBUIM OPEenJIOXEHH IJIS MCIOJL30BAHUA IIPU JeUeHUU
PAaBJIMUHEIX KMIIEUHHX paccTpodcTB (cM. o630p [16]). IIraMmumel poma
Blautia OBLIIN TakKxe [IpenJIOXeHE OoJIs VICIIOJIb30BaHMA npu
MOIOYJIMPOBaHUM OaKTepualJbHOTO 0OajlaHCa IIMIEeBapUTEeJBHOM DKOCUCTEME
y InaumeHToB ¢ CPK (WO 01/85187). OpmHako, B3aMMOCBSA3U MEXOy
pPasIMuHEIMKY OaKTepUaJIbHEMY MTaMMaMU M pa3HbMMY OOJIE3HAMM, U TOUHHE
20peKTE KOHKPEeTHHX OakTepMralJlbHEIX MITaMMOB Ha KUMIIeUHMK M Ha
CUCTEeMHOM YPOBHe U Ha Kakue-JubO KOHKPeTHHEe TUIb ©0oJie3Hel,
M3yUeHH I1JIOXO.

CymecTByeT NOTPe®HOCTL B M3YUEHUM IIOTEHLUMAJIBHEX 5S0OeKTOB
KUIIeUHBIX OaKTepuM C LeJiblo paspaboTkM HOBHX METOIOB JleUueHUd,
VICIIOJIE 3YIIMMX KHIIeUuHEe OaKTepuu.

Us 2010/0247489 ONMUCEBAaET VCIIOJIb30BaHME MMHePAaJIbHEX

NMTAaTEJIbHEX BEMeCTB OJd JeUeHUMS PacCTPOMCTB numeBapeHusa. US '789
opemjiaraeT TakKXe BO3MOXHOE MCIOJbL30BaHME MHOTOUMCIIEHHHX pPa3HBX
pomoB OakTepult, BKJOUasag Enterobacteriaceae, OJA NPelOTBPalleHUS U
yMeHbIleHUsa of0pasoBaHMsa Tasa B ODOMNOUHOM KMIIKe, TakyuM o6pas3oM,
3TOT OOKYMEHT OpenmnojiaraeT, uTo YBeJIMYeHNE UMCJIEHHOCTH
Enterobacteriaceae sSpp. B XeJYIOOUHO-KMUIIEUHOM TpaKTe MOXeT OHTb
UCIIOJIL30BAHO IIJIA JIeUeHMA OlpenesleHHEx Oojes3Her. US '789 He
OIIMUCEBAET KaKUX—-Jmndo criocofos CHUXEHUA UMCJIEHHOCTH
Enterobacteriaceae sSpp.

WO 2016/086206 OpenrojiaraeT, uTo DaKkTepun nop4dnka

Clostridiales, BkJoUas Enterobacteriaceace spp., MOTYT OHTH



VCIIOJIL30OBAHEL OJI4  JI€UeHUMA MWK I[IpefoTBpalleHrMd  Oucouosa. WO
2016/086206 He COIEPXUT HMY IMIPEONOJIOKEHMS O TOM, UTO CHWXeHUE
VPOBHA Enterobacteriaceace sSpp. B  XeJIYOOUHO-KMUIIEUHOM TpakTe
MOXeT OHTE MCIOJBL30BaHO IJIA JiedeHMs OoJIe3HeM, HU Kakux—-Jmuobo
IPeIlIOoJIOXKEeHWY, KakuM o0pasoM MOXeT OHBTb JOCTUTHYTO CHMXEHUe
ypoBHA Enterbacteriaceace sSpp.

WO 2012/142605 mpenmnojiaraeT BO3MOXHOCTL JeUEeHUS PAla Pa3HBX
BoJiesHeN KOMOMHalMen MUKPOOPTaHU3MOB . WO '605 openjaraerT
BO3MOXHOE MCIIOJIb30BaHMe OOJIBIIOTO UMcJia OaKTepMallbHEIX BUIOB, HO

WO '605 He COHEepPXMT OINMCaHMSA TOTO, KakyMm o00pa30M KaKou-Jmbo us3
IPEenJIOXEHHEX 0OaKTepMaJlbHEIX BMIOB MOXeT OBTH MCIOJbB30BaH IJIA
JeueHMa Kakom-Jmbo M3 yKa3aHHHEX OoJie3Hel.

CYIHOCTb MBOEPETEHNA

ABTOpPH M300peTeHMA paszpaboTaljiM HOBEE TepalMM OJ4 JIeUeHUd U
npeloTBpalleHusa OoJie3HeM, acCoUMMPOBaHHEX C Enterobacteriaceae, B
YyacTHOCTM, E. coli. B YacTHOCTM, aBTOPH M300peTeHUs OIpenesuiiyu,
urTo OakTepHualJibHEEe mTaMMH M3 poma Blautia MOTyT OBTH 200eKTUBHEMMA
IpM CHWXeHUM YPOBHSA Enterobacteriaceae B  XeJIyIOUHO-KUIEUHOM
TpakTe. Kak oIMCaHO B IIpuMepax, IepopallbHOe BBeleHMVe KOMIIO3ULNM,
comepxammux Blautia hydrogenotrophica, MOXeT CHUXATL YPOBEHb
Enterobacteriaceae B XeJYIOUHO-KMIIEUHOM TpaKTe, BKJwouas E. coli,
M MOXeT M3JIeuMBaTh WJIM I[IpeloTBpamaThk OO0JIe3HM, aCCOUUMPOBaHHEE C
Enterobacteriaceae uiu E. coli. Takum oOGpasoMm, B II€pBOM BapMaHTe
peanusannu, mMU300peTeHMe IIpelycMaTpUBaeT KOMIO3ULIMD, COIepPXallylo
BakTeprallbHEM mITaMM pola Blautia, @OoJsa WCIOJL30BaHMA B Criocofe
CHMXeHUSA ypOoBHSA Enterobacteriaceae B XeJIyOOUHO-KUIIEUHOM TpakKTe.

B OpennouTuUTeJIBHEIX  BapMaHTax peajiM3aluu BCexX  acCIeKTOB
nzobperenus, FEnterobacteriaceae TipencTaBagioT cobon F. coli. B
IPEenIIoUTUTEJIEHEX BapMaHTax peajiM3alMy BCeX acCIleKTOB M300peTeHUs,
faKTepMaJIbHEM mTaMM OPMHAOJIeXUT kK Blautia hydrogenotrophica, u
OIPeINOoUTUTENIEHO MpelcTaBJgeT coboll OaKTepuio, IelOHMPOBAHHYK C
HOMepOoM mocTya DSM 10507/14294.

B IPEenIoYTUTEJIbHEIX BapuaHTax peanmuzauny, n3o0peTeHMe
opelycMaTpMBaeT KOMIO3MUMI, CoIepXamyln OaKTepHallbHEM MTaMM pona

Blautia, ©nJsa WCIIOJIL30BaHMA B crocofe JieUueHUS WM TIpenoTBpaleHusd



BoJIe3HM, AaCCOLUMMPOBAHHOM C MHbekumel FEnterobacteriaceae, Takou
kak wuHbpexumsa E. coli. B oIpenesyieHHHX BapMaHTax peaJM3aluu,
KOMIIOBULIMM II0 UB00peTeHMn IIpelHa3HAUYeHH IJII MCIOJb30BaHMSa IIPpU
JIeUeHUNM WJIM [OPeOoTBPAlleHMM OMapeyr, TacCTPORHTepuTa, MHOEeKLUH
MOUEBHBONAMMUX I[IYTEV WJIM MEHUHIMTA HOBOPOXIEHHEX. B OIpemeJIeHHEX
BapMaHTax peaausaluy, KOMIIOBULIMKY II0 M300peTeHMrI IpenHa3HAaUeHEH
OJIS  MCIOJIb30OBAHMS IPpM JIeUeHUM WM I[IpelOoTBpalleHMM  MHOeKIUMU
Enterobacteriaceae, TakolM Kak MHbexkuus E. coli.

B  IOOMNOJIHMTEJILHEIX I[IPeNlNOoUTUTEJILHEX BapMaHTax pealusaluu,
KOMIIO3ULINKM I1I0 M300peTeHM IIpelHa3HauveHH MOJIS MCIOJIL30BaHUSA C

1IeJiblo CHMWXeHUs YPOBHSA FEnterobacteriaceae B XKeJYIOUHO-KUIIEUHOM

TpakTe, NIpenlnouTUTeJIbHO, YPOBHA K. coli, opmM JIeYeHUM WU
npenoTBpalleHUM CPK, BoJIe3HU KpoHa, A3BEHHOTO KoJIMTa,
byHKIMOHAJBHOM OUCIIeICUA, orapeu, TracTpOBHTEepUTAa, MHOeKUINN

MOUEBHBONAMUX IIyTeM WM MEeHUHIMVTa HOBOPOXIEHHEHX .

ABTOPHE M300peTeHMA pas3paboTajiM HOBHE TepaluM IJId JeueHUud U
IpeloTBpalleHN A ovapen. B YaCTHOCTH, aBTOPH nz300peTeHnud
onpemeuv, UYTO OaKTepMaJIbHHE MmTaMMBl U3 poma Blautia MOTYT
bdekTUMBHO YyMeHBNAThL IMapeiln. Kak oIMcaHO B IIpMMepax, IIepopalibHoe
BBeIOeHMe KOMIIO3MLMI, comepxamux Blautia hydrogenotrophica, MOXeT
YMeHBIIaTE OMapeln Yy [DalMeHTOB C CHMHIPOMOM pa3lpaXeHHOTO KUIeUHMKAa
(CPK) .

B IPennouTUTeJIbHEX BapuaHTax peanuzaluu nzodpeTeHns,
BakTeprallb HEl T aMM B KOMIIO BULIUU IPUHAIJIEXUT K Blautia
hydrogenotrophica. Taxkxe MOTYT OHITH VICTIOJIb 30BaHE
BIM3KOPONCTBEHHEE  ITaMMH, Taxkue Kak OakTepualJibHBEIE  MTaMMH,
MMeKnmyYe TIOCJIeOoBaTeJIbHOCTE 16s pPHK, 1o MeHbe Mepe Ha 95%,
96%, 97%, 98%, 99¢%, 99, 5% NI 99, 9% MOEHTUUHYIO
[IOCJIENOBATEJIEHOCTH l6s pPHK  OakTepualJIbHOTO  WITaMMa Blautia
hydrogenotrophica. IIpeOlIoOUTUTEIEHO, OAaKTEepMAaJIbHEM ITaMM MKMeeT
mocjiegoBaTeJIbHOCTL 16s pPHK, 0o MeHbmeM Mepe Ha 95%, 96%, 97%,
98%, 99%, 99,5% wmm 99,9% wumenTmu”"yin SEQ ID NO:5. HamuboJjee
OpennouTUTeJIbHO, OaKTeprallbHHM MITaMM B KOMIO3ULMM [IpedCcTaBJISgeT
coBom mramm Blautia hydrogenotrophica, HOelOHMPOBAHHEM C HOMEPOM
nocTyrna DSM 10507/14294.

B OOIIOJIHMTeJIbHEIX BapMmaHTax pealimsallm MSO@peTeHMH,



BakTepraibHEM T aMM B KOMIIO 3ULIUNU NIPVHAOJIEXNUT K Blautia
stercoris. Taxxe MOTYT OBTH MCIIOJIb 30BAaHE OJIM3KOPONCTBEHHEE
T aMMEL, Takue Kak DaKTepHraJibHEE IMTaMMHL, “MeKmmue
mocjienoBaTeJIbHOCTL 16s pPHK, 0o MeHbmem Mepe Ha 95%, 96%, 97%,
98%, 99%, 99,5% mimm 99, 9% MIOeHTUMUHYK IIOCJeIoBaTeJIbHOCTM 16s pPHK
DaKkTepraJIbHOTO mTaMMma Blautia stercoris. [MpennouTmuTeJIbHO,
BakTepraJbHEM IITaMM MMeeT IIOCJIeOOBaTeJIbLHOCTH 16s pPHK, o
MeHBIIeM Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wm 99,9%
nneHTUuHyn SEQ ID NO:1 wium 3. IIpedlouTUTEJIBHO, MUIEHTUUYHOCTD
[IOCJIeIOBATEJIbHOCTHY  OIpeneligfiT [0 OTHomeHuw K SEQ ID  NO:3.
[MpennouTuTesIbHO, BakTepralibHEM mTaMM OJidg VCIIOJIb30BaHUA 1o
n300peTeHMNID MMeeT IIOCJIeHOoBaTeJIbHOCTE 16s pPHK, OpelcTaBJIEeHHYK
SEQ ID NO:3.

B OOTIIOJIHUTEJIb HEIX BapmMaHTax peaamnsanmumn n3obpeTeHmsd,
fakTepMaJIbHEM mITaMM B KOMIIO3UIMKM MIPWMHAIJIEXUT K Blautia wexlerae.
Takxe MOTYT OHTBH MCIOJIB30BAHE OJM3KOPOOCTBEHHEE MTaMMEl, TakKue
Kak OaKTepMalJlbHEE [MTaMMbl, MMeKIMEe II0CJIeloBaTeJIbHOCTE 16s pPHK,
10 MeHblelM Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wmm 99,9%
MIeHTUUHY IocJiefoBaTeJlbHOCTM 16s pPHK 0OakTepralJbHOT'O MTaMMa
Blautia wexlerae. IlpedlouTuUTEsILHO, OaKTepMaJIbHEM MTaMM MMEET
nmocjlegoBaTeJIbHOCTL 16s pPHK, 1o MeHbmel Mepe Ha 95%, 96%, 97%,
98%, 99%, 99,5% wmmm 99,9% wupeHTuuHyio SEQ ID NO:2 wam 4.
[MpeOnouTnuTesJIbHO, WMIEHTUUYHOCTL IIOCJIENOBATEJIBHOCTHU ONpenesigiT IO
oTHomeHMio K SEQ ID NO:4. IIpellouTUTEeJIbHO, OaKTepUalIbHEM ITaMM
OJIS WMCIOJIB30BaHMA [0 M300peTeHMKD MMeeT II0CJIelIOoBaTeJIbHOCTE 165
pPHK, mnpemcrarejieHHy® SEQ ID NO:4.

B ompeneJIe HHEIX BapmMaHTax peaau3sanuy, KOMIIO3ULI A o
n300peTeHVD IpelHa3HaueHa OJIA IIepOopalJibHOTO BBelOeHMA. IlepopalibHOe
BEelleHMe MTaMMOB I[I0 M300peTeHMI MOXeT 320QPeKTMBHO CHMXATh YPOBEHb
Enterobacteriaceae B KeJIYOOUHO—KUIIEUHOM TpakTe. Takxe,
IepopalibHOe BBeIdeHMe yIOoOHO IJIS IIallMeHTOB U MNIPaKTUKYINIUX Bpaueln
U IO3BOJIART O0O0EeCIeuuTh OOCTaBKYy B, UW/UIM YaCTHUUHYI0 WM IIOJIHYIO
KOJIOHM3AlUKD KUIEUHUKA .

B ompeneJIe HHEIX BapmMaHTax peaansanmny, KOMIIO3ULIU A o
N300peTeHN CONEepPXUT OOVH VI HECKOJIBEKO bapMalleBTUUECKHA

IIprmeMJIEMEIX SKCIHUIIMEHTORB WMJIM HOCUTeJIeNn.



B ompeneJIeHHEIX BapmMaHTax peaausanmny, KOMIIO 3ULINA rio
N300peTeHN CONEepPXUT BakTeprabHHM mTamMm, IIOOBEPT'HY THM
JINOOUIIN 3 aALIUN . Jmodpmamzaumsa mHOperncTaBygeT codbort >0PeKTUBHYID U
YIOOBHYI METOIOUKY IPUTOTORJIEHU A CTaBbnJIbHEIX KOMIIO 3ULINM,

IIO3BOJIAKMNUX OO0ecCHeumMTs JOCTaBKYy OaKTepuM, U OIpOoIeMOHCTpHUpoBasa
BO3MOXHOCTE IIOJIYUEeHNMA 9(1)(1)@KTMBHBIX KOMHOBI/ILH/Iﬁ B IIpVMepax.

B onpeneJyieHHHX BapraHTax peam3auny, n3obpeTeHMe
InpenmycMaTpmBaeT l‘H/IIHeBOﬁ IIpoOoyRrT, CO,]IGp?KaHIMﬁ KOMIIO 3MIIVIO,
OIIMCaHHYIO BHIIEC.

B onpeneJyiIeHHHX BapraHTax peam3aunyu, n3obpeTeHMe
InpenmycMaTpmBaeT KOMIIO 3MLIVIO BaKIMHEIL, conepmameﬁ KOMIIO 3MIIVIO,
OIIMCaHHYIO BHIIEC.

HOIIOJIHUTEJIEHO, M300peTeHMe IIpelycMaTpuBaeT CIOCO0 CHMXeHMSA
YPOBHA Enterobacteriaceae B XeJYIOUHO-KUIIEUHOM TpakKTe ¥, TeM
caMbM, JeueHMe WM [OIpedoTBpameHMe O00Je3Hel, acCCOUUMUMPOBAHHHX C
Enterobacteriaceae, BRJOUYAKNNVY BBeIEeHME KOMIO3UIUM, COIepXamen
fakTepuallbHEM mTaMM pola Blautia.

KPATKOE OIIMCAHUE TI'PAOVMUECKNX MATEPHVAJIOB

durypa 1: NzmMmepeHUe TIONIYJIALUN BH METOIIOM kIIIP
(komMuecTBeHHOM [IIIP), mHDokaszHBawlee YyBeJIMUeHMe UMCJIeHHoCTM BH B
nEn 14 w28 pmigsa  Kpelc  HMI-CPK (MHOKYJIMPOBAHHEIX  KUIIEUHOM

MUKPOOMOTOM ueJiloBeKa, OoJibHOTO CPK), nojgyuaBmMx JimodpmiImsaT BH.

durypa 2 HcciienoBaHmUAa OO3UMPOBaHUA Ha KpECax HIM
(MHOKYJIMPOBAHHEIX KUIIEUHOW MUMKPOOMOTOM UYeJlIoBeKa) - KOJMUeCTBEeHHOe
onpenejyieHue B, hydrogenotrophica wMeTomoM OT-IIIIP B ofOpa3suax

bexamuit xpoic HIM-300pOBOTO UeJIOBeKa (MHOKYJMPOBAHHEIX KUIIEUHOU
MUKPOBMOTOV 3OOPOBOTO UeJIOBeKa), IMIOJYyUaBINIMX pPa3HHEe KOHIEeHTpaluu
BaKkTepualbHEX BUIOB.

durypa 3: Bpemsa maccaxa B. hydrogenotrophica rmocye
rnepopayibHOTO BBemeHmsa (10°/menn) kpecam HIM-300POBOTO UYeJIOBEKaA.

durypa 4. CpaBHeHUe YPOBHeM B. hydrogenotrophica,
OPUCYTCTRYKIIMX B (QeKaJIbHEX M ILeKaJIbHHEX ofpaslax KpeHc HIM-
300POBOTO UWeJIOBeKa (KOJMUeCTBeHHOe olpenejieHue MeTomoMm OT-IIIP)
nocjye 14 n#mHe BBeneHusa -  B. hydrogenotrophica BBOOAT B
koJmuecTBe 10'9%/meHn/KpHCY.

durypa 5: DddbexT BBemeHms B. hydrogenotrophica Ha COCTas



M.T/IKpO@I/IOTBI B (]_)eKaJ'H/IF[X KPEC, ACCOLIMMPOBAHHEIX C M.T/IKpO@I/IOTOﬁ

3I00POBOTO ueJjloBeKa. Beemenme 101 B, hydrogenotrophica/mneHb B

TeueHre 14 @OHel (pel3yJbTaTH 09 (QeKaJJbHOM MMKPOOMOTH OT 2
300POBEX Jomel (20 xpeic HIM) - aHaau3 MeTomoMm KIIIP) .
durypa 6: Bnusauue BBeIEeHUSA B. hydrogenotrophica Ha

MUKPOOHEEe nonyndaumm Kpreic HIM-CPK.

durypa Ta: W3MeHeHMe YPOBHeW Blautia hydrogenotrophica B
MUKPOOMOTe IallMeHTa BO BpPeMsa M IIOCJIe JIeUeHUS C MCIOJIb30BaHUEM
Blautix.

durypa 7b: W3MeHeHUe YpoBHeW FEnterobacteria B MHUKpOBUOTE
maluMeHTa BO BpPEeMsS M IIOCJe JledeHud C MCIOJIb30BaHMeM Blautix.

durypa 8: Pe3syJabTaTH olpeleljieHVd Cmax MeTOIOM OEXaTeJIbHOI'O
BOOOPOIOHOTO TecTa nOjagd nOHa 1, @»mHa 2, §nHg 15 m mgHa 16 §ad
nauyeHToB ¢ CPK, noaydaBmux Blautix (durypa 8a), ¥ I[AaLUMEHTOB C
CPK, nojaydvaBmmx Iulauebo (durypa 8b). durypa 8c mnOpelncraBJgeT
coboy TpadMK, CpaBHUBAWMIMUM OPOLEHT IoJydaBmMx Blautix naumMeHTOB
CO CHMXeHMeM BOIOopoIa Mexny CcpeIHuMM OJsg nHer 15 m 16 u cpenHuM
oJjsa noHew 1 M 2, C IPOLEeHTOM IalMeHTOB CO CHMXeHMEeM BOoOopoma
MeXxnoy STHUMM MOMEeHTaMM BPeMeHM, II0JIydaBmMX I1j1aledo.

durypa 9a: [TapHHEE IDaHHLE HECKOPPEKTUPOBaHHEIX u
CKOPPEKTUPOBAHHEX IHXATEJILHEX BOOOPOIHHIX TEeCTOB B IeHb 1 U OeHb
15 nmna naumeHToB ¢ CPK, noJsayuaBmux Blautix; ourypa 9b: rpaduk,
CpaBHMBaLIUY CpelHMe HeCKOPPEeKTUPOBAHHHE Pe3yJIbTATH OHXAaTeJILHOTO
BOIOOPOIOHOTO TecTa B HOeHb 1 m @OeHb 15 1OJd TpyHOOoe JIedeHud C
ucrnoJbzoBaHMeM Blautix; ourypa 9c: rpaduk, CpaBHMBAKIKM CpelHUE
CKOPPEeKTHUPOBAHHHE pPes3yJIbTaTH OEXAaTeJIBHOTO BOOOPOIOHOTO TecTa B
neHt 1 ¥ meHb 15 mJjd TpynneH JieUeHMS C MCHOJB30BaHMeM Blautix.

durypa 10a: ITapHue IDaHHLE HEeCKOPPEKTUPOBaHHEIX u
CKOPPEeKTUPOBAHHEIX IHXATEJILHEX BOOOPOIHHX TeCTOB B IOeHb 1 U OeHb
15 mns naumeHTor ¢ CPK, noayuaBmux r1aneto; durypa 10b: rpaduk,
CpaBHUMBaMMY CpelHMe HeCKOPPeKTUPOBAHHHE PpPe3yJbTAaTH OHXAaTeJILHOTO
BOIOOPOIOHOTO TecTa B JeHb 1 M OeHb 15 njga Tpynne maanedo; durypa
10c: rpadmk, CpaBHUBaAKIUN CpedHMEe CKOPPEeKTUPOBAHHHE pPe3VYJhTaTkH
IOEIXaTEJIEHOTO BOOOPOOHOTO TecTa B HOeHb 1 M OeHb 15 §1oJsa TPy
mnanedo.

durypa 11: T'padmxu, CpaBHMBAaKIME cpenHue pes3yJbTaTH



IOEIXaTEJIEHOTO BOOOPOOHOTO TecTa B HOeHb 1 M OeHb 15 51Jsa TPy
JledeHMsa C MCHOJB30BaHMeM Bautix (Verum (rpynna OpenapaTa cC
IeMCTBYIIUMA BellecTBaMM) ) " TPYIIIH rJiane o (durypa lla:
HeCKOPPeKTUPOBaHHHM YPOBEHE BOIOPOLA ; durypa 11b:
CKOPPEKTUPOBAHHEM YPOBEHEB BOOOpPOIA) .

durypa 12: OueHrka nonyadiuumm B. hydrogenotrophica wMeToIOM

KkIIIP B oBpasuax bexanun KPEIC HMA-CPK (accouMMPOBAaHHEIX C
MUKPOOMOTOM yeJIOBeKa, OOJILHOT'O CPK), TI0JIYyUaBIIMX MJIN He
[1OJIy4Ya BIIMX KOMIIO 3ULIMIO, comepxXallyio B. hydrogenotrophica

(BlautiX), B TeueHHMe 28 IOHeH.

Odurypa 13: IlomcueT OakTepuy B obpas3uax dekajauM Kpec HMA-CPK
nocjyie BBemeHus B. hydrogenotrophica (BlautiX) o cpaBHeHUIO C
KOHTPOJILHEM PaCTBOPOM.

durypa 14: VsMeHeHMEe CHUMIITOMOB IIalMEeHTOB Ha [IPOTIXEeHUU
Ieprona HO3UPOBaHMA (OHM 1-16) KIMHUMYUECKUX MCIOHTaHUM das3wel I.

Odurypa 15: VsMeHeHMEe CHUMIITOMOB IIallMEHTOB Ha [IPOTIXEeHUU
IIeproOa BHMEIBAHUA KIMHUUECKMX MCHHTaHuyi dasu I.

PACKPHTHUE U3OEBEPETEHNMA

BakxTepnuaJabHEIE ITAaMME]

KoMImosmuimy 1o M300peTeHrio colepXaT OaKTepraJlbHBEM ITaMM pPoIa
Blautia. lpuMepH OEMOHCTPUPYIT, UTO OaKTepuM DTOTO poaa ABJISIOTCH
NPUTOOHEMY IJIS CHUXEeHUS YPoBHA Enterobacteriaceae B XeJyIOUHO-
KMUIMIEeUHOM  TpaxTe, B YacTHOCTH, E. coli. [MpennouyTnTesIbLHEe
BakTeprallbHEe II'T 2 MMBET IpUHaJIexaT K BUIIaM Blautia
hydrogenotrophica, Blautia stercoris u Blautia wexlerae. IpyTuUMu
IPennouTUTeJSILHEIMY OaKTeprallbHEIMM  IMTaMMaMy  IJIS MCIOJB30BAHUSA 110
nsobperTenun gBJjasiorcsa Blautia producta, Blautia coccoides wu
Blautia hansenii. HawuboJjlee TOPeANOUTHUTEJILHEIMM ABJIATCHA Blautia
hydrogenotrophica, ocof®eHHO OakTepus, OelIOHMPOBAHHAS C HOMEPOM
nocTyrna DSM 10507/14294.

[IpuMepH mTaMMOB Blautia MOJIS MCIOJB30BAHUA II0 M300peTeHUn
BrJIOUAT Blautia hydrogenotrophica, B. stercoris, B. faecis, B.
coccoides, B. glucerasea, B. hansenii, B. luti, B. producta, B.
schinkii wn  B. wexlerae. Bumoe Blautia HOpencTaBJsgioT cobou
TPAaMIIO 3UTUBHEE HEeTOIBVXHEE BakTepun, KOTOpPHE MOTYT BBITE

KOKKOIIOIO OHEMU MJin OBAJIbHEIMHM , 17 BCe ABJIARTCA OBJIMIT'a THEIMMA



aHanpobaMyM, IPOOYyLMPYIMMY YKCYCHYK KUCJIOTY B KadeCTBe OCHOBHOI'O
KOHEUHOT'O MNPpOoOyKTa (epMeHTaUMM IJIOKO3H [17]. Blautia MoryT OHTBH
BHIIEJIEHH M3 KMIIeUHMKa UYeJIOBeKa, XO0TH B. producta OBl BHIOEJIEH U3
cenTUUeckoro ofbpasla.

Blautia hydrogenotrophica (mpexHee Ha3BaHUe Ruminococcus
hydrogenotrophicus) OwJI BHIOEJEeH U3 KUIMEYHMKOB MJIEKOIMTAMINX,
ABJISETCHA CTPOTO aHaspobHmM, U MeTaboausupyeT H,/CO, mo aueTara,
UTO MOXeT OHTbH BaXHO IJSA OUTaHMUA M 3I0OPOBBA UYeJioBeka. THUIIOBHM
mTamMmMoM Blautia hydrogenotrophica gaBiagercs S5a33=DSM 10507=JCM

14656. I'eHHas IIOCJeNOBATEJBHOCTL 16S pPHK mramma S5a36 Blautia

hydrogenotrophica nMeeT HOMEP oocTyIia GenBank X95624.1
(mpuBeneHa B JaHHOM JIOKyMeHTe kak SEQ ID NO:5). 3TOT THUIMUHBEMI
mTaMM Blautia hydrogenotrophica ommucad B [17] m [18]. IIramMm

S5a33 m mramMMm S5a306 COOTBETCTBYIOT IBYM CyYOKJOHaM IITaMMa,
BHIOEJIEHHOT O ns3 obpasua bexanumn 300POBOTO cyObekTa. OHU
OEMOHCTPUPYIT OIMHAKOBYI MOPQOJIOTHIL, O(OM3MOJIOTHI UM MeTaboJM3M, U
MMET MWIeHTHUHBe IocjienoBaTeslbHOCTM 16s pPHK. TaxkuMm o0pas3oM, B
HEKOTOPHX BapMaHTax peajdmsauuu, Blautia hydrogenotrophica npnsa
MCIIOJIE30BaHMA I[I0 M300pPEeTEeHMI MMeeT IIOCJefoBaTelIbHOCTE 16s pPHK B
cooTBeTCcTBMM C SEQ ID NO:5.

BaxkTepusa Blautia hydrogenotrophica, OEelIOHUPOBaHHAA c
HOMepoM nocTymna DSM 10507, a Takxe C HOMepoM nocTymna DSM 14294,
Opla IIPpOTeCcTMpOBaHa B IIpMMepax WM TakKXe Ha3HBaeTCss B IaHHOM

OOKyMeHTe mTaMmMoM BH. IIramM BH Ol »OeldoHMPOBaH B HeMellkol

KOJIJIEKIIUHU MMUKPOOPTaHM3MOB (Deutsche Sammlung von
Mikroorganismen, Mascheroder Weg 1b, 38124 Braunschweig,
Germany) 26-10 AHBapPA 1996 T. Kak "Ruminococcus

hydrogenotrophicus” ¢ HomepoM mpoctyna DSM 10507, a Takxe cC

HOMepoM gpJocTyma DSM 14294 xax ”"Sha33” 14-ro wmas 2001 1.
DenozuTopoM Owvla INRA Laboratoire de Microbiologie CR de
Clermont-Ferrand/Theix 63122 Saint Genés Champanelle, France.
IIlpaBa BJaOeHMA Ha JIelOHUMPOBAaHHHEE MaTepMuaJkl Hepemnau k 4D Pharma
Plc myTeM TepeyCTYIKU.

T'eHHas I[OCJeNoBaTeJIbHOCTL 16S pPHK mramma GAM6-1% Blautia

stercoris wMeeT HOMep mocTymna GenBank HM626177 (mpuBemeHa B
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OaHHOM JOKyMeHTe KkKak SEQ ID NO:1). TUIMUHEM OIpUMep MTaMMma
Blautia stercoris omnmcaH B [19]. TwmoBeM mTaMMoM Blautia
wexlerae gBJjgeTrcs WAL 14507=ATCC BAA-1564=DSM 19850 [17]. TI'e”HHad
nocjenoBaTelIbHOCTE 16S pPHK mramma WAL 14507 T Blautia wexlerae
MMeeT HoOMep moctyna GenBank EF036467 (mpuBeneHa B  HOaHHOM
OOKyMeHTe kak SEQ ID NO:2). 9ToT THMIMUHEIM mTaMM Blautia wexlerae
ommcan B [17].

[[penouTHUTEeJIbHEIM mITaMMOM Blautia stercoris ABJSeTCS IITaMM,
OelOHMPOBAHHEM C HOMepoM m»ocTymna NCIMB 42381, KOTOPHM TakKxe
HaspBaeTCd B OaHHOM IOOKyMeHTe mTaMMoM 830. IlocienoBaTeJIbHOCTD
l6s pPHK mramma 830 npemcrTarkjieHa kKak SEQ ID NO:3. Iramm 830 ORI
OEellOHUPOBaH B MeXOyHapoIHOM menosmTapum NCIMB, Ltd. (Ferguson
Building, Aberdeen, AB21 9YA, Scotland) o¢émpmon GT Biologics Ltd.
(Life Sciences Innovation Building, Aberdeen, AB25 27S,
Scotland) 12-ro mapTa 2015 1. kak "Blautia stercoris 830" u emy
OBJI IPUCBOEH HoMep JocTyna NCIMB 42381. GT Biologics Ltd.
BIIOCJIENCTBUM M3MeHMJIa Has3BaHMe Ha 4D Pharma Research Limited.

[lpennouTnuTeJIbHEIM mITaMMoM Blautia wexlerae 4BJISEeTCA MTaMM,
OEeroOHMPOBAHHHM C HOMepoM mocTymna NCIMB 42486, KOTOPHM TakKxe
HalHBaeTCd B OaHHOM IOOKyMeHTe mTaMMoM MRX008. IlocJjemoBaTeJIbHOCTDL
16s pPHK mramma MRX008 mnpencrarBjieHa KkKak SEQ ID NO:4. IIramum
MRX008 OBl OelNOHMPOBaAH B MeXOyHapOOHOM nOenosmuTapmm NCIMB, Ltd.
(Ferguson Building, Aberdeen, AB21 9YA, Scotland) o¢upmor 4D
Pharma Research Ltd. (Life Sciences Innovation Building,

Aberdeen, AB25 278, Scotland) 16-To HOAOpP4A 2015 T. Kak

"Blagutia/Ruminococcus MRx0008"” 1 emy OBUI NPUCBOEH HOMEp IOCTYyIla
NCIMB 42486.

OxupmaeTcda, 4YTO OakTepMallbHEIE MTaMMHB, OJM3KOPOICTBEHHHE CO
mTaMMOM, IIPOTEeCTUPOBaAHHEM B IIpMMepax, Takke OyoyT 5»0OeKTHUBHO
CHMXAThL YPOBeHb Enterobacteriaceae B XeJYIOUHO-KMIIEUHOM TpakKTe,
B dYacTHoCcTM, E. coli. B oOIpenesjieHHHX BapMaHTax peaJM3aluu,
BakTepraJbHEM MTaMM OJIS MCIOJb30BaHMA IO M300peTeHMId UMeeT
mocjiegoBaTeJIbHOCTL 16s pPHK, no MeHbmeM Mepe Ha 95%, 96%, 97%,
98%, 99%, 99,5% mmm 99, 9% MIOeHTUMUHYK IIOCJeloBaTeJIbHOCTM 16s pPHK

BaKTepPMaJIbLHOTO mTamMMa Blautia hydrogenotrophica.
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[TpeanouyTuTeJIBHO, fakTepraJbHEM  mMTaMM  OJIA VICTIOJIb30BaHMSA 1o
n300peTeHUI MMeeT IIOCJIeNOBaTeJIbHOCTE 16s pPHK, no MeHbmel Mepe
Ha 95%, 96%, 97%, 98%, 99%, 99,5% wmmm 99,9% wumpenTmunywn SEQ ID
NO: 5.

B omnpenejleHHHX BapMaHTax peaju3aluy, OaKTepMaJIbHBEM MITaMM
IOJIS WMCIOJIE30BaHMA I[I0 M300peTeHMK MMeeT II0CJIelIOoBaTeJIbHOCTE 165
pPHK, 1o wMmeHbme¥ wMepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wm
99,9% WMIEHTUUYHYK IIOCJIenoBaTeJIbHOCTM 16s pPHK OGakTepralbHOT'O
mTamMMa Blautia stercoris. IIpeINOoUuTUTEJILHO, OaKTepualJlbHHN IITaMM
OJIS MCIOJIE30BaHMA I[I0 M300peTeHMK MMeeT II0CJIelOoBaTeJIbHOCTE 16s
pPHK, 1o wMmeHBmeM Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wm
99,9% wmpeHTHMuHy® SEQ ID NO:1 mam SEQ ID NO:3. IIpeInouTUTeJILHO,
UOEHTUUYHOCTEL IIOCJIEOOBRATEJIbHOCTM OIpemnesidaioT 10 OTHomeHui K SEQ ID
NO:3. IlpeAnouTuTeNIbHO, OaKTepMaJIbHBEM MTaMM OJIS MCIOJIB30BaHMUSA IIO
n300peTeHNI0 MMeeT IIOCJIeHoBaTeJIbHOCTE 16s pPHK, OpelcTaBJIeHHYKD
SEQ ID NO:3. B oIpeneJIeHHEHX BapMaHTax peaJM3aluur, OaKTepMraJibHBEM
mTaMM OIS MCIOJB30BaHMUA I[I0 M300peTeHMI MMeeT IIOCJemOBaTeJIbHOCTD
16s pPHK, no MeHbme¥ Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wau
99,9% WUIeHTHUHYI IIOCJIemoBaTeJIbHOCTM 16s pPHK 0OakTepnalJbHOTO
mTaMMa Blautia wexlerae. IIpeOlouTUTEJILHO, OaKTepMaJIbHBEM IITaMM
OJIS WMCIOJIB30BAHMA I[I0 M300peTeHMD MMeeT II0CJIedOoBaTeJIbHOCTE 16s
pPHK, 1o wMeHbme¥ Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wium
99, 9% wmpeHTMuUHy® SEQ ID NO:2 wmiam SEQ ID NO:4. IlpedlodTUTEeJIBHO,
UOEHTUUHOCTE I[IOCJIEODOBATEJIEHOCTHM OIpenelidiT I[I0 OTHOomeHM©n K SEQ ID
NO:4. IlpelloUuTUTEeJILHO, OaKTepPMaJIbHBM mIITaMM IJIS MCIOJb30BaHUSA IIO
n300peTeHN MMeeT IIOCJIeNoBaTelIbHOCTE 16s pPHK, OpelcTaBJIeHHYO
SEQ ID NO:4.

BaxkTepualkHEE T aMMH, ABJIAOMMECS Mo TUIIaMU axkTepun,
OEIOHMPOBAHHOM C HOMEepOoM mocTymna DSM 10507/14294, wummu OUOTUIAMA
BDakTepuli, »OelOHUPOBAHHHX C HOMepamu »OocTymna NCIMB 42381 um NCIMB
42486, kak oOxuImaeTcsa, Takxke OynoyT 3>00eKTMBHO CHWXaThk YPOBEHb
Enterobacteriaceae B XeJIyOOUHO-KUIIEUHOM TpakKTe, B UYaCTHOCTM, K.
coli. BmoTun mnpencTaBJsgeT coOo¥ OJIMBKOPOICTBEHHHBIM MTaMM, WMEOIVA
TakKMe Xe WM OUeHb CXOXMe QU3UOJIOTUUeCckue U OUMOXUMMUUeCKHUe
XapaKTepPUCTUKN .

ITaMMHL, npencTaBidoume cobom OO TUIIE DaKkTepuu,
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OEIOHMPOBAHHOM C HOMEepoM m»ocTyna DSM 10507/14294, NCIMB 42381
i NCIMB 42486, u ABJAOIMECsS IIPUTOOHBEMM IJIA MWMCIOJIE30BaHUA 110
n300peTeHnn, MOTYyT OHTb MISHTUOUIMPOBAHE IIYTEM CeKBEHMPOBAaHUA
IPYITHUX HYKJEOTHMIHEIX I[IOCJedoBaTeJIbHOCTeM OaKTepuM, OelOHMPOBAHHOMU
C HoOMepoM pocTyma DSM 10507/14294, NCIMB 42381 mugum NCIMB 42486.
HanpuMmep, MoOXeT OHTL CEKBEHMPOBAH IIO CYMEeCcTBY IIOJIHEM TeHOM, U
mramMM OMOoTHIIa OJIS WCIOJBb30BaHMA II0 M300peTeHMI MOXET WMMeThb II0
MeHbIe  Mepe 95%, 96%, 97%, 98%, 99%, 99,5% wnmu 99, 9%
UIEHTUMUHOCTM IIOCJIeIOBaTeJIbHOCTEeM B IO MeHbmeM Mepe 80% ero
IIOJIHOTO TeHOMa (HalpuMep, B IO MeHbmen Mepe 85%, 90%, 95% wiu
99%, wMIM B €TI0 IIOJIHOM I'eHOMe) . HamnpruMep, B HEKOTOPHX BapMaHTax
peagm3auMy, MITaMM OMOTHIIa MMeeT II0 MeHbIer Mepe 98% MIeHTUMUHOCTHU
IoCJIefoBaTeJIbHOCTEM B IO MeHbIeM Mepe 98% ero TeHOMa MM IIO
MeHBbIEM Mepe 99% MIOIEHTMUHOCTM IIOCJiedoBaTeJibHOCTel B 99% ero
reHoMa. [JIpyI'Me OPUTOIOHEE IIOCJeOOBaTEeJIbLHOCTU IOJIS MCIOJIE30BaHUA
Opu UOEeHTHUOMKaALMM MTaMMOB OMOTMIIA MOTYT BKJIKUATE hsp60 wmiau
IIOBTOPHEE IIOCJIEeIOBATEJILHOCTHM, Takme kKak BOX, ERIC, (GTG)sg, wiu
REP mymm [20]. IrTaMMel OMOTUIIA MOT'YT MMEThH IIOCJeIORATEeJILHOCTM C IIO
MeHbIel  Mepe 95%, 96%, 97%, 98%, 99%, 99,5% wmim 99, 9%
UISHTUUHOCTHU nocjiegoBaTeJIbHOCTEN c COOTBETCTRYIMEN
IoCJIeIOBaATEJILHOCTLID OaKTepuM, IOelOHMPOBAHHOM C HOMEPOM IOCTyIla
DSM 10507/14294, NCIMB 42381 wmimu NCIMB 42486. B HeKOTOPHX
BapMaHTax peajlu3aluy, ITaMM OMOTUIIa MMeeT II0CJIeldOBaTeJIbHOCTEL C
1o MeHbmeM wMepe 97%, 98%, 99%, 99,5% wmwm 99,9% UOSHTUUHOCTHU
IocjlefoBaTEJILHOCTEN C COOTBETCTBYIMENM II0CJeIOoBaTeJIbHOCTLIO MTaMMa
Blautia hydrogenotrophica, IelNOHUMPOBaAHHOTO Kkak DSM 10507/14294,
M COOEpXUT II0CJIeNOBaTeJIbHOCTE 16s pPHK, koTopas IO MeHBIEW Mepe
Ha 99% wumeHTMYHa (HaopuMMmep, IO MeHbBIeM Mepe Ha 99,5% wim 10
MeHblel Mepe Ha 99,9% wuoeHTHUUHA) SEQ ID NO:5. B HeKOTOPHX
BapMaHTax peajlu3aluy, ITaMM OMOTUIIa MMeeT IIOCJIelIOBaTeJIbHOCTE C
1o MeHbmeM Mepe 97%, 98%, 99%, 99,5% wmm 99,9% UOSHTUUHOCTHU
mocjlefoBaTeJIbHOCTEM C COOTBETCTBYIIMEN II0CJeIOoBaTeJIbHOCTHLID MTaMMa
Blautia hydrogenotrophica, »OelNOHMPOBaAHHOTO kak DSM 10507/14294,
VM VMeeT IIOCJIeloBaTeJIbHOCTE 16s pPHK B coorBeTrcTBMM C SEQ 1ID
NO: 5.

AJ'H::TepHaTMBHO, mITaMMEL, IIpencTaBJIdmMe cobon OMO TUIIEL
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fakTepuu, »HEIOHMPOBAHHOM C HOMepoM mocTymna DSM 10507/14294,
NCIMB 42381 wmum NCIMB 42486, un ABJAKLMECS [NIPUIOOHEIMM  OJII
MCIIOJIE30BaHMA I[I0 M300pPeTeHUI, MOI'YT OHTbE MWISHTUOUIMPOBAHE IIYyTeM
MCIIOJIE30BAaHUA  Oello3UTa C HOMepoM pmocTyna DSM 10507/14294,
IOernosmuTa C HoMepoM nocTyna NCIMB 42381, wmiIM »OernosmuTa C HOMEPOM
nocryrna NCIMB 42486, M  OpOoBeleHUd aQHaJM3a  PECTPUKLMOHHEIX
bparMeHTOB /MM aHaJauza I[P, HaopuMep, MeTomaMu (OJIYyOopPeCLeHTHOTO
aHaJiM3a IIoJIMMOpOM3Ma IOJIMH aMIUIMOMUIMPOBAaHHEX OparMeHTOB (FAFLP) m
OMHTePNPUHTHUHTa C MCHOJb30BaHMeM [P aMmMoMrKaumm I[IOBTOPAKINUXCHA
[IOCJIENOBATEJIEHOCTEN MEeXIeHHHX [IaJIMHOIPOMOB (repetitive DNAelement
(rep)-PCR fingerprinting), wmim ©OeJIKOBOTO NPOOUIMPOBAHUA, WJIU
YaCTUUHOTO CeKBeHMpoBaHuA pHHK 165 wmam 23s. B NOpennodTUTeJIbHHX
BapMaHTax peaju3aluy, TakKue MeTOOUKM MOTYT OHTH MCIOJbB30BAaHH IIJIA
UOeHTUOMKAIUM IPYTMX mTaMMoB Blautia hydrogenotrophica, Blautia
stercoris wmau Blautia wexlerae.

B omnpernesyieHHEIX BapMaHTax peajM3aluy, MITaMMbl, [IPeOCTaBJAKIMe
coBor OuoTUIE OakTepuM, IOelOHMPOBAHHOM C HOMepoM H»ocTymna DSM
10507/14294, NCIMB 42381 wmjam NCIMB 42486, ¥ [OpUTOOHHE IJId
MCIIOJIE30BaHMA I[IO0 M300peTeHMI, ABJAKRTCSA MITaMMaMy, oOeclleurBanllyMA
Takue Xe XapaKTepuCcTUKNU (pattern), Kak u OaxkTepuda,
OeloOHMpOBaHHasgS C HOMepoM mocTyrna DSM 10507/14294, NCIMB 42381
i NCIMB 42486, npM NpOBeOeHMM aHaJlM3a METOIOM PeCTPUKLUMOHHOTO
aHaJIM3a aMIJIMOUUUPOBaHHHEX pubtocoMalbHEX [THK (ARDRA), Hampumep, C
MCIIOJIE30BaHMEM PEeCTPUKLUVMOHHOTO OGepMeHTa Sau3Al (IpuUMepH MeTOHNOB
¥ PYKOBOLNCTBO IIPUBENEHE, HalIpuUMep, B [21]). AJbTEepHaATUEBHO,
mTaMMBEL OMOTHIIa MUIOEHTUOUMLUVPYITCS Kak MTaMME, MKMeKmMe TaKoM Xe
xapakTep OGepMeHTaluy yIJIEBONOB, KaK M OaKTepus, IelOHMPOBaHHAad C
HOMEepoM mocTyna DSM 10507/14294, NCIMB 42381 myum NCIMB 42486.

Ipyrrne mTammel Blautia, IIPUTOOHEE  IJISE  MCIOJIE30BaHUA B
KOMIIO3UUMAX M crnocobax [0 U30OpeTeHMD, TakmMe KakK  OMOTUIIE
fakTepuu, OEeIOHMPOBAHHOM C HOMepoM m»ocTymna DSM 10507/14294,
NCIMB 42381 wmium NCIMB 42486, wMoOT'yT OBTE MIOEHTHUOUIIMPOBAHE C
MCIIOJIE30BaHMeM JIOOOTO IIPUIOOHOT'O Cclocoba WM CcTpaTeluy, BKJIIoYasd
aHaJIM3H, OV CAaHHEE B npuMepax. Hanpuwmep, T aMMEL 0JIsd
MCIIOJIE30BaHMA I[I0 M300peTeHM MOI'yT OHTE WIOISHTUOUUVPOBAHH IIyTeM

KYJIE TMBalVil GaKTepMﬁ M BBeIIeHMA KPEICaM IJIA TeCTUMPOBaHMA MeTOIOM
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aHaJmza pacTsaxeHUs (distension assay) . B Y4aCcTHOCTH,
BakTepraJbHEE MITaMMBl, MMeRMMe CXOXMEe XapaKTepUCTUKM pocTa, TUII
MeTaboJIMaMa n/ [IOBEPXHOCTHEE AHTUT eHH c BakTepuein,
OEIOHMPOBAHHOM C HOMEepoM mocTyrna DSM 10507/14294, NCIMB 42381
i NCIMB 42486, wMoOT'yT OHBTH [NPUIOOHEIMM IJIS MCIOJB30BaHMUA II0
N300peTeHn0. IToJie 3HHM T aMM oymeT MMEeTb COIIOCTaBUMYIO
MOOYJIMPYIYHD aKTMBHOCTL MUKPOOMOTH CO mTamMMoM DSM 10507/14294,
NCIMB 42381 wnmmm NCIMB 42486. B uyacTHOCTM, mIITaMM OMoTHUIIa OyIeT
BHIBHBATL 20OeKTH BO3IeMCTBUSA Ha Enterobacteriaceae, COIIOCTaBMMEE
sbdexrTamMr, OPONEMOHCTPUPOBAHHHMM B IIpUMepax, KOTOPHEHE MOTYT OHTH
UISHTUOULIVMPOBAHE C  MCIOJBb30BaHMEM IIPOTOKOJIOB  KyJbBTHMBALUM U
BBelIeHMs, OINMCAHHEX B IIPpMMepax.

OcoBOeHHO TMPeaNoOuTUMTEJIbHEM ITaMMOM IO M300peTeHuI SABJISETCH
mTaMM ~ Blautia hydrogenotrophica, IEelOHVPOBAaHHEM C HOMEPOM
nocTyrna DSM 10507/14294. OH 4gBJIgeTCcd TUIMUHBIM mTaMMmMoM BH,
KOTOPEIM OBLII MCIIOJIL30BaH OJIs TeCTUPOBAaHUSA B npuMepax u

IPOIEeMOHCTPUPOBAaJl 5bbeKTHMBHOE CHWXeHMNe YPOBHA Enterobacteriaceae

B XeJIYHOUHO-KMIIEUHOM TpakTe, B uYacTHocTu, E. coli. Takum
oBpasoM, nsobpeTeHre npenycMaTpUBaeT KJIETKY, TaKyIo KakK
BHIOEJIeHHas KJIeTKAa, mTaMMa Blautia hydrogenotrophica,

OelIOHMPOBAHHOTO C HOMEepoM JocTymna DSM 10507/14294, win ee
IIPOMBBOOHYK, IJI MCIOJB30BaHMA B Tepaluu, B YaCTHOCTH, IIpuU
BOJIE3HAX, OIMCAHHHX B INaHHOM HOOKYyMeHTe.

[ToOM3BOIOHEIMM WIITaMMa, OEelIOHMPOBAHHOTO C HOMepOM [nocTylia DSM
10507/14294, NCIMB 42381 wmum NCIMB 42486, MOTYT OHTbL IOUEPHUNA
mTaMM (IIOTOMCTBO) WMJIM IITaMM, BHPAMEHHBM (CyOKIJIOHMPOBAHHHEN) U3
MUCXOIHOTO. [IpOM3BOOHEM T aMM 1o n300peTeHND MOXET OBITE
MOOMOUUIMPOBAH, HaIpKMMep, Ha TI'eHeTUMUeCKOM YpPOBHe, ©0e3 IOTepu
BUMONIOTUUECKOM aKTMBHOCTM. B YacTHOCTM, [OPOM3BOOHEIM MTaMM IO
n300peTeHU SABJIAETCH TepaleBTUUECKM aKTHMBHBM. I[IPOMBBOIHEI MTaMM
OyoeT MMEeTh MOOYJIMPYKRIYyK AaKTMBHOCTE MUKPOOMOTE, COIOCTaBUMYH C
MCXOOHEM mTamMmMoM DSM 10507/14294, NCIMB 42381 wmym NCIMB 42486. B
YaCTHOCTHM, MPOM3BONHEM mMTaMM OyIOeT BH3HBATL 50OeKTH BO3NeVCTBUA
Ha Enterobacteriaceae, COIIOCTaBUMEIE C sbdexTamy,
IPOneMOHCTPUPOBAaHHEMM B npuMepax, KOTOPEE MOT'YT OBITE

I/I,HeHTI/I(]_)MLU/IpOBaHBI C VMCIIOJIBb30BaHMEM IIPOTOKOJIOB KYJIE TMBalIuI n
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BBeIOeHMd, OINMCAaHHHX B I[p¥Mepax. Illpou3BonHoe DSM 10507/14294
OymeT OOBUYHO OMOTHIIOM mTaMMa DSM 10507/14294. IpomusBomHoe NCIMB
42381 ©Oyner o0OHYHO OmoTurioMm mTamMa NCIMB 42381. IIpomM3BOOHOE
NCIMB 42486 O6ymeT oOBUHO OmMoTMIOM mTaMmMa NCIMB 42486.

CCRLIKM Ha KJIE TKU mTaMMa Blautia hydrogenotrophica,
OEIOHMPOBAHHOTO C HOMepoM mocTyna DSM 10507/14294, oxXBaTHBAOT
JoOEle  KJIETKM, UWMeRIMe Takue Xe XapaKTepUCTuku O06e30IacHOCTU U
TepaleBTHUUeCKO 20PeKTMBHOCTM, KaK ¥ MITaMMH, »OEIOHMPOBAHHHE C
HoMepoM pmocTymna DSM 10507/14294, m TakMe KJIETKM BXOOAT B O0O0BLEM
nz3o0bpeTeHNns. CCRUIKM Ha  KJeTKM mTaMMa Blautia stercoris,
OEelIOHUPOBAHHOTO C HOMepoM noctyrna NCIMB 42381, oxBaTHBAKRT JIOOBE
KJIETKHU, Menlme TakKue xe XapakKTepnuCTUKU 0e30IIaCHOCTH u
TepaleBTUUYeCKOM 5OOeKTUBHOCTM, Kak U MTaMMBl, IelOHUMPOBAHHHE C
HOMepoM mocTymna NCIMB 42381, u TakMe KJIETKM BXOOAT B O00OBeEM
n3o0bpeTeHU. CCBUIKA Ha KJIETKU mTaMMa Blautia wexlerae,
OEellOHMPOBAHHOTO C HOMepoM npoctTyna NCIMB 42486, oxBaTHBaT JIOOHE
KJIETKHU, MenIme TakKue xe XapakKTepnuCTUKU 0e30IIaCHOCTH u
TepaleBTUUeCKOM »bOeKTMBHOCTM, KakK U MTaMMBl, OelOHUMPOBAHHHE C
HOMepoM JocTyrna NCIMB 42486, wu Takue KJIEeTKM BXOOAT B OOBEM
n300peTeHUA.

B OpelnodTUTeJIbHBX BapMaHTax peajJmMs3aluu, fakTepuaJlbHHE
MTaMMEL B KOMIIO3MIUMAX II0 M300peTeHuK ABJIATCH XM3HECIOCOOHBIMU U
CIIOCOOHH YAaCTUMUHO MJIM IIOJIHOCTBI KOJIOHM3UMPOBATH KUIIEUHUK .

TepaneBTHUYECKOE IPHMEHEHHE

B omnpeleJle HHEIX BapMaHTax peann3auumn, KOMIIO 3ULIUN 1o
n300peTeHUD MpelHa3HaAUYeHHE JI9 MCIOJIB30BaHMA C LEeJIbD CHWKEHUS
YPOBHHA Enterobacteriaceae B KEJIYIOUHO—KUIIEUHOM TpakTe.
[IoBEHIEHHEE YPOBHM FEnterobacteriaceae B XeJIYIOUHO-KMIIEUHOM TpPaKTe
aCCOLMMPOBAHEL C MHOTOUMCJIEHHEIMM I[IaTOJOTUMUECKVMM COCTOSHUAMU U
BoJIe3HAMA, u [IPVIMEPH IEMOHCTPUPYRT, UTO KOMIIO 3ULIUN 1o
nzs0fpeTeHMnD MOTYT 20OeKTMBHO CHMXATL YPOBeHb Enterobacteriaceae
B XeJIyIOUYHO-KMIIEUHOM TpaKTe.

B [pennodTUTENIBEHEIX BapMaHTax peajJM3alMM BCeX  acCIIeKTOB
n300peTeHUd, Enterobacteriaceae mnpezncraBjisgeT cobom . coli.
TakuMm  oOpaszoM, NIpennouyTUTeJIbHO, KOMIIO 3ULIUN 1o n300peTeHnn

IIpedHa3HadYeHE OJIA MWMCIIOJIE3OBaAHMA C ILEeJIBI0 CHMXEHNMA YPOBHA E. coli
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B XeJIYOOUYHO-KMIIEUHOM TpaKTe.
B oIpeneJyieHHEHX BapMvaHTax peajamMsaluyu, Enterobacteriaceae

npencraBJjisgeT cofOoM IaTOT'eHHHBM mIITaMM, TakKoW kak E. coli 0157:H7,

0l04:H4, 0121, 026, 0103, 0111, 0145, 0104:H21 wmmm 0104:H4.

B aJbTepHaAaTUBHHX BapuaHTax peajusaluuu, Enterobacteriaceae
ABJIAEeTCHd KOMMEHCAJIBHEIM WMJIM HENaTOT'€HHEIM MTaMMOM. [IOBBIIEHHEE
YPOBHU TakKMx Enterobacteriaceae MOTYT CrIoCcoBCTBOBATE TaKUM
cocTrogaHmaM, kak CPK u OoJjiezHbs KpoHa, ¥ IOPUMEPH IOeMOHCTPUPYOT,
UTO KOMIIO3MIUMM I[I0 M300pPeTeHMI MOTYyT OKas3HBaTh 500eKT yMeHbIeHUI
uncJieHHOCTU Enterobacteriaceae B KoHTekcTe CPK.

B OoIpeneJIe HHEIX BapmaHTax peannsauum, KOMIIO 3ULIUN 1o
M300peTeHUKn IIpenHa3HadueHB OJId MCIOJBb30BaHMA [OIPKM JIeUeHUMM WIIU
IpenoTBpalle HUM BoJie3HH, ACCOLUNPOBAHHOM c nHberLMEN
Enterobacteriaceae, Takol kak WHOexkums E. coli. B oIpenejieHHBX
BapMaHTax peanM3aluy, KOMIO3MUMKM I[I0 M300peTeHM IpelHa3HaUeHE
0JId  MCIOJIE30BaHMA  I[IpM  JIedeHMM WM  [OpenoTBpalleHMM  Ouapewn,
TacTpOBSHTEPUTAa, MHbeKUMM  MOUEBHBONAMMUX [IyTeM MJIM MeHMHIUTA
HOBOPOXIEHHEIXx. B TakMx BapMaHTax pealusauum Enterobacteriaceae
MOXeT OHTH [NaTOT'E€HHHM MITaMMOM.

B oIpeleJIe HHEIX BapraHTax peanuszauumn, KOMIIO 3ULIUN 1o
MN300peTeHU IIpeOHa3HaUeHB OJA MUCIOJBb30BaHMA [OIPpU  JIeUeHUM WJIU
npeloTBpameHny O0JIe3HY, acCCOLUMMPOBAHHOM C IIOBHIMIEHHBEIMM YPOBHAIMU
Enterobacteriaceae, Takux KakK E. coli. B oIpeleJIeHHHX BapMaHTax
peanusauuu, KOMIIO 3ULIUN 1o n300peTeHND npenHasHaUeHE o4
MCIIOJIL30BaHMUA opu JIeUeHUU VI npenoTBpalle HUN omapeu,
TacCTPOBHTEPUTAE, MHOEKIMM  MOUEBHBOIAMMX MOyTeM WIM MEeHVHTUTA
HOBOPOXIEHHEIX. B Takux BapuaHTax pealuszaluuyu, Enterobacteriaceae
MOXeT OBTH KOMMEHCAJIBHEIM MJIM HENAaTOTEHHBM MTaMMOM.

B HeKOTOPHX BapMaHTax peajuM3aluuy, IIaToreHe3 OOJIe3HM WK
COCTOAHMA IopaXaeT KUIEUHMK. B HEKOTOPHX BapMaHTax peajlm3alunu,
[IaToTeHes BoJle3HM WM COCTO4AHMA He  IIopaXaeT  KUIEeUHUK. B
HEKOTOPEIX BapMaHTax peajMz3aluuy, IIaToT'eHezs OOJIe3HUM WM COCTOAHUA
He JIOKaJIM30BaH B KUIIEUHMKe. B HEKOTOPHX BapMaHTax pealusaluuy,
JIeUeHUe WM OpenoTBpalleHMe IIPOM3BOOUTCA B MeCcTe, OTJIMUHOM OT
KUIIEeUYHMKA . B  HeKOTOPEBIX BapMaHTax peajausaluuu, JeueHre WU

IIpenooTBpalleHV e IIPOUISBOONTCHA B KUIeYHVKE, a Takrxe B MeCTe,



17

OTJIMUHOM OT KUIIeUHMKa. B OIOpemesjieHHHIX BapuMaHTax pealmsaluu,
OOJIE3HE WM COCTOAHUE HABJISAKTCHA CUCTEMHEMMA .

B ompeneJIeHHEIX BapmMaHTax peaausanuy, KOMIIO 3ULIUU o
n300peTeHV0 IIpeldHa3HAaUeHH [JIg MCIOJB30BAaHMA IIPpU JIEUEHUM WU
NpenoTBpalleHnr WHbekuUMM Enterobacteriaceae, TakoM Kak MHOEKUIUA
E. coli. B HOpenlouTHTEJIbHEIX BapMaHTax peajiM3aluM, KOMIIO3ULNWK IO
n300peTeHMI0 IIpelHa3HAaUeHH [JIS MCIOJB30BaHMA IIPU JIEUEHUM WJIU
npenoTBpalle HUU VHEeKLINA KeJIY DOUHO—KUIIEeUHOT O TpakKTa, " B
YacTHOCTH, cIernon KUIIKA . B TaKUX BapMaHTax peaamnsanmny,
Enterobacteriaceae MOXeT OBTH NATOT'E€HHHM MTAMMOM.

B HEKOTOPEIX BapuaHTax peaamusaumny, YPOBEHBL
Enterobacteriaceae cCcHMXaeTcd B CTyJle cyObekrTa. B HeKOTOPEHIX
BapMaHTax peajam3alluM, YPOBeHb FEnterobacteriaceae CHWXaeTCd B
oBpa3sle cTyJia, B3SATOM VY cybmexkTa. B  HeKOTOPHX BapMaHTax
peajgusaumu, YpoBeHb FEnterobacteriaceae CHMXaeTCS B OUCTAJbBHOM
oTheJle KUIIeUHMKa CyObekKTa. B HEeKOTOPHX BapMaHTax peajau3alun,
YpOoBeHL Enterobacteriaceae CHUXaeTCd B CJIENOM KUIMIKe. B HEKOTOPHIX
BapraHTax peajlu3aluM, YPOBeHbL Enterobacteriaceae CHMUXaeTCa B
000I0OUHOM KUIIKe. B HEeKOTOPHX BapMaHTax peaJusalluu, YPOBEHB
Enterobacteriaceae CHWXaeTCs B [OpPAMOV  KUIIKE. B  HeKOTOPHX
BapraHTax peajlM3aluM, YPOBeHbL Enterobacteriaceae CHMUXaeTCa B
TOHKOM KMIIKE .

B IpennouTUTEeJIbHEIX BapmMaHTax peaamn3sanuy, n300peTeHne
openycMaTpMBaeT KOMIIO3MUIIMIO, CoIepxalyiln OaKTepMalJIbHBM ITaMM pona
Blautia, 1nJjd MCIOJIL30BAHUA MOIPU JeUeHUM MHOEeKILNWM,  BHE3HBAaEMBX
naToreHHEIMU Enterobacteriaceae.

B IPennouTUTEeJIbHEIX BapmMaHTax peaan3sanmny, n300peTeHne
IpenoycMaTprMBaeT KOMIIO3UIIMID, CoIepxXalyil OaKTepMaJlbHBM ITaMM pona
Blautia, nJjsa WCIOJIB30BAaHMSA NPM JIeUueHUM MHOekumm E. coli.

B [OpennouTMTeSIEHEIX —BapMaHTax peaamsalunu, KOMIIO3ULIUU  TIO
M300peTeHV0 IpelHa3HAaUeHHE OJIS MCIOJB30BAHMSA C ILeJIb CHUMXKeHUdI
YPOBHHA Enterobacteriaceae B KeJIYIOUHO—KUIIEUHOM TpakTe,
NPenIouTHUTEeJIbHO, YPOBHA E. coll, NOpu JIeUEeHUM WIM [OIPeOOoTBpalleHUN
OoJiesHH, aCColMUPOBaHHOM c [IOBHIIE HHEIMI YPOBHAMU
Enterobacteriaceae, TakKoM KakK CPK, ©0OJIe3HDb KpoHa,

HecneluduUue cKUM S3BEHHBI KOJIUT, byHKIMOHANbLHASA OUCIelCcHusd,
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ovapes, TacTPODHTEepUT, MWHOeKIMS MOUEBHBOOAMMX IYyTeW WIM MEeHUHIUT
HOBOPOXIOEHHHX . JM3BeCTHO, 4YTO Enterobacteriaceae, U B UYaCTHOCTHU
E. coli, ABJALTCHA IOTEHUMAJLHEIMMY MVHUIMATOPAMM WV, KakK M3BEeCTHO,
yeyTyoasaonT 6oJie3HbE KpoHa M HecHelUMdUUecKUM S3BeHHBM KOJIUT [22-
2417, OB TOMY sddexrT, IPOOEeMOHCTPUPOBaHHEMN B npuMepax oI
KOMIIOBULIMM [0 M300peTeHMI0, MOXeT OHTEL II0JIE3HHM IIPY JIeUeHUU STUX
COCTOSAHUMN .

B OIpeneJIeHHEIX BapmMaHTax peaausaumuy, KOMIIO 31U 1o
n300peTeHMI0 IpelHa3HAaUeHH JIg MCIOJB30BAaHMA IIPpU JIEUEHUM WU
npenoTBpalle HUM CPK, OoJIe3HNU KpoHa, A3BEHHOTO KoJmnTa,
OYHKLUMOHAJIBLHOM OUCIIelCuu, ouapeu, TacTPOBHTEPUTE, MHOEeKLNN
MOUEBHBOOAMMX IIyTeV WM MEeHMHITMTa HOBOPOXIEHHEX IIyTeM CHWXKeHMA
YVPOBHA Enterobacteriaceae B XeJIyHOUHO-KMIIEUHOM TpPaKTeE.

B mOpennouTmMTesIbHEIX BapMaHTax peajgusaumnu, KOMIIO3UMUUM  IIO
n300peTeHUn colepXaT OaKTepui, OelOHUPOBaAHHYK C HOMEPOM IOOCTYIla
DSM 10507/14294, w npenHasHauyeHH IJII MCIOJB30BAHMSA C  LEJb
CHMXeHUS YPOBHA FEnterobacteriaceae B XeJIyOOUHO-KUIIEUHOM TpakKTe
opu JedeHur ©OoJjiesHM KpoHa, HA3BeHHOTO KOJMTa, OYHKUMOHAJLHOM
OUCIIeNICUM WM, HamuboJjiee TMpPenrnouTmuTelJibHO, CPK. B OONOJIHUTEJIBLHBIX
NPEennouTUTEJIBHEIX BapMaHTax peajus3aliliM, KOMIIOSUIMK I10 M300peTeHU
comepxarT DaKTepuo, IOIelIOHMPOBAHHYD C HOMEepPOM oocTylla DSM
10507/14294, u mnpenHasHauyeHH MOJIA MCIOJIL30BAHUA MIPU JIEUEHUU WUIIU
OpenoTBpameHun ©OoJie3HM KpoHa, S3BEHHOTO KOJUTa, OYHKUIMOHAJILHOM
OUCIEeNCUur WM, HaumboJiee MNPennouTuTesibHOo, CPK, nOyTeM CHUXeHUI
ypoBHA Enterobacteriaceae B XeJIyOOUHO-KUIIEUHOM TpaKTe.

B omnpenejieHHHX BapMaHTax pealus3aliliM, KOMIO3ULMKD BBOIOAT B
KOMOMHalIMM C AaHTUMOMOTHMKOM, TaKMM KaK (QTOPXMHOJIOH, a3UTPOMULIVH,
HUNIPOPIIOKCAlIMH VI pUdaKCUMHUH . B OmpeneJIeHHEIX BapMaHTax
peanmszaluy, KOMIO3MUMKD BBOOAT B KOMOMHALMM C »OeTUOpaTUPRYRIIUM
CpeICTBOM, TaKMM KaK peluIpaTUPpYRIMUY pacTBOp OJI4 IIepopalibHOTO
BBeIeHUSA. KomMmnosuumsa o N300peTeHND MOXeT OHITH BEEeIleHa
OOHOBPEMEHHO C AaHTUOMOTUKOM WJIM OeTUIPpaTUPYRIVM CPpeOCcTBOM, WU
NOCJNIeOOBaTEJIbHO C aHTUOMOTHMKOM MM OeTUIPATUPYIIMM CPeICTBOM.

B ompeneJIeHHEIX BapmMaHTax peaansanmny, KOMIIO 3ULIUU
npenHa3sHaueHH oJis VCIIOJIL 30BaHUA v NMaleHTOR, KOTOPHE

IEMOHCTPHPYIOT i, Kak OXMIoaeTCHd, oyoyT IeEMOHCTPHMPOBATE,
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IIOBEIIIEHHEIE YPOBHU Enterobacteriaceae B KeJIYIOUHO—KUIIEUHOM
TpakTe, HalpuMmep, IO CpPpaBHEHMI CO 3I0POBEM CYOBEKTOM WU
IIonyJidliMed 3OOPOBHX CyDBHLEKTOB.

B ompeneJIeHHEIX BapmMaHTax peaausanmny, KOMIIO 31U o
n300peTeHMI0 NpelHa3HaueHH OJIS MCIOJIL30BaHMA B CIHocobe JieueHUHd,
npenoTBpaleHmnsa VI CHMXEHU A KOJIOHM3aUMM  XKeJIYOOUHO—KUIIeUHOTO
TpakTa Enterobacteriaceae.

B HeKOTOPHX BapMaHTax peajM3alluy, KOMIIO3BUIMA 10 M300peTeHMD
npenHasHaueHa  OJIA  MCIOJIL30BaHMA B CHOCO0e  CHMXEeHMI  YPOBHA
Enterobacteriaceae B KeJIYyOOUHO-KMIIEUHOM  TpaKTe N cyOBeKTa,
MeKeI o [IOBHIIEHHEN  YPOBEHB BOIDOpOIa B CBOEeM  OEXaHUM IO
CPaBHEHUI co 3O0POBEM CyOBEeKTOM. B HEeKOTOPHIX BapmMaHTax
peaamszanmnuy, KOMIIO3ULMA 1o n300peTEeHND npenHasHaueHa oJisa
VCIIOJIE30BaHUA IIPU CHWKEHUM YPOBHSA BONOpOIoa B IOHXaHUU CyOBeKTa,
KOTOPHEM IEeMOHCTPUPYET WM, Kak oxuiaeTcs, OyImeT OeMOHCTPUPOBATDH
[1OBHIIIE HHEIM YPOBEHE Enterobacteriaceae B KeJIYIOUHO—KUIIEUHOM
TpakTe. CyO0BeKT IOIpeldlouTUTeJIbHO IIpelcTaBJgeT codoy cydbekTa C
nruarHosoM CPK, ©0OoJsie3Hmu KpoHa, S3BEeHHOTO KOJUTa, OQYHKIMOHAJIBLHOM
OUCIelCHM, IMaper, ITacTPOsHTepuTa, MUHOEeKUUM MOUEBHBOMOSIMX IIYTel
MJIn MEHMVHIHUTA HOBOPOXIEHHBIX "/ uim MHOEeKLUUN, BEI3EIBAEMOM
naToreHHuMY  Enterobacteriaceae, HallpuMep, E. coli. [IpyMepH
[IOKa3eBaKRT, yTO JleUueHMe  KOMIIO3MUMEeM II0 U300peTeHu CHUXaeT
YPOBEHL BOIOPOHAa, IEeTeKTUPYEMEI B IOHXATEJILHBEIX BOIOPOIHEIX TeCcTaxX.
COOTEBETCTBEHHO, YPOBHM BOOOpOIa MNPEeOlouTUTEJIBHO OlLleHMBAaKT C
VCIIOJIE 30BaHUeEM OEIXaTeJILHOTO BOOOPOIOHOTO TecTa. IEIX aTeJIb HEl
BOOOPOIHEIM TeCT XOpPOollo M3BEeCTeH cleluajJucTaM M, TakuMm obpasoM,
KBAJIMOULIMPOBAHHEY CclIelMaJucT OyoeT 3HaTh, Kak I[IPOBOIUTL TaKoM
TecT. B HEKOTOPHIX BapmUaHTax peaausanuy, rnaumMeHTy BBOOAT
JaKTYyJIO3Y B KauecTBe cydcTpaTa IJg NPpOBeIeHusa TecTa.

IrIxXaTeJlbHEN BOIOOPOIOHEIM TeCcT Takxe ABJIAETCHA oJie 3HBEM
VHCTPYMEHTOM oJjidg KOHTPOJIA 50PEeKTUBHOCTHA WJIN BEepOATHOM
20DeKTUBHOCTM CHIWXKEHMS YPOBHS Enterobacteriaceae U JIeUeHUS WK
npodUIaK TUKHU C VCIIOJIE 30BaHueM KOMIIO 3ULIUA o N300peTeHn .
Hanpumep, CHUMXeHMEe YPOBHA BOIOPONa, INOEeTeKTUPYEeMOTO B IOHXaHUU
cyObeKTa nocjye JleueHusa KOMIIOBUILIMEN  IIO n300peTeHNn, MOXeT

YKa3eEBaTk Ha TO, UYWTO JiedeHNVe OKa3hBaeT 9(1)(1)eKT CHMXEeHVA YPOBHA,
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TepaleBTUUECKUY WIM OpoduiiakTruueckut sddexkT. COOTBETCTBEHHO, B
HEKOTOPEX BapuMaHTax peain3allMM, CIOCOOHE M IIPpMMeHeHMe WN300peTeHUsd
OOIOJIHUTEJIBHO  BKJIOUYAKT KOHTPOJIB YPOBHSA  BOOOpOIa B JOHXaHUMU
cy®beKkTa B XOOe W/MIM IIoCJe JIeUeHMS KOMIIOSMLMEM II0 U300peTeHMU
¥, TeM CcaMhM, OIlleHKY D20DeKTMBHOCTM WJIM BEPOATHOM 20OeKTMBHOCTU
CHWXEHMS YPOBHS, JIEUEHMSI WM OPpOOUJIaKTHMKM. HamnopuMep, YPOBHMU
BOIOpPOIa MOTYT KOHTPOJMPOBATBCS B OIMH WMJIM HECKOJIBKO (HallpMMEepP,
1, 2, 3, 4 wnmu ©OGojiee 4) MOMEHTOB BpPEMeHM, HalpMUMep, BKJOUAA
MOMEHTEl BPEeMEeHM IO Hauajla JedeHMs, B HaualJle JIeueHusa, B Xole
JIeUeHMrs, B KOHLe JIeUeHMS W/WUIM IIocje JIeUeHMsS, IO XeJlaHuio. B
HEKOTOPEX BapMaHTax pealu3aluM, YpPpOBeHb BoOopola B  IOHXaHUU
cy®bpeKkTa B KOHLe U/MiaM IIocJle Iepuoma OO3UMPOBaHMa (BO BpeMd
KOTOPOTO CyOBEKTY BBOOAT KOMIIO3MLMI) CpPaBHMBAKLT C YPOBHEM B
HavaJjle M/UWIM OO Iepuola HOO3UMPOBAHMS, U CHMWXKeHME YPOBHS yKas3HBaeT
Ha 50PeKTUBHOCTE MM BePOATHYLD SOOeKTMBHOCTL CHMXEeHUHA YPOBHSA,
JIeUueHUa WK OpoduilakTHKM. Hamopumep, B BapMaHTax peaju3aluu, B
KOTOPHIX TIIepMOod HOBMPOBaHMA cCcocTaBjggeT 16 1OHel, MoxeT OHTbH
XeJjlaTeJIbHEIM I[IPOBOOUTE M3MEpeHMSa B IOeHb 1 M HeHb 16, wWiIu
HaopuMMep, B JeHb 1, @»OeHb 2, @OeHb 15 M pgeHs 16. B HEeKOTOPHX
BapMaHTax peajM3allri, IIPOBOOAT MHOXECTBO M3IMEPeHUM U OIpelelisioT
cpenHee IJIS IIOJIYYEHHEIX TakKuMM 00pa30oM pPes3yJIbTaTOB M3MepeHUM
(HanpuMep, cpelHee IOJA OHA 1 M OHA 2 UM CpeldHee 1Jid OHA 15 m 1OHA
16). B HeKOTOPHX BapMaHTax peajJM3alliyM, CHMXEeHMe YPOBHS BOOOpOIa
Cmax Ha O MeHpmel Mepe 40 ppm (MIH ') ykKaseBaeT Ha TO, UYTO
CHWXEHMe YPOBHS, JIEUEHMe WIM OpoduJIakKTHMKa [ABJIARTCAS >0OeKTUBHBEMU
WM BepoATHO 5OPeKTHMBHEIMM. B HEeKOTOPHX BapMaHTax peajr3aluu,
YPOBEHB BOIOOpOIa B HIHXaHMM CyOBEeKTa M3MEPAT TOJBKO OIVMH pas,
HalpyMep, B KOHIE WM IIOCJIe JIedeHMHa, U OlpenejieHrMe TOoT'o, UYTO
YPOBEHb UMMeeT 3HadeHMe, paBHOe WM OJIM3K0oe K TIIpelBapUTesIbHO
3aJaHHOMY YPOBHIO, YKa3HBaeT Ha TO, YTO CHMXEHMEe YPOBHSA, JIEUEHUe
W npodmuaIaKkTUKa BEPOATHO OBLIIN 50PeKTUBHEIMHA . IEIX aTeJIb HEM
BOOOPOIHEIM TeCT ABJIAETCHA CTAaHIAPTHEIM aHaJIM30M M, TakuMmM o0pasoM,
IpelBapUTEJIEHO 3allaHHEIE YPOBHM M3BECTHH CIelMaJlMCTaM.

JleueHre wIM OpodMIIakKTMKa MOTYT OTHOCUTBCS, HalpUMMep, K
YMEHBIIeHNI0 TSXKeCTM CHUMMITOMOB WJIM CHWXEHMIO YaCTOTH OOOCTpPeHUuN,

NI YMEHBIIe HUIO Habopa bakTopOB (triggers), ABJIAIUX C
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NPpOoOJIeMHEIMU IJISA IallMeHTa.

YpoBHM Enterobacteriaceae MOXHO IEeTEKTUMPOBATE B (QeKaJIMax
naumeHTa, C WUCIOJB30BAaHMEM CTaHIOapTHHX MeTOIUK, TakMx Kak
MeTOnuKyM KIIIIP, MCIIOJIE3YeMEle B IIpMMepax.

Crnoco6sl BBeOeHMHS

[MpennouTuTesJIbHO, KOMIO3UIMM I[I0 M300peTeHM IpelHa3HAaUeHH
I0JIS BBeOeHMA B XeJIyIOUHO-KMUIEUHEM TpaKT IJsa obecleueHMS OOCTaBKU
/WA YaCTUUHOM MM IIOJIHOM KOJIOHM3AallMM KUIIeUHMKa OaKTepuaJlbHBEM
mTaMMOM 10 M300peTeHrin. OOBUHO, KOMIO3ULIUM IO M300pPEeTeHMI BBOOAT
nepopaljibHO, HO OHM MOTYT OHTL BBEeIOeHH pPeKTaJIbHO, MHTpaHa3aJIbHO

WM OYKKAJILHBEIM WM CYOJMHI'BAJIBHBEM I[IYTSAMA.

B onpeneJIeHHHX BapMaHTax peanmsanuu, KOMIIO 3ULIUM 1o
nz30bpeTeHMio MOTYT OBTL BBeleHH B Buie ryOkm (foam), cropes wuim
Tess.

B onpenesyle HHHX BapMaHTax peanmsanuu, KOMIIO 3ULIUM 1o

n300peTeHr0 MOTYT OHTb BBeIEHH B BUIe CYIIO3UTOPUSA, TaKOoI'o Kak
pPeKTaJbHBN CYIIIOBUTOPUM, HallpuMep, B bopme Kakao—-MacJja,
CUHTEeTHUYEeCKOTO TBepmoTro Xupa (Haopumep, CyIamnoumup (suppocire),
BUTEIICOJI (witepsol)), TJIMLEepOXeJlaTHuHa, MOJIMATUJIEHTJIMKOJIS  WMJIU
KOMIIO3UILIMY TJIMIIEPMHOBOTO MbUIa (soap glycerin).

B omnpeneJIie HHEX BapuaHTax peaamszalunu, KOMIIO 3ULIAIO 1o
n300peTeHnI0 BBOIAT B XeJYIOUHO-KMIIEUHHY TpakKT uepe3 TpyoOky,
Takyl KaK Ha30TacTpaJlbHHEM 3B0HI, OpOoTacTpalJiIbHHEM 3S0HI, XeJIyIOUHHM
30HI, enHOCTOMUUYeckKMM =30HO (J tube), uUpeckoxHas SHOOCKOIMUeCKAas
racTpocToMMsa (UBI'), WMIM OTBepCcTHEe, Takoe Kak OTBepCTMe B CTeHKe
TPYIHOM KJIeTKM, obecleuMBaoilee IOCTYII K XeJIyIKy, Tolel KUIKe, U
IpyIre NPUTOOHEE OTBEPCTHS OOCTYIIA.

KoMmmosuiium 1o u300peTeHMio MOTyT OHBTb BBeIeHH OIHOPas0BO,
MIM OHM MOTYT BBOIMUTLCSA IIOCJemoBaTeJIbHO IO CcXeMe JieueHus. B
ollpeneJIeHHHX BapMaHTax peajJu3alliy, KOMIOZULMM I[I0 U300peTeHUD
IpenHasHadeHH OJI4 eXeOHeBHOT'O BBeIeHud. I[IpuMephH OeMOHCTPUPYT,
uTO exelHeBHOe BBeleHMe ofecneuMBaeT YCIeMHYn KOJIOHM3alLuon U
KJIMHUYUECKYD II0JIb3Y.

B olnpeneJjle HHHX BapuaHTax peaamszalunu, KOMIIO 3ULIUA 1o
n300peTeHr0 BBOOAT PeTVyJAPHO, HaIpuMep, exXeoHeBHO, uUepes »OeHb

JIn eXeHeIleJILHO, Ha IIPOTAXEHNNM IOJIMTEeJIBHOT'O Ieprona BpeMeHN,
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Takoro KakK Ha I[OPOTSKeHUM I[I0 MeHbIleM Mepe OOHOM HeOeJdr, »OBYX
HemeJk, OIOHOTO Mecdla, IOBYX MecdlleB, MeCTV MeCdalleB WIM OTHOT'O
roma. IlIpMMepH IeMOHCTPUPYIT, UTO BBeleHMe BH MoOxXeT He NPUBOIOUTH
K IIOCTOSHHOM KOJIOHMB3AlMM KUIEeUHUKa, I[IO03TOMY pPeTryJISspHOe BBeIeHUe
Ha TPOTAXKEeHUM IJIMUTEJIBHEX I[IepUMOINOB BpPeMeHM MOXeT o0ecreurBaTh
OOJIBEIIY TepalleBTUUEeCKY IIOJIb3Y.

B HeKOTOPHX BapMaHTax peajM3alluy, KOMIO3UIMKM 10 M300peTeHMD
BBOOAT B TeueHMe 7 nHewM, 14 npHew, 16 ngHeM, 21 OgHA WM 28 @OHeH,
uin He ©OoJjee 7 gngHew, 14 gHew, 16 gpgHeM, 21 @OHS WIM 28 QOHEW.
Hanpuwmep, B HEKOTOPHIX BapMaHTax peajausaumun KOMIIO 3ULIUU 1o
n300peTeHnI0 BBOOAT B TeueHMe 16 OHeN.

B omopenejieHHEX BapMaHTax pealMs3aluy M300peTeHUsa, JIeueHUVe B
COOTBETCTBMM C U30OBpeTeHMeM COMNPOBOXIAETCS OLEeHKOM MMKPOOMOTEH
KMIIeUHUKa [alueHTa. JleueHMe MOXeT OBTHL IIOBTOPEHO, €eCJM OoCcTaBKa
U/UIM YacTUUHaS WM [IOJIHAS KOJIOHM3alMsS mMTaMMOM II0 M300peTeHMo He
OyOoyT OOCTUIHYTH M, TaKuM obpas3oM, 50beKkT He HabomaeTcd, WK
JleueHMe MOXeT OHTbH IIpeKpalleHO, eCcJM OOCTaBKa /WM YacTuuHasgd WU
[IOJIHASA KOJIOHM3alusa OyOyT YCIemHeMU U 50dbeKT HabjowmaeTcs.

B oIpeneJIeHHBIX BapuMaHTax peaamn3lanuu, KOMIIO3ULIM A 1o
N300peTeHn MOXeT OHTb BbBeleHa OepeMeHHOMY XMBOTHOMY, HalpuMep,
MJIEKOIIMTAKIEMY, TakKoMy KakK UeJIOBEeKY, C LeJibl IpelylpexieHUs
pasBUTUA T[IOBHIIIE HHEIX YPOBHEN Enterobacteriaceae N
pebeHka/IOeTeHsa in utero MU/MiIM IIOCJE €TI0 POXIeHMI.

KoMmnosuumm 1o M300peTeHMK MOTYT OBTE BBeIOeHH [allMeHTy C
YCTAHOBJIEHHEM OMATHOBOM IIOBHIIEHHHX YPOBHeM Enterobacteriaceae
W DoJIe3HU VI COCTOSAHUSA, aCCOUMUPOBAaHHBIX C [IOBHIIE HHEIMMA
YPOBHAMM FEnterobacteriaceae, WIM KOTOPHEM OBUI MASHTUOUIMPOBAH Kak
VIMENIIWY PMCK TIIOBHIIEHHHX VYPOBHeM FEnterobacteriaceae. KoMIIO3ULINHA
MOTYT Takxe OLHTbL BBeIOeHH B KauecTBe MOIPOOMIIaKTUUECKOM MepH IJAg
IpeloTBpameHr s pPa3BUTMA IIOBHINIEHHHX YpPOBHeW Enterobacteriaceae y
3O00OPOBOTO MNallMeHTa.

KoMmosuumm 1[I0 M300peTeHM© MOTYT OBTE BBeOeHH DalMeHTY,
KOTOPHEM OBl MISHTHUOUMLUMPOBAH KaK MMellMM aHOMaJIbHYl MUKPOOMOTY
KMIIeUHVKa . HaopuMep, VY DalVeHTa MOXeT HabJodaTbCcsd IOHMKeHHAad
KoJIoOHM3alMia Blautia WIM UMX OTCYTCTBMEe, M B UYacTHOCTM, Blautia

hydrogenotrophica, Blautia stercoris wiam Blautia wexlerae.
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KoMmosuuum 10O M300peTeHuK MOTyT OBTE BBeOeHH B BUIE
NIUIeBoTro NPONYyKTa, TaKoI'o KakK NuTaTeJibHasa nobaBKa.

B  o0GmewM, KOMIIO3ULIUM [0 M300peTeHMK [IpelHa3HaueHH  IJIg
JleueHMd JoOeM, XOTS OHM MOTYT OHRTb MCHOJIL30BAaHE OJIA JIeUueHUd
XVBOTHEX, BKJIOUAA MOHOTACTPUUECKHUX  MIEKONIUTAKINX, TakMx Kak
OoMamHsadg IOTUlla, CBMHBM, KOUWKMK, Cco0akKy, JoWaoy WIN KPOJIUKMU.
KoMmnosuuum 1[I0 M300peTeHUI MOTYT OBTh IIPUIOOHEMU OJIA YJIYUIIeHUI
pocTa M IOpOoOyKTUBHOCTU (performance) JKMBOTHEIX. IIpM BBeIEHUM
XMBOTHEIM MOXeT OHTL MCIIOJB30BAaHO BBeleHMe uUepes XeJIYOOUHHM 30HI.

B HeKOTOpPHX BapMaHTax pealmMsaluy, CcyOBeKT, KOTOPOMYy IOJIKHA
OBRITE BBeleHa KOMIO3MUMA, IMIpeIcTaBjigeT cobo¥ B3POCJOTO UejloBeKa.
B HeKOTOpPHX BapMaHTax peajus3alur, CyOBeKT, KOTOPpOMYy IOJDKHa OBTH
BBeleHa KOMIIOBMLMA, NIpeacTaBjisgeT cofol mialeHlla ueJIOBeKa.

KoMnoBsnurimumu

B ofmeM, KOMIO3UIMA I[IO0 MU300PETEeHUID COOEePXUT OakTepum. B
IPeOlIouTUTEJIbHEX BapMaHTax peajlu3aluy U300peTeHud, KOMIIO3ULMA
ONPUTOTORJIEHA B JUMOOUIMBMPOBAHHOM dopmMme. Hamnpumep, KOMIIO3UIMA II0
M300peTeHUIn MOXeT CoOepXaThb TIpPaHyJE WM XeJJaTUMHOBEE KallCyJIH,
HalprMep, TBeplhe XKeJIATMHOBHE KAaIlCyJIH, coIepxamme ©OaKTepuallbHBM
mTaMM T10 M300peTeHU.

[MpennouTuTesIbHO, KOMIIO3ULIM A 1o U300peTEHNO CONEPXUT
JIMOQUIIN3UPOBaHHEIE DaKTepun. JInodpunmmsaumsg BaxkTepun ABJIAETCA
Xopomo oTpa®oTaHHOM MOPOLeOypoM ¥ COOTBEeTCTBYHIMEe pPeKOMeHIOalluM
IpuBeleHs, HalpuMep, B paborax [25-27]. IlpuMeps OeMOHCTPUPYIT,
UTO KOMIIO3ZULIUM JIMOOMIIM3aTa ABJISTCH OCOOEeHHO 20OeKTUMBHBIMMA .

AJIbTEPHATUBHO, KOMIIO3UUIMA I[I0 U3I0OpPEeTeHN MOXeT COOepXaThb
XKVMBYER AKTUBHYKR OaKTepUallbHYD KYJIBTYPY. I[IpUMEpH IeMOHCTPUPYIT,
UTO KYJLTYPH OaKTepui 10 U300peTeHMId ABJIATCH TepaleBTHUUeCKU
5OOEeKTUBHEIMHA .

B HeKOTOPHX BapMaHTax pealu3aluy, OaKTepUaJIbHBEM MTaMM B
KOMIIOBULIUU IO M300peTeHUK He OBJI MHaAaKTUBUPOBAH, HapuUMep, He OB
VMHaAKTUBMPOBAH HaTlpeBaHMeM. B HeKOTOPHX BapMaHTax peajm3aliuy,
BakTepraJbHEM DITaMM B KOMIO3MUMM II0 M300peTeHMio He OBl yoOuUT,
HalpuMmep, He OvUI yOMT HaTpeBaHUEM. B HeKOTOpPHX BapmuaHTax
peaguzalumny, OakKTepMaJbHHM MTaMM B KOMIIO3MIMM 10 M300peTeHMI He

Ovl1 ocyabJjieH, HalpuMep, He OB ocJjabljieH HarpeBaHMeM. HamnpuMmep, B
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HeKOTOPHX BapMaHTax pealMszaluy, OaKTepMaJlbHEIM MTaMM B KOMIO3UIIUNA
no ms300peTeHUr He Ovl youT, VMHAKTUBUPOBaAH U/Miau ocjadjeH.
HanmpuMep, B HeKOTOPHX BRapMaHTax pealn3aluy, OaKTepMallbHEM MITaMM
B KOMIO3MLUUKM IO M300peTeHU  ABJISAEeTCH  XUBBIM. Hanpuwmep, B
HEeKOTOPHX BapMaHTax pealMszaluy, OaKTepMaJlbHBI MTaMM B KOMIIO3UILIUNA
[I0 M300pPEeTeHMI [ABJILeTCs XU3HeCIOCOOHBM. HanpuMep, B HeKOTOPHX
BapuaHTax peajamsaluuy, OaKTepMaJIbHEM MTaMM B KOMIO3MUIMM  II0
M300pEeTEeHN  CIOCOB0eH YaCTHMUHO WJIM  IIOJIHOCTBK  KOJIOHM3MPOBATH
KUIIEUHUK . Hanpuwmep, B HEeKOTOPHX BapMaHTax peanuzanuny,
BaKTepMaJIbHEM  WTaMM B KOMIIOBULMM I[IO M300peTeHMI  ABJIAETCH
KUBHECIIOCOOHEIM M CIIOCOOEH UYaCTHMUHO WMJIM IIOJIHOCTBK KOJIOHM3MPOBATH
KUIIEUHUK .

B HeKOTOpPHX BapMaHTax peaju3aluy, KOMIIO3MLMA COLNEPXUT CMeCh
XUBEIX OaKTepMaJIbHEX MTaMMOB UM YOUTHX OaKTepMaJIbHBX MTaMMOB.

B [OpeXlouTMTeJSIBHEX BapMaHTax peaju3aluy, KOMIO3MLUMA  IIO
M300peTeHN MHKAICYJMpOBaHa IJiA of0ecCleueHMd BO3MOXHOCTM IOCTaBKMU
fakTepraJbHOTO MTaMMa B KMIIEeUHMK. JVHKAICYyJIMpOBaHMe  3aluiaeT
KOMIIOZULMID OT »Oerpalaluy OO LOOCTAaBKM B LeJileByl o00JlacTh IIYyTeM,
HallpuMep, pa3peBa B pesyJlbTaTe XMMUUECKUX WU  QUBUUIECKUX
BO3OEMCTBUM, TaKMx KakK HOaBjleHue, bdepMeHTaTHMBHasd aKTUBHOCTL, WU
dusmMUeckoe paszpylleHMe, KOTOpOEe MOXeT MHUIMMPOBATHLCSA WM3MEeHEHUAMU
pH. MoxeT OHITH MCIIOJIb30BaH Jodon OIPUTOOHEM crioco®
MHKAICYJIMPOBaHNUSA . TUNMUHEIE IIPMMEPHE MeTOOUK  MHKAICYJUPOBaHMUSI
BKJIOUAIT 3axXBaT B IIOPUCTOM MaTpHulle, OIPUCOeOMHEeHMEe WM aIcopOluio
Ha [IOBEPXHOCTSAX TBEepPOOoTO HOCUTeJIA, camoarperaluuio nyTeM
GIOKYIALMM MM C IIOMOWBK CHIMBAKIKMX al'eHTOB, U MeXaHM4JeCKOoe
yIOepXMBaHMe 3a MMUKPOIIOPUCTOW MeMOpaHOM WM B MHMKpOKAICyJe.
PexoMeHDalMM I[I0 MHKAICYJIMPOBAHWK, KOTOPEE MOI'YT OBTH I10JIE€3HEMU
0JIs IPUTOTORJIEHU S KOMIIO 3UILIUN 1o n300peTeHnD, [IpUBELEHE,
HallpuMep, B MCTOUHMKax [28-29].

Komrniosuumsa MoxeT OBTBH BBeleHa IIepopallbHO W MOXeT MMeThb
bopMy TabJIeTKM, KaICYJIH WM I[IOPOIKa. VHKAICYJINPOBAHHEE [IPONYKTEL
ABJIATCHA TIPEONOUTUTENLHEMY, IIOTOMy 4YTO Blautia NOpeacTaBJISOT
coboM aHampobH. [pyIMe MHITPEeOIMeHTH (TakKMe KakK, HalpuMep, BUTaMMH
C), MOTyT OHTbH BKJKUEHH B KaudeCTBe IMOIJIOTUTEJIEM KUCJopoHma u

HpeéMOTMT{eCKVIX Cy@CTpaTOB OJIA YJIy4dIIeHVMA IJOCTaBKMU I/I/I/IJ'H/I YaCTUUYHOM
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UV TIOJIHOM  KOJIOHM3alUMM ¥  BEIKMBAHMS 1In  Vvivo. AJbLTEepHATUMBHO,
NpoBroTHUYeCKas KOMIIOSMIMA I[I0 U300pPeTeHMI MOXeT OBTL BBeleHa
epopasjlbHO B BHMIEe OMIEBOTO MM IUTATEJLHOTO IPOINYyKTa, TaKoro Kak
bepMEeHTUPOBAHHEIT  MOJIOUHEI  IPOOYKT  Ha  OCHOBE  MOJIOKA WM
CEIBOPOTKM, WJIM B BUIe OapMalleBTUUECKOTO MIPOOYKTa.

KOMITO3MIMS MOXeT COCTaBJIeHa KaK [NPOOMOTHK.

KoMIosnims o M300peTEeHUO BKJIOUAET TepalneBTHUUYECKU
50beKTMBHOE KOJUMUECTBO 0OaKTepuasJlbHOTO MTaMMma [0 MW300peTeHMrb.
TepaneBTHUUYeCKM SbOOeKTUBHOE  KOJUUECTBO OaKTepuasJlbHOTO  MTaMMa
ABJIAETCS HOOCTATOUHHM IJIS OKa3aHMg I[IOJIOXUTEJIbHOTO BO3IEMCTBMA Ha
naunveHTa. TepaleBTHUUYeCKM DbOOeKTHMBHOE KOJUUECTBO OaKTepralJlbHOTO
mTaMMa MOXeT OBThb HJOCTATOUHHM [JIS ofeclHeueHrs MHOOCTaBKM U/WIK
YAaCTUUYHOM MM TIOJIHOM KOJIOHM3AalMM KMIeUHMKa I[alMeHTa.

[lpuronHasa exegHeBHas no3a OakKTepui, HaIpyMep, IJIS B3POCJIOTO
UeJIOBEKa, MOXEeT COCTaBJIATL OT IOIpuMepHo 1x103 no mnpuMepHo 1x10%:
KOJIOHMeOOpasymmx eguuanil, (KOE); Hampumep, oT OpuMepHo 1x107 mo
npuMmepHo 1x10° KOE; B »OpyromM mOpuMmepe, OT mOpuMepHo 1x10° mo
npuMepHo 1x101° KOE; B mOpyroM IpuMepe, oOT OpuMepHo 1x107 mo
npuMepHo 1x10'* KOE; B mOpyroM IOpuMepe, oOT OpuMepHo 1x10%8 mo

npuMepHo 1x10° KOE; B QOpyroM MOpuMepe, OT mOpuMmepHo 1x10% mo

npuMepHo 1x10' KOE.

B onpenesieHHEX BapMaHTax  peaju3alnu, mosa BaKkTepnit
cocrTaBJgeT II0 MeHbmell Mepe 10° KJeToKk B OeHb, HalpuMep, IO
MeHbmel Mepe 10%°, no MeHbmein mepe 10, wmam no Menbmelr Mmepe 1012
KJIETOK B HOeHb.

B omopenesieHHHX BapMaHTax peajM3alyry, KOMIOSUIMA COISPXUT
OaKTepraJibHLM MTaMM B KOJMUECTBe OT MpuMepHo 1x10° mo mnpumepHo

1x10!t KOE/r, [0 OTHOWNEHMHO K Becy KOMIO3MLMMU; HalpuMep, OT

nprMepHo 1x10% mo mpumepHo 1x101° KOE/r. Jos3a MOXeT COCTaBJIATEH,
Hamnpumep, 1 m, 3 1, 5 0 u 10 1.

TUNWYHO, MNPOOMOTHK, TaKoM KaK KOMIIO3MIMA I[I0 M300peTeHuo,
HeoOg3aTeJIbHO OOBeIMHAT C I[IO0 MeHblel Mepe OOHMM [IPUTOIHLM
CoenMHeHMeM—IIPeOMOTUKOM. CoenmHeHne-pedbroTUK OBLIUHO

npencraBigeT CcoOOM HellepeBapMBAaEMEM YIJIEBOI, TaKoM KaK OJIMTO-—
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WM ToJMcaxapul, WM CcaxapoCIMpPT, KOTOPHM He pa3jaraeTcad WMIXM He
BCacHBaeTCsa B BepxHeM OTOejle IMIEeBapUTEeJIbHOTO TpakKTa. JV3BeCTHHE
Iped®rOoTHUKM BKJOUAIT KOMMepuecKkHMe IMIPOIOYKTH, TakKue Kak WHYJIMH U’
TPaHCTaJJaKTOOJUTOCaXapPUIH .

B onpeneJjie HHHX BapuaHTax peaamszalnu, npobuoTnuuyecKas
KOMIIOBUIIMA TIO0 OaHHOMY M300peTeHMI0 BKJIUaAeT CcoeldVHeHMe-NpedMroTUK
B KOJIMUECTBEe OT IMIpUMEPHO 1 @»no npmuMepHo 30% Mac. IO OTHOIWEHUI K
oBmeMy BeCy KOMIO3MLMM (Hanpumep, oT 5 mo 20% wmMac.). YIJeBOIH
MOTYT OBTE BHOPaHH M3 TPYIIL, COCTOAMEN M3: (PYKTOOJIUIOCaAXapUIOB
(nnm FOS), KOPOTKOILEIIOUEUHHX (QPYKTOOJIUTOCaXapUIooB, VHYJIMHA,
M30MaJIbTOJIUTOCaXapuiloB, IIE€KTMHOB, KCUJIOoOoJMUTocaxapumor (mam XO0S),
XUTOBaHOJMIocaxapunos (mian COS), OeTa-IUIKaHOB, MOOUOUUMPOBAaHHEIX
aAPaBUMCKOM  KaMeIblo (arable gum) M  PEe3UCTEHTHHX KpaxXMaJloB,
IOJIMIOEKCTPO3E, D-TaraTos3H, aKalMeBHxX BOJIOKOH (acacia fibers),
BOJIOKOH pPOXKOBOT'O JepeBa (carob), oBca M LUTPYCOBHX. B OIHOM
acIiexkTe, npeBroTUKA IpenCTaBJIST cobomn KOPOTKOLIEIIOUEUHEIe
bpyKTOOIUTOCAXapPUIELL (OJ1d4 TOpoCTOTH oB0o3HavawTcd majlee KUI-FOS
(FOSs-c.c.)); yKasaHHEe K1-FOS ABJIAITCSA HellepeBapyBaeMbMU
yIJieBomaMy, OOBUHO TIIOJIyYaeMEMM IIyTeM KOHBEPCHM CBEKJIOBUUHOTO
caxapa M coIepXxamumy MOJIeKYJIy Ccaxapo3h, C KOTOPpOM CBASAHH TPU
MOJIEKYJIBl TUIIOKO3E .

KoMmosuumum 1[0 u300peTeHMido MOTYT CcoIepXaTh ¢apMalleBTUUeCKNU
opueMsieMble SKCUMIMEHTH WMJIM HOCUTEeJNIM. IIpuMeph TakMuX IPUIOIHEX
DKCUUIIMEHTOB [IpUBEeOeHE B VUCTOUHNUKE [30]. [MpremiieMee o4
TepaleBTUUeCKOTO I[IPUMEHeHMS HOCUTEJIM MWK pasdaBUTes M  XOPOoIo
M3BECTHE B (QapMalleBTUKE W OIMCAHE, HalpuMep, B MCTOUYHMKe [31].
[IpuMepH OIPUITOOHEIX HOCUTeJIeM BKJOUAaT JAaKTOo3y, Kpaxmal, IJIOKO3Y,
MeTUJILEJJI0JIO3Y, CcTeapaT MarlHMS, MAaHHUT, COPOUT ¥ T.IO. [IpUMepH
OIPUTOIHEX pasbaBuUTeJel BKJIOUADT STaHOJ, IJIMLUEePMH ¥ BOIY. BHOOP
bapMalleBTUUECKOTO HOCUTEJA, DSKCLUMIMEeHTa WM pa30aBUTesISI MOXeT
IPOBOIUTLCA C YUeTOM IpenlojaraeMoro IYyTM BBeIeHMS UM CTaHIapTHOMU
bapMalleBTUUECKOM MNPaKTUKU. dapMalleBTUUECKME  KOMIIOBUINM MOTYT
comepXaTh B KauecTBe, WMJIM B IOOMNOJHeHMe K, HOCUTEeJ, 3SKCUUIMEeHTY
WM pazbaBuTeJIO, Joboe OIpUrogHoe cBAsyIee (cpasyomme) ,
CMalHBawnlee BemMecTBO (BemecTBa), CYCHeHIVMPYINMUM areHT (aT'eHTH),

[IOKPOBHOE BelleCTBO (BemecTBa) , COJIROMIIN3aToP (H) . [TprMe s
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IPUTOIHEX CBA3YIMMX BKJIOUALT KpaxMmall, XeJaTuH, IPUPOIHHEe caxapa,
TakMe Kak TJIoKO3a, ©0Oe3BOOHYID JaKTo3y, CHIOYUy JakTosy, OeTa-
JIaKTO3y, CaxapMCTHe BelleCTBa KYKYPY3H, IIPUPOIOHEE U CHUHTeTUUeCKH e
KaMenoyu, Takue Kak TIyMMuapabuk, TparakaHT WIM aJbI'MHaT HaTpudg,
KapOOoOKCUMETUIILEJIJIIOIIO3Y U I[IOJUBTUIIEHTJIMKOJIL . I[IpUMEepH OIPUIOIHHX
CMalHBallMX BeMecTB BRJLYALT oJeaT HaTpuig, cTeapaT HaTpui,
CTeapaT MarHu#A, OeH30aT HaTpHUL, alleTaT HaTPUA, XJIOPUI HaTPpUI U
T.11. KoHCcepBaHTH, CTabuanM3aTOPE, KpacuTeJIM U »Oaxe BKYCOBEHE
areHTH MOTYT OHBTE OPelyCMOTPeHH B (QapMalleBTUUYeCKOM KOMIO3ULMUMA.
[IpuMepH KOHCEepPBaHTOB BKJIOU AT BeHzo0aT HaTpuUH, COPOMHOBYIO
KMCJIOTY, LUMCTEeMH ¥  CJIOXHEE 20MPHEH [I-0OKCUOEH3O0MHOM  KMUCJIOTH,
HalpyMep, B HEKOTOPHX BapMaHTax peajM3aluM KOHCEPBAHT BHOMpAKT
3 ©OeH30aTa HaTpUig, COPOMHOBOM KMUCJIOTHL ¥ CJIOXHHBX DS0MPOB II—
OKCUBeH30MHOM KMCJIOTH . Takxe MOTYT OHITH VCIIOJIbL 30BaHE
AHTHMOKCUIOAHTE M CyYCHeHIMpYIIMe aleHH. JOMNOJHUTEJBHEM JIPUMEPOM
OPUTOOHOTO HOCUTEJIA H[ABJIAeTCA caxXapos3a. JOINOJHUTEJBHEM IPMMEPOM
KOHCepBaHTa fABJISeTCA LUUCTEUH.

KoMmosuumuy 1o um300peTeHMion MOI'yT OBTE COCTABJIEHEL B BUIE
IMMeBOTO MNponykKTa. Hampumep, IIMIIEBOV IIPOOYKT MOXeT ofOecleurBaTh
OUTaTeJIbHYID II0JIB3Y B IOIOJIHEHMe K TepaleBTHuUecKoMy 5BoderTy II0
n306peTeHno, Takyln Kak |y IIMTaTeJIbHOM »mobaBKM. AHaJOTMUYHO,
KOMIIOBULIMA  OIUIEBOTO OPOIOYyKTa  MOXeT  OHTb cocTaBJleHa TaKMM
o0pasoM, UTOOH OHa YCUJIMBAJIA BKYC KOMIIO3MIMM II10 U300pPeTeHUD WK
nejajia KOMIIO3UIMID 0oJiee MNPpUMBJIIeKATEJILHOW IJIS yHOTpeBJIeHMS 3a CUerT
foJiblero ee CXOoICTBa ¢ OOBUYHBEM KOMIIOHEHTOM IIMIM, a He C
bapMalleBTHUUECKOM KOMIIO 3ULIMEN . B onpenejIeHHHX BapMaHTax
peajJu3ally, KOMIIO3MIIMIO II0 M300peTeHMId COCTaBJILART B BUIEe NPOIYKTa
Ha OCHOBe MOJIOKa. TepMrH "IDpoOyKT Ha OCHOBe MOJIOKa" o3Hadaer
JIOO0OM XKUOKUM MM IIOJYTBEepOHlM OPOIOYKT Ha OCHOBe MOJIOKA WM
CHIBOPOTKM, MMENUM pa3jIMuHOe CcoIOepXaHre XUPOB. IIpOOYyKT Ha OCHOBEe
MOJIOKa MOXeT OBThL, HalIpuMep, KOPOBLMM MOJIOKOM, KO3bLUM MOJIOKOM,
OBeULVM MOJIOKOM, CHSATEIM MOJIOKOM, ILeJIbHEM MOJIOKOM, MOJIOKOM,
BOCCTAHOBJIEHHHM M3 CYXOT'O MOJIOKAa U CHBOPOTKM ©0e3 KakKou—-Jmubo
nepepaboTKM, WIM IIepepaboTaHHHM IIPOOYKTOM, TaKMM KaK MWoTVypPT,
IpOCTOKBaAlNla, CBEPHYBIeecsa MOJOKO, KMCJIOe MOJIOKO, KMCJoe IleJibHoe

MOJIOKO, IIaXTa W »OpyIrure KHMCJIBEIe MOJIOUHEE IIPOOYKTEI. J_'prr'a,q BaXHaAd
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I'pyIilia BKJIKDUaeT MOJIOUYHEIE HaIlIlUTKW, Tarme Kakr HaAIIMTKM ns
CEIBOPOTKM, KHMCIJIOMOJIOUHEIE IIPOOYKTE, CI'YIIeHHOE MOJIOKO, 3aMeHUTEeJIN

TpyOHOTO MoJIoka (infant) wMIM MOJIOKO IJiS HOeTckoro nuTaHusa (baby

milks); MOJIOUHEE HallUTKM CO BKYCOBEMM JoODaBKaMmM (flavoured
milks), MOpOXeHOe; coIepXallMe MOJIOKO IMIMIEBHE IMIPOOYKTEH, Takue Kak
cJjlacTu.

B HeKOTOPHIX BapMaHTax pealM3aliMM, KOMIIO3UIUM I10 M300peTeHU0
comepXaT OIMH MJIM HEeCKOJIbKO OaKTepHuallbHHIX MTaMMOB poma Blautia u
He comepxaT OakTepul Kakoro-jubo IOpyT'oro poma, WIM CcoOmepxarT
TOJILKO MMHUMMaJIbHOe (de minimis) WM OKOJIOTMUECKM HesHauuMoe
KOJIMUECTBO DaKTepuil IPYyToro poa.

B onpeneJleHHHX BapuaHTax peanmuszauuu, KOMIIO 3ULIUN 1o
n306peTeHUI0 CcomepXaT OIMH OaKTepMraJlbHEM mITaMM WM BUI U He
comepXaT Kakux-Jubo Ipyrux OaKTepraJlbHEIX MTaMMOB WMJIM BUIOEB.
Taxkue KOMIIO3UILIUY  MOT'YT comepXaThb TOJIBKO  MMHUMAJILHOE W
OMOJIOTUYECKM He3HauMMoe KOJMUECTBO IPYIUX OaKTepMaJIbHHX MITaMMOB
WM BUOOB. TakMe KOMIO3ULUMM MOTYT OHTH KYJbLTYPOM, IO CYMeCcTBY He
comepxamey IOpyTMxX BUIOB OPIaHM3MOB (species of organism). B
HEeKOTOPHX BapMaHTax pealusalluy, Takue KOMIO3MLMM MOTYT OHTH
IMOOUIMBAaTOM, II0 CYImEeCTBY He COIepXamyM OPpYyTMX BUIOB OPITaHM3MOB.

B onpeneJle HHHX BapMaHTax peanmsanuu, KOMIIO 3ULINN 1o
n300peTeHnI0 COoIepXaT OIMH WM HEeCKOJBKO OaKTepMallbHHX MITaMMOB
poma Blautia, HamnpuMmep, Blautia hydrogenotrophica, ¥ He COIepXaT
Kakoro-Jjamubo Opyroro 0aKTepuajJbHOTO poda, WIM COIepXaT TOJBKO
MYHYMAJIEHOE WM OMOJIOTMUYECKM He3HauMMoe KOJMUeCTBO OaKTepun
IPpYyTOTO poda. B oHnpelelIeHHHX BapMaHTax pealus3alry, KOMIIO3UIIUU 10
nzobpeTeHuio  coImepxaT OoIMH Bun  Blautia, HalpuMep, Blautia
hydrogenotrophica, M He COIEpPXaT KakKUX—-JMOO OPpYIMx OaKTepMraJlbHHX
BUIIOB, NI comepxarT TOJILKO  MMHMMAJILHOE  WJIU BUOJIOTUUECKN
He3HauuMMoe KOJIMYeCTBO OakKTepu¥d IpyTroTro BuAaa. B olIpelelIeHHBX
BapMaHTax pealus3alry, KOMIIOSUIUM I[I0 UW300peTeHud CcolepXaT OIMH
mTaMmMm ~ Blautia, HanopuMmep, Blautia hydrogenotrophica, u  He
comepXaT KakKMx-JMOo IpyImx OaKTepMaJlbHEX MITaMMOB WJIM BMIOB, WJIU
comepXxar TOJIBKO MYHVMAaJILEHOEe VI BUoJIOTUUECKN He3HauuMoe
KOJIMUEeCTBO OakKTepuM IpyToTo MTaMMa WM BUIA.

B HeKOTOPEX BapMaHTaxXx pealjim3alilliM, KOMIIO3MIIMKM IIO MSO@peTeHMD
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comepxaT OOJiee OHOHOTO OaKTepMallbHOT'O MTaMMa WM BuIOa. Hamnopumep,
B HEKOTOPHX BapMaHTax pealr3alluy, KOMIO3MIMM IIO0 MN300peTeHU
comepxaT OOJilee OIOHOT'O WMTaMMa OIOHOTO ¥ TOI'O Xe Buma (HalpuMmep,
tojee 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 15, 20, 25, 30, 35, 40 wmum
45 mTaMMOB) M, Heo®g3aTeJIbHO, He comepXaT ©OakTepul KaKuUx-JuUbo
IPYITMX BMIOB. B HEKOTOPHX BapMaHTax peajin3aluy, KOMIO3UIUM II0
n3obpeTeHUn comepXaT MeHee 50 mTaMMOB OIHOTO M TOI'O Xe BUIa
(HanpuMep, MeHee 45, 40, 35, 30, 25, 20, 15, 12, 10, 9, 8, 7, 6,
5 4 wimm 3 mTaMMoOB) U, Heobsa3aTeJIbHO, He coIepxaT ©OakTepumn
KaKuxX—-Jubo »OpyI'Mx BUIOOB. B HEKOTOPHX BapMaHTax peajlu3aluu,
KOMIIOBULIUKX II0 M300peTeHMBO comepxar 1-40, 1-30, 1-20, 1-19, 1-18,
1-15, 1-10, 1-9, 1-8, 1-7, 1-6, 1-5, 1-4, 1-3, 1-2, 2-50, 2-40,
2-30, 2-20, 2-15, 2-10, 2-5, ©6-30, ©6-15, 16-25, wmmm 31-50
mTaMMOB OIOHOT'O M TOT'O Xe BuIOa M, HeoO4a3aTeJIbHO, He comepXarT
BakTepun KaKuUxX-Jmnobo OIPYyITMX BUIOB. B HEKOTOPHIX BapMaHTax
peaau3alMy, KOMIIO3MLUMM II0 M300peTeHMI comepxXxaT ©OoJjiee OOHOI'O BMIAa
1“3 OOHOTO M TOTI'O Xe pola (Hampumep, ©Oojee 1, 2, 3, 4, 5, 6, 7,
8, 9, 10, 12, 15, 17, 20, 23, 25, 30, 35 wmmm 40 BUIOB) WU,
HeoBA3aTeJIbHO, He coaepxaT OakTepuy Jmoboro Opyroro poma. B
HEKOTOPHIX BapMaHTax peanu3zaluuun, KOMIIO3MUMM  IIO n300peTEeHN
comepxaT MeHee 50 BMOOB M3 OIOHOT'O M TOTO Xe poIla (HaIpuMmep,
mMeHee 50, 45, 40, 35, 30, 25, 20, 15, 12, 10, 8, 7, 6, 5, 4 wmm
3 u, Heo®A3aTeJBHO, He coIepXxaT OaKTepur J0OOTO IpPyToro pola. B
HEKOTOPHIX BapMaHTax peanuzanuunu, KOMIIO3MUUM  IIO n300peTeHUD
comepxar 1-50, 1-40, 1-30, 1-20, 1-15, 1-10, 1-9, 1-8, 1-7, 1-¢,
1-5, 1-4, 1-3, 1-2, 2-50, 2-40, 2-30, 2-20, 2-15, 2-10, 2-5, 6-
30, 6-15, 16-25, wmmm 31-50 BMOOB M3 OIHOTO WM TOTO Xe pola wu,
HeoOsaA3aTeJIbHO, He comepxarT BaxkTepunt JOOTO  IOpyToro  pola.
Nz0BpeTeHre BKJIKUAeT JIOOHE KOMOMHALMM BHIIEONMCAHHEX BapMaHTOB.

B HeKOTOpPHX BapMaHTax peaJau3aluu, KOMIIOBUIIMA  COINEPXUT
MUKPOOHBI KOHCOPLINYM. Hanpumep, B HEKOTOPHIX BapMaHTax
peajMzaluM, KOMIIOBMIMSA COIEPXMUT OaKTepMalJlbHEI mTaMMm Blautia B
cocTaBe MHMKPOOHOTO KOHCOpPLMyMa. HamnpyMep, B HEeKOTOPHX BapuaHTax
peaamzauny, BakTepnalibHEM T aMM Blautia MIPUCYTCTBYET B
KoMOMHALMM C OOHMM WJIM HeCKOJLKMMM (HalpuMep, IO MeHbllel Mepe 2,

3, 4, 5, 10, 15 wnmm 20) g»gpyrummu OaKTepUMaJlbHEMM MITaMMaMi U3
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IPYTUX POIOB, C KOTOPHMM OH MOXET CYINeCTBOBATE CUMOMOTUYECKM In
Vivo B KMIIeUHMKe. HamnpmuMep, B HEKOTOPHX BapMaHTax pealus3alunu,
KOMIIO BULIU A COOEPXUT BakTeprabHuM T aMM Blautia
hydrogenotrophica B kKOoMOMHaLMM C OaKTepMaJIbHEIM MTaMMOM U3
Iopyroro pona. B HeKOTOpPHX BapMaHTax peaJdmMsaliuu, MUKPOOHLI
KOHCOPLUMYM COOEPXMUT nOBa wuIM OoJble OaKTeprallbHHX  IITaMMOB,
IIOJIYUEeHHEX M3 ofpa3la o¢ekaJu OIHOTO OpTraHM3Ma, Hallpumep,
yeJloBeka. B HeKOTOPHX BapMaHTax pealu3aluM, MUKPOOHEM KOHCOPLUYM
He BCTpeuaeTCs BMeCcTe B Ipupole. Hanpumep, B HEKOTOPHX BapMaHTax
peagm3alMy, MUKPOOHHEN KOHCOPLUUYM COOEPXUT OaKTepMrallbHHE IITaMME,
[IOJIyUeHHEe U3 o00pa3uoB O(eraJguy IO MeHBIIeM Mepe IOBYX Pa3HHX
OpPTaHM3MOB. B HeKOTOpPHX BapMaHTax peajJu3alnu, IOBa  pPasHBX
opraHM3Ma IIpMHamjlexaT K OIHOMYy M TOMYy Xe& BUIY, HalpuMep, IBa
Pa3HEIX UYeJIOBEKa. B HEKOTOPHX BapMaHTax peaju3aluy, IOBa pPa3HHEX
opraHMzaMa [NpelCTaBJgioT cofoM MIaIeHlla UYeJIoOBeKa ¥ B3POCJIOTO
UeJIOBekKa. B HEKOTOPHX BapMaHTax peajM3aluy, OBa Pa3HHX OpIraHM3Ma
IpenCcTaBJIAT CcoOOM UYeJIOBeKa U MIekolNuTawlee, He  ABJIAKIEeCs
UEeJIOBEKOM.

B HeKOTOPHIX BapMaHTax peajJu3aly, KOMIIO3ULIUSA [0 MU300peTeHU
HOOIIOJIHUTEJILHO COIEePXUT OaKTepMrallbHEM IITaMM, MWMeIMM Takue Xe
XapaKTepUCcTUKM ©Oe30IIaCHOCTM M TepaleBTHuueckoy 20OeKTHMBHOCTHM, Kak
n mramMm Blautia hydrogenotrophica, HOelNOHVMPOBAHHEM C HOMEPOM
nocTyrna DSM  10507/14294, HO He dgBJjgiomuicg mTaMMoM Blautia
hydrogenotrophica, IOEIIOHVPOBAaHHEM c HOMEPOM oocTyIa DSM
10507/14294, unu He gpidwommiicas Blautia hydrogenotrophica, WX He
ABJgmMiica Blautia.

B HeKOTOPHX BapMaHTax peaju3aluy, KoT'da KOMIIO3MLIMA IIO
N300pEeTEeHNK COOoepXuT O0oJiee OIOHOT'O OaKTeprallbHOT'O WMTaMMa, BUIa
WIM PpoIa, WHIMBUIOYaJbHHEe OakKTepuallbHHE MTaMMB, BUIOE WJIM POIH
MOTYT OHTL OpelHa3HaueHH OJI4 pPas3delJIbHOTO, OIHOBPeMeHHOTO WM
IoCJIeIOBaATEJIbHOTO BBeleHUA. Hanpumep, KOMIIO3UIIMA MOXEeT coIepXaThb
BCe M3 0oJilee UYeM OIOHOI'O OaKTepMraJlbHOT'O MTaMMa, BMIOa WIXM poha,
uim  OaKTepMaJibHEE  MTaMMH, BUOEL WJIM POIOE MOTYT XPaHUTLCSA
pa3melibHO " BBOOUTLCH pasnesibHO, OOHOBPEMEHHO W
[IOCJIenOBaTEeJIbHO. B  HeKOTOPHX BapMaHTax pealmMs3auuu, 0OoJjiee UeM

OIIVIH GaKTepMaﬂbHBIe mTaMMEBI, BMIEI VJIM POIOHEH XPaHATCA pa3geJIEHO, HO
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CMEmMBATCSA IIepel MCIIOJb30BaHVEM.

B HeKOTOPHX BapMaHTax peaJmMs3aluu, OaKTepMaJIbHEM ITaMM IJIA
VICIIOJIL30BAHMS IIO0 M300peTeHMIO IIoJIyYalnT W3 (ekajui B3POCJIOTO
yeJIOBEeKAa. B HEKOTOPHX BapMaHTaxX peadM3allrM, KOoI'Ia KOMIOBMUIMUA IIO
UB00peTeHNd COomepXxuT O0oJiee OIDHOTO OaKTepuaJlbHOT'O IMTaMMma, BCe
fakTepMalIbHEIE ITaMME IIOJIYYalT M3 (ekaJiui B3POCJIOTO ueJioBeKa WM,
ecym IPUCYTCTBYIOT opyTrue BaKkTepralbHEeE T aMMEHI, TO OHM
IPUCYTCTBYIOT TOJBKO B MMHMMAJILHEX KOJMUECTBAxX. BakKTepuM MOTYT
BHpAIMBATLECS B KYJbBTYpe IOocJe IMOJIYUeHMS U3 OQpekaJuil B3POCJOTO
yeJIOBeKa U MCIIOJIB30BATLCS B KOMIIOBUILNWM 10 M300peTeHUO.

B HeKOTOPHX BapMaHTax peaju3aluu, OOVMH WJM  HECKOJIBKO
fakTepMalIbHEX mTaMMOB Blautia SBJgeTCd/ABJIARTCS eOVMHCTBEHHBM
TepalleBTUYEeCKM aKTHMBHEM aTl'eHToOM (areHTamMM) B KOMIO3MUMM  IIO

nzobpeTeHmio. B HEKOTOPHX BapMaHTax peajgu3aluyu, OaKTepuraibHBM

T aMM (IIT aMMBI) B KOMIIOBMLUMM  ABJISETCA/SABJISOTCA  €OUMHCTBEHHHM
TepalleBTUUECKM aKTMBHBEM al'eéHTOM (al'eéHTaMM) B  KOMIIO3MLMUM IIO
M300peTeHrD.

KoMmosmuliuy OJisS MCIOJbL30BAaHMSA B COOTBETCTBUM C U300peTeHMreM
MOTYT HYXIAaTbLCS B pas3pelleHVM Ha Opomaxy WM He Tpe®oBaThb TaKOoTO
paspemeHmns.

B onpeneJyIe HHHX BapMaHTax peanmsanuu, nzobpeTeHme

IpenycMaTpmBaeT BHIIeYKa3aHHYO @apmaueBTquCKon KOMIIO 311N, B

KOTOpPOM yKa3aHHBMN BaKTeprallbHEMN T aMM ABJIAeTCSH
JIMOOUIIM3UPOBAHHEM. B oInpeneJIe HHEX BapMaHTax peanmuzanuu,
nzobpeTeHme npenycMaTprBaeT BHIIEYKAaBAaHHYIO bapmMalleBTHUUECKYIO

KOMIIOZUIIMIO, B KOTOPOM VYKaBaHHHM OaKTepMaJIbHEM MITaMM IIOIOBEPITHYT
PACIEUIMTEJILHOM  CYIIKe. B omnpeneJyieHHHX BapraHTax peajmM3aluu,
nzobpeTeHme npelycMaTprBaeT BHIIEYKABAHHY bapMalleBTHUUECKYIO
KOMIIOBUIIMIO, B KOTOPOM OaKTepMaJIbHEM MITaMM JIMOQMIIM3MPOBAH WM
IIOOBEPTHYT PACHBJIMTEJILHOM CYIIKe, M B KOTOPOW OH SABJISETCS XMBEM.
B omopeneJleHHHX BapraHTax peaM3alnu, MU300peTeHMe IpedycMaTprBaeT
BHIIEYKAa3aHHYIO bapMalLeBTHUUECKYIO KOMIIO 3ULIMIO, B KOTOPOM
BaKTepPMaJIbHEM MTaMM JIMOQMIM3UPOBAH WJIM IIOOBEPTHYT PACHIBUIMTEJIbLHOM
CymKe, ¥ B KOTOPOM OH SABJIAeTCH XUBHECIOCOOHHM. B OIpeneJIeHHEX
BapMaHTax pealmMs3aliny, wu300peTeHre IIpelyCMaTpVBaeT BHIIEYKa3aHHY

bapMalleBTUUECKYD  KOMIIO3UIIMI, B KOTOpoM OaKTepMalIbHHM  MTaMM
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JIMOOUIM3UPOBAH MM IIOIOBEPTHYT PAaCHBIIMTEJILHOM CylKe, M B KOTOPOU
OH CHOCODeH YacCTUMUHO WJIM I[IOJIHOCTBI KOJIOHM3MPOBATE KHUIIEUHUK. B
OIIpeleJIeHHEIX BapMaHTax peaju3aluy, M300peTeHMe IIpenycMaTpuBaeT
BHIIEYKA3AHHVIO bapMalleBTUUECKYIO KOMIIO 3UILIMD, B KOTOpOMn
BakTepraJbHEM MTaMM JMOQUIM3UMPOBAH WMJIM HOOBEPTHYT PAaCOHIMTEJILHOM
CYIIKe, Y B KOTOPOM OH HABJIAEeTCH XUMBHECHOCOOHEIM U crocobeH
YaCTUUHO MM IIOJIHOCTBI KOJIOHUM3MPOBATH KUIIEUHUK .

B HeKOTOPHX CJdy4Yasax, JUOOUIMBUPOBAHHHM WIM [IOOBEPITHYTHM
PacCIBEUIMTEJIEHOM CylKe OaKTepMrallbHBM ITaMM BOCCTAaHABJIMBAKLT IIepen
BBeeHMeM. B HEKOTOPHX Cliydasax, BOCCTAHORBJIEHME OCYWEeCTBJIAT C
[IOMOIIBID pas3baBuUTesid, OIMCAHHOTO B IOAaHHOM INOKYMEeHTe.

KoMmmosuumm 1[I0 M300peTeHMI MOTYT CcomepXaThb o¢apMaleBTUUeCKU
npreMiieMbEe SKCLUUIIMEHTEH, pa3faBUTeJ M MM HOCUTEJN.

B olpeneJIeHHEIX BapmMaHTax peaamusaunmuy, n3obpeTeHMe
OpenycMaTpuBaeT bapMaleBTHUUECKYIO KOMIIO 3ULIMIO, comepXxamyro :
BaKkTepUalIbHEM MTaMM 10 M300peTeHMrio; UM dpapMalleBTHUUECKM IpHeMIIeMBI
SKCUUIIMEHT, HOCHUTEJIb VI pasfaBUTENE ; npuyeMm KOJIMYUECTBO
BakTeprallbHOTO MTaMMa SMABJISAeTCd IOCTATOUHBEIM IOJIS CHUMXEeHUS YPOBHEMN
Enterobacteriaceae u/uian JeUeHMS PacCTPOMCTBa, aCCOLUMMPOBAHHOTO
C IIOBHIIIE HHEIMUA YPOBHAMU Enterobacteriaceae, pu BBEeIeHUNn
HyXJawnmeMyCcsaS B 5STOM CYOBLeKTy; IIpUUeM PacCTPOMCTBO  ABJISETCSH
ACCOLMMPOBAHHEM C IIOBHIIEHHEMU YPOBHSMM Enterobacteriaceae, TaKuUM
Kak OoJIe3HB KpoHa, HecleuudmuueCcKum I3BEeHHHM KOJIUT,
OYHKLIMOHAJNIEHASA OUCIENCHusS wWiu, ©0oJiee IIpennouTmuTesbHO, CPK, win
ovapes, TacCTPOSHTEepUT, MHOEeKUMS MOUEBHBOIOAMMX IyTeM WMJIM MEeHUHIUT
HOBOPOXIEHHEIX .

B ompeneJIe HHBIX BapmMaHTax peaan3sanmny, n300peTeHne
npenycMaTpMBaeT  BHIOIeYKA3aHHYK  (papMalleBTUUECKYD  KOMIIO3UIIMI, B

KOTOpOTZ KOJIMYEeCTBO GaKTepMaﬂbHOI‘O mTaMMa COCTaBJIAeT OT IIPVMMEPHO

1 x 10° mo mpumepHo 1 x 10! koJloHMeOOpasyomMX eOUHUL, Ha IpaMMm
Beca KOMIIO3UIIUN .

B onpeneJjleHHHX BapuaHTax peaams3alnu, n3obpeTeHre
opelycMaTpMBaeT BHIIeyKa3aHHYID dapMalleBTUMUECKY  KOMIIO3UIINIO, B
KOTOPOM KOMIIO3MUIMID BBOOAT B mo3e 1 r, 3 7, 5 © mwiau 10 1.

B onpenejleHHHX BapuaHTax peanmsaluuny, n300peTeHNe
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npelycMaTpyBaeT BHIeyKa3aHHylD OdapMalleBTUUECKYl  KOMIIO3UIMID, B
KOTOPOM  KOMIIO3UIMI  BBOOAT  ClIocoboM, BEIOpaHHEIM U3  TPYIIIH,
cocTodAmer M3 IIepopallIbHOTO, pPeKTaJlbHOTO, IMOIOKOXHOTO, HasaJlLHOTO,
BYKKaJIbLHOTO U CYyOJMHTBAJILHOTO.

B onpenejyleHHHX BapuaHTax peanmusanuuu, nzobpeTeHne
npelycMaTpyBaeT BHIIEeYKa3aHHYIO bapMalleBTHUUECKYIO KOMIIO 3UIIMIO,
coIepXxamyl HOCUTEeJIbL, BHOPaHHHM M3 TPYIIH, COCTOAlleM u3 JIaKTO3H,

KpaxXxMalJla, T'JIIOKO 3EHI, MeTWJIIeJIJII0JIO 3EI, cTeapaTa Mal'HUA, MaHHNTa U

copbura.
B OoIpeleJIe HHEIX BapraHTax peanmuszaunm, n3obpeTeHNre
npenycMaTpUBaeT BHIIEYKA3aHHYIO bapMalleBTUUYECKYIO KOMIIO 3ULIVID,

comepxamyn paszbaBUTelb, BHIOPAHHEM U3 TPYIIEL, cocTodmen U3
3TaHoJa, IJIMIEepMHa ¥ BOIH.

B onpeneJieHHHX BapuaHTax peaamuszalunu, n3obpeTeHne
openycMaTpBaeT BHIIEeYKa3aHHYI bapMalleBTUUECKYIO KOMIIO 3ULIMIO,
comepXallyld  BSKCLUMUIMEHT, BHIOpPAHHBM M3  TPYIIIIH, cocToAmer U3
Kpaxmalja, XeJlaTMHa, IJIOKO3H, O0e3BONHOM JIaKTO3H, CHIIYUeM JaKTOS3H,
BeTa-JIaKTO3H, CaxapucToro BelecTBa KYKYPY3H, ryMMHapadbuka,
TparakaHTa, aJIbTMHAaTa HaTpuUsd, KapBoKCUMe THUJILEJIJII0NO 35,
[IOJIMA TUJIEHTJIMKOJIS, oJleaTa HaTpuid, cTeapaTa HaTpug, cTeapaTa
MarHus, OGeHzoOaTa HaATpuL, alleTaTa HaTpUsa UM XJopuIa HaTpUs.

B onpeneJle HHEX BapMaHTax peaamuszalunm, n3obpeTeHre
IpenycMaTpUBaeT BHIIeYKAa3aHHYI bapMalleBTUUECKYIO KOMIIO 3ULIMIO,
IOOIIOJIHUTEJILHO  CcoIepXalyl IIO0 MeHbIleM Mepe UTo-TO  OIHO U3
KOHCepBaHTa, aHTMOKCHMIAHTa M cTadbuamszaTopa.

B onpeneJIie HHHX BapuaHTax peaamszalnu, n3obpeTeHre
IpenycMaTpUBaeT BHIIEeYKABaHHYIO bapMalleBTUUECKYIO KOMIIO 3ULIMIO,
comepxalmyin  KOHCepBaHT, BHOPAHHHM U3  I'PYIIIH, cocTodmen U3
BeHz0aTa HaTpuLg, COPBMHOBOM  KMCJOTEL M  CJIOXHHEX  20UPOB  II-—
OKCHBOEeH30MHOM KMCJIOTH .

B omOpeneJleHHHX BapuaHTax peajJus3alluu, IpenycMaTpUBaeTCH
bapMalleBTUMUEeCKAad KOMIIO3ULMA 10 M300peTeHMI, IpHMUeM KOMIIO3MLIMA He
COOEPXUT KakuxX—JMOO MHMHepaJIbHEX BemecTB WM, O0o0Jiee KOHKPEeTHO, He
COOEepPXUT  KaKux-Jubo MeTaJJIOB C  aTOMHBIM UMCJIOM 0DoJiee 33,
HaOpyMep, KOMIIO3MUMSA He COOEePXUT KaKUX-JMOO MMHepaJIbHHX BelecTB

U3 TPYIONHE, COCTOAmeNr M3 cejieHa, MoJubmeHa, BoJbdpaMa, COeOuHeHUM
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ceJjleHa, COeIMHeHMM MoJMOIOeHa M COeOMHEHUM BOJbOpaMa.

B oInpeIelIeHHEX BapMaHTax peanuzanuu, n3o00peTeHUe
opelyCcMaTpMBaeT BHIIeYKas3aHHYKR OGapMalleBTUUECKYy KOMIO3MUMK, B
KOTOpOU YKa3aHHEMU BaKTepralbHEM T aMM ABJIAETCH
JIMOPUIIN 3P OBAHHEIM .

B OoIpeIeJIeHHEX BapMaHTax peanuzanuuy, n300peTeHUe
opedycMaTpUBaeT BHIIEeYKa3aHHY bapMalleBTHUUECKY KOMIIO 3ULINID,
IpUUeM IIPU XPaHeHUM KOMIO3MUIMM B 3alledyaTaHHOM KOHTeMHepe IIpU
TeMIepaType nOpuMmepHo 4°C  wiam  npuMepHo 25 °C, ¥ IIOMemeHuu
KOHTelMHepa B aTMochepy ¢ 50% OTHOCUTEJIBHOM BJIAXHOCTM, I[10 MeHbIIeN
Mepe 80% BaxkTepraJIbHOT'O mTaMMa, npu M3MepeHUN B
KOJIOHMeOOpa3yKnlux eIMHMIIaxX, COXpaHAeTCcd IIOoCJie Ieprola BpeMeHH,
COCTaBJIAKIETO II0 MeHblIlel Mepe IOpuMepHo: 1 wMecsau, 3 wMecsdua, 6
mMecsaues, 1 rom, 1,5 roma, 2 roma, 2,5 roma miamM 3 ToIa.

B HEeKOTOPEHX BapMaHTax peannzauum opelycMaTpUBaeTCHd
KOMIIOBULMSA I[IO0 M300peTeHMI0 B 3alledaTaHHOM KOHTeMHepe, CoIepXaleM
KOMIIO3ULMI, OIMCAaHHY B HOaHHOM IOKYMeHTe. B HeKOTOPHX BapMaHTax
pealmMszaluM, 3aledyaTaHHHY KOHTeMHep MNpeAcTaBJseT coboM came WK
biraxoH. B HeKOTOPHX BapMaHTax pealusaluy IOIpedyCcMaTpuBaeTCsd
KOMIIO3UIIMA IO M300peTeHMI B MOpMUlle, codepXalmeM KOMIO3ULIUD,
ONMCaHHYK B IOaHHOM OOKyMeHTe.

KoMmmosuiiMsa 10 JaHHOMY M300peTeHMid MOXeT, B HEKOTOPHX
BapMaHTax peaju3aliuy, OIpelyCcMaTpUBaATLCA B BHUIe OdapMalleBTUUEeCKOU
KOMIIO3UILIMM . Hanpumep, KOMIO3MIMSA MOXEeT UMeTh BUIO TabJIeTKU WU
KalcyJk. B HEeKOTOPHX BapMaHTax peajlM3aluM, KalcyJa OpedCcTaBJIgeT
coBoM keJJaTUMHOBYID Kalcyily ("gel-cap”).

B HeKOTOPHX BapMaHTax peaju3alVM, KOMIO3ULIUM [0 M300peTeHUD
BBOOAT IepopallbHoO. [TlepopalbHOE BBeIeHUe MOXeT BKJIOUATH
OpoTJlaTHRaHMe, B pe3yJjibTaTe Uero COCTaBR IIOCTyIaeT B XeJIyOOUHO-—
KWIIEUHH TpakT, W/ OyKKaJlbHOe, JIMHTBAaJIbHOE WIM CYOIMHTBAJIBHOE
BBeleHMe, IpM KOTOPOM COCTaB IOCTyIlaeT B KPOBOTOK IPSAMO M30 pTa.

OapMalleBTHMUECKME  KOMIIO3ULMVM, [PUTOOHEE IOJIS [IepopalIbHOTO
BBeIOeHMd, BKJIKOUAKT TBepOHe [IpeccoBaHHHEe MaccH (solid plugs),
TBepOLe MUKPOOUCIIEePCHEE MaTepMallH, IOJIy TBEepIHE u XKUOKME

MaTepHraJlkl (BrJIIIOUA S MHOI‘O(]_)aSHBIe VJiM IOUMCIIEpPCHEIE CHCTEMEL) 7 Tarne
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Kak TabJIeTKM,; MATKME WIU TBeplele KalICYJIE, CcoIepXalle MaTepMalJlH,
cocTrodmre nus MHOXEeCTEAa OTOeJIbEHEIX JaCTUI] MJIn HaHOIMCIIEPCHEE
MaTepHralJlkl, KMOKOCTHU (HaanMep, BOIHEIE paCTBOpBI) 7 SMYJIBCHIM TWJIN

IIOPOIWKI ; cocaTeJIbHEe TabJleTKU (BrJIOUasa HallOJIHEHHHE XUIKOCTB) ;

KBAUKM, rejin; GBICTpO,JIT/ICHepI‘MPYIOH.[MeCH JIeRapCTBEeHHEEe (]_)Ophﬂ::l,’
IIJIEHKI ; KRallJIe TEL (ovules) ; ClIipen, 17 6yKKaJ’IE>HBIe/MYKoa,]II‘QSMBHBIe
IIJIaCTEIPH .

B HeKOTOPRIX BapMmaHTaxXx peajimsaumnm, C_bapMaLI,eBTquCKaFI

KOMIIO 3L A IpencTaBJIgeT cobon DHTEPOCOJIIOUIILHYIO KOMIIO 3ULIAIO
(enteric formulation), T.e. XKeJYOOUHO—-PE3UCTEHTHYK KOMIIO3ULINI
(HanpuMep, YCTOMUMBYI K XeJlyIDOuHOMY pPH), OpUTOOHYI IOJS OOCTaBKU
KOMIIO 3ULIUN 1o n300peTEeHNIO B KUIIeUHUK oyTeM TIIepopaJibHOT'O
BBEeOeHU. SHTepOCOJIOMIIBHEIE  KOMIIO3MUMM  MOTYT  OHTB  OCOOEHHO
IIOJIE3HH B Tex CcJydYasax, KkKormga OakTepuM WIM OPYTOM KOMIIOHEHT
KOMIIOBULIMM HABJIARTCS UYYBCTBUTEJIBHEMM K KUCJIOTE, HalpMMep, CKJOHHEH

K mel'vagjalMM B YCJIOBMAX XeJlyoKa.

B HEKOTOPEIX BapraHTax peanmuszaunm, BSHTEePOCOJIOUIIEHA A
KOMIIOBULMA BKJIOUAET HHTEPOCOJNOOMUIIBHOE IIOKPHTHE. B  HEKOTOPHX
BapraHTax peanmnzaunm, KOMIIO 3UILIM A pencraBidgeT cobon

JIEKapCTBEHHYIL (QOpMYy C HSHTEPOCOJIOUIIBHEIM IIOKPHETHMEM. Hamnpumep,
KOMIIOBULIMA MOXeT OBTL TabJIeTKOM C DSHTEePOCOJIOOUIILHEM IIOKPHTMEM
VI KarcyJom c DHTEPOCOJIIOMIIBL HEIM MMOKPHETUEM " T.II.
SHTEPOCOJNIIOUIIEHOE TIIOKPEITHME MOXeT OBTH OOBUHBM DHTEPOCOJIOUIILHBEM
[IOKPEITHEM, HalpuMep, OOBUHBEM IIOKPHETUEM OJIS TabJIeTKM, KallCyJe U
T.I. o4 mepopajlbHOY  IOOCTAaBKM. KoMmosmuimsa  MOXeT BKJIOUATE
[IJIEHOYUHOE IIOKPHETHE, Hanpumep, TOHKOIIJIEHOUHBIN cJion

SHTepOCOJ'IIOGMJ'H::HOI‘O I1oJIiMmMepa, HallpyMMep, HepaCTBOPVMMOI'O B KHMCJIIOTeE

noJMMepa.

B HEKOTOPHX BapuaHTax peannsanuu, SHTEPOCOJOUILHAS
KOMIIO BULIM A ABJISAETCH SHTEPOCOJIOOUIILHOM infe) cBoen opupone,
HaIpUMeEpP, KeJIyIOUHO—-pPEe3UCTEeHTHOM, tes HeOoOXOOUMOCTH
VCIIOJIE30BAHUA SHTEPOCONOMILHOTO IMOKPHTHMA. TakuMm oBpa3oM, B

HeKOTOPEX BapMaHTaX pealJim3alunn, KOMIIO3MIIMA IIpelCTaBJIAET cobom
SHTepOCOJ'IIOGT/IJ'H::HYIO KOMITO 3MIIMIO, He CcoIepXallyo SHTepOCOJ'IIOGT/IJ'H::HOI‘O
TIOKPEHTIMA . B HeKOTOPEIX BapMmaHTax peajimsaumnn, KOMIIO3MIINA

InpeocraBjidaeT coboM KalcyJy, W3TOTOBJEHHYID U3 TepMOXeJIMpYyKrmeI'oc4d
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(thermogelling) wMaTepuaja. B HeKOTOPHX BapMaHTax pealMs3aluu,
TEePMOXEJIUPYMUNC A MaTepras npencraBjgeT cobon L1eJIJIIJIO 3HEM
MaTepualy, TaKoM KaK MeTWILeJUIJIo3a, IMIPOKCHUMETUIILEIIIoI03a WK
TMIOPOKCUIIPOINIIME TUIILISJIIIINIIO 3a (ITIMIT) . B HEKOTOPHX BapMaHTax
peanmszalMy, KalcyJjla BKJKUYaeT OOOJIOUKY, He CONepXallyl KaKoIo-JIMOO

HﬂeHKooépaBymmePo I1oJjiMmMepa. B HeKOTOpPHX BapMaHTax peajlmM3aluuu,

KancyJia BKJIOUAET OOO0OJIOUKY i oboJiouKa COOEPXUT
TUOPOKCUIIPOIINIIME TUJIILLEJIJIIIIO3Y u He COLEPXUT Kakoro-Jymndo
[JIeHKOOBpasyrmero I[oJjmMepa  (CM., HalpuMep, [32]). B HeKOTOPHX

BapMmaHTax peayimszaunm, KOMIIO3SMIIMA I1O0 cBoOen Inprupone ABJIAETCA

SHTEPOCONIOMIILHOM KallcyJion (HampuMmep, Vcaps® oéupMmer Capsugel) .

B HeKOTOpPEHX BapMaHTax peajM3alyM, KOMIO3MLMA IPenCTaBJIAgET
coBoM MATKY KalcyJly. MATDKMe KallCyJiH NPelCTaBJgioT coOo¥ KallCyJH,
KOTOpPHE MOTyT, OJjaromapsda n»nobaBkaM pas3MATuUUTeJel, Takux Kak,
HallpuMep, TJIMLIEPUH, copdbur, MaJlb TUT " IIOJIMB TUJIEHTJINKOJIN,
IPUCYTCTBYIINX B 000JIOUKe KallCyJisl, oBJjamaThb onpeneJyIeHHOM
BJIACTUYHOCTRI M OedopMMPYyeMOCTBI. MArkMe KAICyJibl MOTYT OHTH
[IOJIYYEeHE, HallpMMep, Ha OCHOBe XejlaTMHa WM KpaxMaja. MArkue
KalricyJiel Ha OCHOBE XeJlaTMHa [ABJIAITCS KOMMEPUYeCKM HOOCTYIHEMM OT
Pa3JIMUHEX I[IOCTAaBIMKOB. B 3aBMCHUMOCTM OT crocofa BBeleHWUS, TaKoTo
KakK, HalpuMep, I[IepOopalIbHEM WM PeKTaJIbHBEM, MATKMEe KalcCyJhE MOTYT
VMMEeTE pasJIMuHBEEe (QOPME, OHM MOTYT OHTH, HalIpUMEpP, KPYIJIEMU,
OBaJIBHEIMM, IIPONOJITOBATHEIMY WJIM TOPIeNoOOpa3HEMM. MAT'KMe KallCyJIH
MOTYT OBTBH IIOJIYUeHH OOBUHEIMM CliocoDaMM, TaKuMM Kak, HalpuMep, C
VCIIOJIE30BaHMeM Inpolecca llepepa (Scherer) (MeTOnm TIpeccoBaHUA),
npouecca Accogel (MeTon NIpeCCOBaHMA) WM KaleJIbHOT'O IIpollecca WJKu
npoliecca BHOyBaHua (blowing).

Crnoco6sl KyJELETHBHPOBAHHUS

BakTepralJlbHEle WMTaMMBEL IJIsI MCIOJB30BaHMA B INAaHHOM M300peTeHUU
MOT'YT KYJIE TUBUPOBATECH C VCIIOJIBE 30BaHMEM CTaHOapPTHEX
MUKPOOMOJIOTUUECKMX MeTOOMK, KaK OIMCaHO, HalpuMep, B MCTOUYHMKAX
[33-35].

Teepnas WM XUIOKasg cpena, WCIOoJb3yeMas -OJid KyJbTYPH, MOXeT
OLITE , Hanpmumep, arapoM YCFA (OpOXKeBOM  BKCTPAKT-TUAPOJIM3AT

KazerHa—XMpHEEe  KUCJIOTH) i cpenon YCFA. Cpenma YCFA MOXeT
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comepxaTk (Ha 100 ™y, nOpubaIM3MTeJIbHBIE 3HaueHud): kKasuToH (1,0
T), IOpoxxeBoM skcTpakT (0,25 1), NaHCO; (0,4 1), umcremu (0,1 1),
K,HPO, (0,045 1), KH,PO, (0,045 1), NaCl (0,09 1), (NHy).50,4 (0,09
), MgS0O47H,O (0,009 1), CaCl, (0,009 1), pezazypur (0,1 wmr),
I'eMMH (1 MT') , OMOTMH (1 MKT) , roBajilaM1MH (1 MKT) , Ii—
AMMHOOEH30MHYID KUCJIOTY (3 MKIT), ©QOJIMeBYID KMCJIOTY (5 MKD) mu
oMpMookcaMmH (15 MkT) .

Obune MNOJOXEeHHUS

B OpakTMKe »OAHHOTO M300peTeHMd OyIOyT MCIOJbL30BaTLCA, eCJU
He YKaszsaHO MHOe, OOBUYHEE MeTONH XUMUM, OMOXUMUM, MOJIEKYJIAPHON
Buosgorumn, VIMMYHOJIO UM u bapMaKoJIOTHUN, OOCTYIIHEE
KBAJMOUUMPOBAHHEM ClelrajnucTaM. Takue MeTOOMKM IIOOPOOHO OIMCAaHE

B JinTepaType. CM., HalpMMep, MCTOUHMKMU [36-43] m T.nO.

TepMuH "conepxammin” OXBaTHBAaET "BrITOUaommt” , a TaKxXe
"cocTosamuit wm3", HanpuMmep, KoMmrosuuusg, 'comepxamas’ X, MOXeT
COCTOSATL  MCKJIOUUTEJIbHO U3 X, WM  MOXeT UTO-TO  BKJIOYATDH

OOMOJIHUTEJILHO, Hampumep, X+Y.

TepMuu "npumepHo” IO OTHOMEHMIO K UMCJIEHHOMY SHAUEHUH X
ABJIgdeTCd HeoOda3aTeJIbHHM M O3HauaeT, Halpumep, x+10%.

BrpaxeHnue "mo cymecTBy” He wMckimouaeT "MOJHOCTR”, HaIpuUMep,
KOMIIOBUILMA, KoTopad "mo cymecTBY He comepxuT’ Y, MOXEeT COBEpPIEeHHO

He coIepxaTh Y. IpM HeoOXOOMMOCTM, BHpaxeHMre "MNo CymecTBY' MOXeT
OHITH OIIYIEHO B bopmyie n3obpeTeHms (definition of the
invention).

CCHUIKM Ha TIIpPOLEeHT MISHTUUHOCTM TIOCJIeIOBaTEeJILHOCTEN Mexny
OIBYMS HYKJEOTUAOHBEIMM IIOCJIEeNOBATEJLHOCTAMM  O3HadaoT, UYTo, IIpH
BHPaBHMBAHUM, IIPOLIEHTHOE cCoIepXaHMe (percentage) HYKJIEOTUIOB IIpU
CpaBHeHUM IBYX I[OCJeloBaTeJIbHOCTeW OyneT OIOMHAKOBHM. Takoe
BHPaBHUBAHUE 17 IPOLIEHT TOMOJIOTUHU WIIN UIOEHTUUHOCTE
IOCJIENOBATENBHOCTEY MOTYT OHBTHL  ONpeneJIeHH C  MCIOJIb30BaHUeM
KOMIIBIOTEPHEX MIpoTpaMM, M3BEeCTHHX CclelMalrucTaM B »OaHHOM o6JacTu
TexXHUKM, HallpuMep, OIMCaHHEX B pasneje 7.7.18 wucrouHuka [44].
IpeINOUTHUTENEHOE BHpPaBHUBAHME ONpPenesigionT IO aJITOPUTMY IIOoUcCKa
T'OMOJIOTUU CMmTa-yoTepMaHa (Smith-Waterman) C MCIIOJIE30BaHUEM

HeueTkoTo (affine) mnomcka pa3pHBOBR CO mTpadoM 3a OTKPHTHE I'2Ia
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12 n wmrpadoM 3a NPONOJDKEeHMe Imlda 2, MaTpuue BLOSUM 62. AJTOPUTM
[IoMuCKa IoMoJioTuy CMHUTa-YoTepMaHa PacKpHT B UCTOUHUKe [45].
Eciu He yKaz3aHO KOHKPETHO, IIPOLleCC WM CIOC00, BKJIOUALMUNA

MHOXeCTBO CTaHMﬁ, MOXeT BKJIKYATE IOOIIOJIHMTEJIBHEIE CTalIlMM B HadalJle

VIV B KOHIIE crocoba, MM  MOXeT BKJIIOUATH OOTIIOJIHUTEJIL HEE
[IPOMEXYTOUHEE CTalIuM. Takxe, cTaiuy MOTYT OBTb OOBLeIMHEHH,
[P OITyIeHH W [IPOBEIEeHH B aJIb TEPHATUBHOM op4anKe, npu
HeOoOXOOMMOCTHA .

B I©maHHOM @IOOKYMEHTEe OIMCAaHB pPas3JIMUHEE BapMaHTH peajin3alun
nz3obpeTeHnd. CllenoyeT IIOHMMAaThb, UTO IIPM3HAKM, YKa3aHHEE B KaxXIoM
BapMaHTe peajluszaluy, MOTYT OBTb OOBEeOMHEHH C IPpYI'MMM YKa3aHHBEMHI
OnpuUsHakaMM, -OJA [ODOJIYUEHUSA OOIOJIHUTEJIBHEIX BapMaHTOB peajmM3aumm. B
YaCTHOCTHM, BapMaHTH peajiM3almy, BHIOEJIEHHBEE B OAaHHOM JOKYMeHTe
Kak NPUTOOHEE, TUIIMYHELE WY  OPenouTUTeJIbHEE, MOTYT OHTH
oO0benMHeHE OPYI C OPYyTOM (3a MCKJIKUYeHMeM CJlydaeB, KoI'Ida OHU
ABJIAITCA B3aMMOMCKJIIIOUARIMA) .

CIIOCOBH OCYIOECTBJIEHMA M3O0BPETEHNUA

IIpumep 1 - DBBefeHue 6aKTepHaJBHEX HHOKYJSITOB KpPHCaM,
HeCcyWHuM MHUKPOOHOTY KHIUIEUHMKA YeyioBeka, 6oapHoro CPK

PesioMe

KpeiC MHOKYJIMPYIOT GeKaJJbHOM MUMKPOOMOTOM UeJioBekKa, ©OOJIBHOTO
CPK. KpricaM 3aTeM BBOOAT KOMIIO3MIUM, CcolepXamme ©OaKTepuallbHHE
T a MMEL 1o MN300peTeHND " aHaJIM3UPYIOT KOJIOHM 3 Al Blautia
hydrogenotrophica.

ITamMM

Blautia hydrogenotrophica (BH), mTamm DSM 10507/14294.

KOMIIO3UIIMM ¥ BBeIleHME

JInodpmimsaT BH - BBOOAT C IMIOMOIBK XeJYIOIOUHOI'O 3BOHIA

KOHTPOJILHEM PacTBOP BBOIAT C IIOMOILI XeJIyYOOUHOTO 30HIAa

Kpricu

VHOKYJIVMPOBAHHEE KUIIEUHOM MUKPOOMOTOM UeJloBeka, OOJILHOTO
CPK.

CxeMa MCCJeIoBaHUM

ODenr —-14 - KpPHC MHOKYJMPYIT KHUIIEUHOM MUKPOOMOTOM ueJloBeKa,
fboJibHOTO CPK

IO 0-28 - exelHeBHad Jo3a JmmodmiamMz3aTa BH MM KOHTPOJBHOTO
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pacTrBoOpa
Our 0, 14 m 28 - kIIP nonyJiasuuu BH B obpasuax ¢exasun
Pe3vyJILTaTE

durypa 1 nsotpaxaeT pPe3yJIbLTaTH aHaJinm3a MeTOIOM KIIIIP
nonynauny BH B ofbpasuax oGekaluil KpPHC, [ODOJYyYaBIMX KOHTPOJLHEIM
pacTeop (CPK) wmmum jgmodmimzaTrT BH (CPK+BH). HaGiomalloChk YBeJIMUeHMEe
nonyisauum BH B mHM 14 m 28 y KpPHC, [DOJy4YaBHIMX Jmodmiams3aT BH, d4yTo
[IOOTBEPXOAET YCIENHYID KOJIOHMI3ALMO.

BHIBOIEL

BBemeHre KOMIIOBMLIMM, coIepxammux Blautia hydrogenotrophica,
IPUBOOMIIO K YCIIEIIHOM KOJIOHM3alluM.

IIpumep 2 - BBepeHue 6aKTepHaJIBHOI'O JHOYHIAMBATA BIOPOBEIM
KkpricaM # 85ppexT Ha Enterobacteriaceae

Brutm wumcciienoBaHE 500eKTH BBeleHUd JModuims3aTa MTamMma DSM
10507/14294 Blautia hydrogenotrophica (BH) Ha kpecC HIM-3I0pPOBOTO
JeJioBeKa (MHOKYJIMPOBAaHHEIX MUKPOBUOTOM KMIIeYHMKa 300POBOTO
yeJioBekKa) , 1z pesyJLTaTH npencraBJIeHE Ha durypax 2-5.
HOTIOJIHUTEeJIbHEE [IOOPOOHOCTHM, Kacanluecsd 5SKCIEPUMEHTOB, IIpUBEIeHE
BHIIE B ONMCaHuM ouryp. Odurypa 2 wus3obpaxaeT, UYTO IIpUI'OOHaAsS IJO3a
BH mis kxpeic cocTaBjsgerT 10° KJIEeTOK B OeHb WM OoJible. ourypa 3
nsobpaxaer, uTo B ©BTUX BKCcIepuMeHTax BH He KOJIOHU3UPYIT
IIOCTOAHHO IIMIEBAPUTENILHEM TpaKT KpeHC. Ourypa 4 wuns3obpaxaeT, UTO
BH MOpUCyTCTBYEeT TIMPEeMMyMeCcTBEeHHO B CJIeNOM Kumke. HeoXuIaHHO,
durypa 5 wmuszobpaxaeT, UTO BBeleHMe BH wuMHOyLIUMpyeT CTaTUCTUUYECKU
3HaUMMOE CHUXEeHUE Enterobacteriaceae B beraamax KpPEIC,
OeTeKkTUpyeMoe MeTonoM KIIIP.

IlpuMep 3 - BBenjeH#Me G6GaKTepHAJNLHO'O JHOPHUIAMBATA B KPHCHHOM
Mmonenn CPK

BruiM OONOJIHUTEJIBHO MCCJIEOOBaHE 200eKTH BBeIeHUI JModuIm3aTa
mrTaMmMa DSM 10507/14294 Blautia hydrogenotrophica (BH) B KPHCHHOMU
Momes CPK. Bes3sMMKPOOHEIX KPHC MHOKYJIMPOBaJIM obOpa3laMy GekaJuil OT
naumeHTor C-CPK (c 3amopoM) i U-CPK (HecyOTUNIMPOBAHHEE) .
PesysbTaTH HpMBelOeHH Ha Odurype 6, ¥ LOONOJIHUTEJIBHEE I[IOOPOOHOCTH,
Kacamueca BKCIEPUMMEHTOB, IpMBEOeHHE BHIIE B ONMCaAHUM QUITYP.
durypa 6 IOOTEBepXOaeT, UYTO BBeleHMe Jmopuim3aTa BH BH3HEBaeT

CTaTUCTUUECKU 3HaAUMMOEe CHIXeHMe Enterobacteriaceae, KOTOpPHE
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ONpeIcTaBJIeHH [IpeMMymecTBeHHO FE. coli. Kak ¥ OXMIAJOChL, TaKxe
HabJlomaeTcda yBeJiMdeHMre BH.

IlouMmep 4 -CoaBHeHMe Blautia hydrogenotrophica B MukpobHoTe

OanueHToB

Breuin IIPOBEIIEeHE KIIMHMYECKNKE MCIIETaHMA @aBH I, B KOTOPHEX

Blautia hydrogenotrophica ("Blautix”, mTaMM, IeNOHUPOBAHHEIL C
HOMepOoM mocTyna DSM 10507/14294) BBOOWUJIM JIOOAM C CUHIOIPOMOM
pasipaXxeHHOT'O KUIIeUHMKA (CPK) . TlaumeHTaM BBoOOMJIM Blautix Ha

IPOTSIXKEeHUM Ieproda IOo3MpoBaHMA (OHM 1-16), C [IepuoOIOM BHMHBAHMA
B nmHM 19-23. BmJIO HalieHo, uTo Blautix gaBjiseTcs ©0e30HIacCHBM U
XOPOLO [IEPEHOCHMEIM. Blautia hydrogenotrophica (Blautix) B
MUKPOOMOTe IalMeHTOB WM3MepsiM B HOeHb 1, @HeHb 16 M B KOHILe

uccyienoBauut (EOS), CoO cleoyomyMM pPesyJbTaTaMM:

Tabauia 1:
Mpena Blautix - IeHb
IlauyeHT Blautix - Jenp 1 Blautix - EOS
patT 16
Cr. Cr.
CpenHee CT.OTKJI. CpenHee CpenHee
OTKJI. OTKJI.
310po 4.30E+ 8.40E+ 7.63E 6.23E
[nnaunedo 4 .,.79E+07 3.59E+07
BOTO 07 07 +07 +07
310po 2.92E+ 2.25E+ 1.02E 3.34E
Blautix 6.35E+07 2.58E+07
BOTO 07 07 +08 +07
3.58E+ 3.45E+ 3.13E 2.47E
[nnauneto | CPK 2.44E+07 2.09E+07
07 07 +07 +07
3.17E+ 6.28E+ 1.57E 5.56E
Blautix | CPK 8.53E+07 3.71E+07
07 07 +08 +07
AHaJm=: BHIABWIL TeHIeHIINN M3MeHeHnd YPOBHEN Blautia

hydrogenotrophica B o6Opasllax CTyJa HalMeHToB (cMmM. Qdurypy 7a).

YuacTHMKM, OoJyuaBmMe Blautix, wMMeJs M I[IOBHIIEHHEE YPOBHM OaKTepMuin

B CcBoOUMX ofpaslax CcTyJa I[oCcJe Iepuona no3upoBaHua (JIeHs 16). 39TO
IeMOHCTPUPYEeT YCIemHYyl »OOCTaBKy Blautix B KMIeUHMK. YPOBHU
BO3BpallaJiCh K  HOPMAaJIbBHEM IIOCJI€ IIeprMola  BBEMBEBAaHUA (Konern

MCCJIedOBaHUMN; EOS) . TaxkuMm oBpasoM, Blautix He KOJOHUBUPYET
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KUIIEUHUK I[IOCTOAHHO IIOCJIe IIpekKpalleHVsa HOOo3MpoBaHMA. 00a HaboIeHNA
COoTJIacylTCHa C OOKJIMHUYUECKOM MOIeJIbo.
Ilpumep 5 - CpaBHeHHe Enterobacteria B MuKpoOMOTe NALHEHTOB
[TooBOOMIIU Takxe M3MEepeHmnd Enterobacteria B MUKpOOMOTE
NalYeHTOR B XOHOe KJMHMUMUEeCKMX MCHOHETaHuy ¢as3el I B IOeHb 1, OeHb 16

¥ B KOHIIe MCCJIeOOBaHUM, CO CIeIyIIMMU pe3syJjibTaTaMM1

Mauue llpena | Enterobacteria - | Enterobacteria - Enterobacteria -
HT pat OeHp 1 IeHb 16 EOS
Cr. Cr. Cr.
CpenHee CpenHee CpenHee
OTKJI. OTKJI. OTKJI.
[naue 31opo 5.89E+ 1.00E+ 6.26E+ 4.28E+
3.32E+4+08 2.85E+08
6o BOT'O 08 09 08 08
Blaut 310opo 9.90E+ 1.06E+ 6.64E+ 3.76E+
4.87E+08 2.70E+08
ix BOTO 08 09 08 08
[lnaue 7.85E+ 1.28E+ 4.92E+ 2.45E+
CPK 3.01E+08 2.45E+09
60 08 09 08 09
Blaut 8.38E+ 1.96E+ 1.45E+ 9.91E+
CPK 1.12E+09 6.17E+08
ix 09 10 09 08

AHaJIM3 BHABWJI TEeHOEHLUMM U3MEHEeHMUS YPOBHel FEnterobacteria B
obpasllax CcTyJa I[TalMeHTOB (cm. Ourypy 7b). TIlaumenTtsl ¢ CPK,
nojgyuaBmre Blautix, mpomeMoHCTpUpOBa M CHWXeHMe FEnterobacteria.
3TOo corjlacyeTcsa C HablomeHUAMM OOKJIMHUUECKOW MOIeJIu.

IIpuMep 6 - PeByJIETAaTH LHXATEJBEHOI'O BOLOPOJLHOI'O TecTa

ypOBHM BOIOOpOIa B HOEIXaHUMM ABJIARTCA 6MOMapKepOM AKTVMBHOCTU

Blautix - MexaHumsM ero pgemncTBusa (MoA) cBsS3aH ¢ MeTaboJIM3MOM
SHIOOTEHHOT O H, 1mjs nOpoIyuuMpoBaHMS  alleTaTa. JomssM  BBOIOWMJIIU
JakKTyJIO3y M OIpenesyidalM YPOoBHM Bomopona (H;) (Cmax) B obpasuax,

B3ATEIX B UYeTHpPEe MOMEHTa BpeMeHMu: OeHb 1, IOeHb 2, IOeHb 15 M JeHb
16. HeckoppeKTHMpPOBaHHEE pPe3yJIbTaTH OJS BOOOPOIda KOHBEPTHUPOBAJM B
CKOPPEeKTHUPOBAHHHE pPes3yJibTaTH IJIS BoIOopoIa.

HexoTopee MalMeHTH OBJIM MCKJIIOUEHH W3 aHaJlu3a. DBHJIO TPpU
IIPUUMHE, TII0 KOTOPEM CYyOBEKTH He BKJIKOUYAJIMCE B aHaJM3 MeTOIOM
OBIXaTeJIbHOTO BOIOPOIHOTO TecTa: 1) OHM VIMEJIN pes3yJbTaT
OHXaTeJIbLHOTO BOIOPOOHOTO TecTa CMAX <20 B OIMH M3 UeTHpex IHelu
B34TMUA 00pas3loB M IIOTOMy CUMTAJIMCh He OTBedanlyMMM Ha TecT; 2)

OHM OBUIM MHOpoOylleHTaMM MeTaHa (onpelelldjIMCh Kak T[IpOoOylIupyRmMe
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foJiblle MeTaHa, YeM BOIOpolIa B IHXATeJIbHOM TeCcTe), D2TO BJIMUAET Ha
BOOOPOIOHEI OTBeT; MU/MUIM 3) OBJIO IIOJYUEHO CUJILHO OTKJIOHSKIeeCHd
3HaueHMe B [OuHxXaTeJIbHOM BOINOPOHOHOM TecTe (232 ppm). CyOBeKTH 3.12
(Blautix), 3.24 (Blautix), 4.07 (Blautix) OBJIM MCKJIOUEHH Kak He
OTBevYaKue . CybwexkTel 3.03 (Blautix) m 3.08 (rtanebo) OBIN
VCKJIOUEeHH Kak OponoyleHTH MeTaHa (4.07, yKa3aHHHM KaK MCKJIIOUeHHBN
BHIIE, OBJI TaKXe IIPOOyLeHTOM MeTaHa). CybwekT 4.09 (rmauedo) ObvLI
VCKJIIOUEH M3-3a CUJIBHO BHIIADAKIIETO SHaAUEHUA.

CKOPPEeKTUPOBaAHHEE pPes3yJIbTaTH aHajlM3a BoJopola MOJS KOHIAa
neproma mo3upoBauusa (oM 15/16) cpaBHMBaIM C 0a30BOM JIMHMEN (OHU
1/2). Y 10 nus 12 [IalMeHTOR (83%), IOJIyYdaBIIMX Blautix,
HabonaJjloCk CHWXeHMEe YPOBHEM BOIOOpoHa 3a DToT Hepuon (durypa 8a
u 8c). B omiamume oT »TOoTr0, 3 M3 6 (50%) mnaumMeHTOB, IIOJYyYaBIMX
janedo, MMeJM IOHMXEeHHBEe YPOBHM Bomopoma (durypa 8b m 8c).

durypa 9 muzobpaxaeT HECKOPPEKTUPOBAHHEE U CKOPPEKTUPOBAaHHEE
pes3vyJbTaTh olpelesieHMd BOIOpOoda IJIS DKCIepMMeHTaJIbHOM  TPYIINH,
nojgyuaBmer Blautix (Verum (rpymnmna IpenapaTa C OeMCTBYOMIYMU
BemecTBaMM) ), BMECTE CO CTaTHUCTHMUECKMM aHaJM30M pes3yJLTaToB.
Bruio oOHapyXeHO, UTO CpeOHMe 3HaUeHUS OJIS HEeCKOPPEeKTUPOBAHHOTO U
CKOPPEeKTHUPOBaHHOTO H, pazamMuanTcd Mexay IOHeM 1 m gHem 15. Tlocie
13,5 nHelM bSKCIOEepPHMMeHTa, IeTeKTHMPOBAaJIOCh CTaTUCTUUECKM BHauuMoe
(p < 0,05) cHmxeHue H, B »OHXaAaTeJJLHOM TecTe C olOpenejieHreM Cmax
mocjie CTUMYJIAUMM JakTyJio30M. B oTJMumMe OT BSTOT'0, B TPYIIIeE
mjnanedo cpenHMe 3BHadeHMSa OJI9 OHAS 1 m gHS 15 ObUIM 3KBUBAJIEHTHEMU
(p > 0,05) (durypa 10). Taxum oOpa30M, CpelHee 3HaUeHUE B
SKCIePUMEeHTaJIbHOM TpyIne (Takxe Ha3HBaeMoOM TpyIna VERUM) ,
CHMWXaeTCcd Mexnoy IOHeM 1 m »mHeM 15, B TO BpeMa KaK CcpelHee OJ4
TPYINH ILJIalebo ABJAeTCHS BKBMBAJEHTHHM B JeHb 1 M OeHb 15 Kak OoJsa
HECKOPPEKTUMPORBAHHEIX pPes3yJIbTaTOB OIpeleJleHrMd BOOOpOoHa, TaK UM IJA
CKOPPEeKTHUPOBAHHHX Pe3yJIbTaTOR OlpenejieHMsa Bomopona (durypa 11).

IlppMmep 7 - HMcosTaHwusi Ha CTabHIBHOCTE

KoMriosuuuio, ONMCaAHHYK B HOaHHOM JOKYMEeHTe, CoIepXamyk IIO
MeHbllel Mepe OIOMH ©OaKTepMaJIbHBM mTaMM, OIMCAaHHHM B IJaHHOM

OOKYMEHTe, XpaHAT B 3aleuaTaHHOM KOHTeMHepe HOpU TeMmIepaTrype 25°C

wimm 4 °C, U KOHTelHep HoMemamnT B aTMocdepy ¢ 30%, 40%, 50%, 60%,
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70%, 75%, 80%, 90% mam 95% OTHOCUTEJILHOM BJIAXHOCTHM. IIO0 MCTeUeHMMU
1 mMecdaua, 2 MecsAleB, 3 MecdleB, 6 Mecsaues, 1 roma, 1,5 Jjer, 2
Jer, 2,5 JgerT maum 3 JeT OOJIXKHO COXPaHAThLCA IO MeHbmel Mepe 50%,
60%, 70%, 80% wmium 90% OakTepuaJlbHOTO MTaMMa, IIO pe3yJbTaTaM
V3MEepPeHMS KOJIOHVeOoDpa3yIMnxX e OMHNII B COOTBETCTBUU co
CTaHIAPTHHMM [IPOTOKOJIAMMA.

Ilpumep 8 - ConocobHocTs B. hydrogenotrophica #BMeHSTE
MHKPOGHOTY B MOIEJHM KPEIC, AaCCOLHMHMPOBAHHEIX C MHKPOOHOTON YeJOBEKa
(xpsic HMA)

Pesnome

Tpynoner o 16 ©Oe3MMKPOOHEIX KpPHC (BrJoUawnwmue 8  KPHC B
KOHTPOJILHOM  Tpynne u 8 KPEHIC B  DKCIEepMMEHTAJIbHOM  TpYyIIe)
VMHOKYJIMPOBaJM  (ekKaJIbHOM  MMKPOOMOTOM  uUeJloBeKa, ospbHOTO  CPK
(KPEICEL HMA-CPK) . Bruto [IpOBEOeHO TPU ocJjiegoBaTeJIbHEIX
SKCIIepUMMeHTa C MUCIOoJIb30BaHMeM o00pa3uoB Odekalui oT 3 pasHBX
naumMeHTor ¢ CPK. [IIBe g»gpyr'Me TIpynne KpeHC (n=10) MHOKYJMUPOBAJU
obpasuaMM pekraJIuM 3I0POBOTO CydwbekTa (n=2 cyOwbekTa; 2 TPYIIIH
Kpelc HMA-300pPOBOTO UeJIOBEkKa) B KaudeCTBe KOHTpPOoJIsA. TakuM oBpa3oM,
VICIIOJIbL30BaJIn 24 KPEICH, aCCOLMMPOBAaHHBIX c CPK-MUKPOOMOTOM
(KOHTPOJIB) , 24 KPHICH, aCCOLUMUPOBaHHBIX c CPK-MUKPOOMOTOM,
nojgyuaBmmx Blautix, m 20 KpPHC, acCCOUMMPOBAHHHX C MUKPOOMOTOMN
3O00POBOTO UeJIOBEKa. [TostoBMHe kpeic HMA-CPK 3aTeM BBOOWMJIM B
TeueHMe 28 IHeM KOMIIO3UIMID, coIepxalyil ©OaKTepMaJbHEM mTaMM B.
hydrogenotrophica no mu300peTeHMIO, B TO BpeMsa Kak IpyTras II0JIOBMHA
XMBOTHEIX IIOJIyYaJla KOHTPOJILHEM pacTBOp. B IeHbL 28 Iocjle BBedeHUSA
aHaAJIM3UPOBAJIN YPOBHU Tex MUKPOOPTaHMU3MOB n3 bexaJbHOM
MUKPOOMOTH, IJIA KOTOPHX PpaHee HaOJoOaJIMChb WM3MEHEeHMSA Yy I[IallMeHTOB
c CPK.

ITamMM

Blautia hydrogenotrophica (BH), mTamm DSM 10507%/14294.

KoMImosuIivsg M BBelleHMe

JnmopmmmsarT BH CYCIIEHIMPOBaJINU B CTEPUIILHOM pacTreope
MUHEpaJIbHEX CoJIeld OO KoHLeHTpauum 101° OakTepuin Ha MI. BBOOUIM
eXeIHeBHO II0 IOBa MJI 2TOM CyYCHeH3MM Ha Kpecy HMA-CPK C I[IOMOHIBLIO
XeJIYOOUHOTO 30HIa Ha OPOTIXeHMM 28 OHel.

KOHTPOJILHHM pacTBOP HOPeAacTaBJIAl CcoBoM CTepuJILHEM pPacTBOP
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MMHepaJIbHHX COJIeM, KOTOPHM BBOIUIM eXeIHeBHO (2 MJI Ha KpPHCY) C
IIOMOMBI XeJIYOOUHOTO 30OHIOa KOHTPOJBHOM TIpylle Kpec HMA-CPK.

Kpricu

CaMIiioB Oe3MUKPOOHEIX KPHIC (B BO3pacTe 10 HeneJb )
VHOKYJIMPOBaIM  (QeKaJIbHOM MMKPpOOMOTOM  uUeJjloBeka, OOJILHOTO CPK
(kppicel HMA-CPK) . [MecTHamouaThk KPBC MHOKYJMPOBAJM OOHMM U TeM Xe
MHOKYJIATOM OGekaJuil UYeJioBekKa. I[IpOBOIMIM TpPpM IOCJHeOOBaTeJIbHHX
SKCIepuMeHTa C ofpas3laMy peKaJuM OT TpexX PpasHHX cydbekToB ¢ CPK.
IBe »OpyTMe TPYIIHE IO OECATb KPHC MHOKYJIMPOBaJM obpa3s3luaMu ¢ekasum
oT 2 300POBEIX CYyOBEKTOB (KOHTPOJILHEE T'PYIIIIEL HOPMO-—
UYyBCTBUTEJILHOCTH) .

CxeMa McCcJeIoBaHUMN

IIeHb -14 - MHOKYJIALUMA Oe3MUKPOOHEIX KPEIC bexaJibHOM
MUKPOOMOTON UYeJIOBEKaA.

IHM 0-28 - ExenHeBHad oosa JmopmimzaTa BH
(pKCHepUMMeHTaJIbHaa Tpylna), WIM KOHTPOJILHHY pPacTBOP (KOHTpOJbLHAaL
Tpyla) C IOMOMBI XeJIYOJOUYHOTI'O 30HIa

Oun 0, 14 m 28 - BagsTue o00pasluoB odekaduM OJIS MUKPOOHOTO
aHamsza.: KkIIIP [madg oUueHKM Hnonyinduuy BH m OpyruMx KOMMEHCAJbHBX
TPy MUKPOOPTaHMU3MOB u romgcuer OYHKILMOHAJEL HBEIX TPYIII
MUKPOOPTAHMU3MOB C MCIOJIB30BaHMEM CeJIEKTUMBHEIX Cpelo M CTpOoTo
aHaspoBHOTO MeToIa.

PesvyJbTaTE

Ha ®urype 12 mnOpencTaBJIEHH pPe3yJbTaTH aHaluM3a MeTomoMm KIIIP
nonyndauuu B. hydrogenotrophica B ofpa3suax oekajaui kpeic HMA-CPK,
IOJyYaBMMX KOHTPOJILHHEM pacTBOp WM JmodmiamsaT BH. 3HauuMoe
yBeJIMueHMe TIonyiauuy BH HabmomaJlock B KOHIIe Ilepuola BBeIeHUd
(D28) Y  KPHC, roJiydaBmmx  JuodpmiamsaT  BH, UyTO IIOOTBEpPXIOaeT
YCIIEIHYKD OOCTaBKY BH B OOOOOUHYK KHUIIKY .

Ha Ourype 13 wuszobpaxeH 2ddbexT BBemeHusa B.hydrogenotrophica
Ha OoIpeleJIeHHEHE MUKPOOPTAaHM3MH (GeKaJIbHOWM MUMKPOOUOTH, NOJIS KOTOPHE
paHee HabmoOaluMch WM3MeHeHMd Yy HDaureHTor ¢ CPK. VYporeHBb BUIOB
Enterobacteriaceae cHwWxalcd Tocjie BBellenusa B. hydrogenotrophica.

BHIBOIEL

Beeneune Blautia hydrogenotrophica TpMBOOMIIO K CHWKEHUO

Enterobacteriaceae.



45

IlomMep 9 -  JIBMeHeHWMe CHMITOMOB y HAaLHMEeHTOB B Xo4e
KIHHHYECKUX HCHOHTaHWu Qasns I

BEuIM THpOBeneHH KIMHUYEeCKMEe MCHHTaHug ¢a3el I, B KOTOPHX
Blautia hydrogenotrophica ("Blautix”, mTaMM, »OEIOHMPOBAHHEIN C
HOMepoM nocTymna DSM 10507, a Takxe C HOMepoM nocTyrna DSM 14294)
BBOOWJIM  JIOOSAM  C CMHIPOMOM  pa3IpaXeHHOT'O KUIIEUHMKA (CPK) .
lNauveHTaM BBOOMJIM Blautix Ha OpOTSXeHUM IHepuola IO3UPOoBaHMA (OHU
1-16), <c mnOepuomoM BHEMHEBaHMA B IOHM 19-23. BeJIO HaWIOeHO, UYTO
Blautix ABJIAETCH Oe30nacHEM u XOPOIO [IePEeHOCHMEIM.
KoHTpoMpoBaJIMChk UYeTHPEe CHUMIITOMa, OIHUMM M3 KOTOPHX ObJla OMaped.
B xome MCCJeOoBaHUM PEeTUCTPUPOBAJIM,  MCIBTHBAKLT JM IIalXeHTH
yJydlmeHre, OTCYTCTBUE M3IMEeHEeHUM WM yXYIOIeHMe KaXIoT'o U3 DSTUX
CUMIITOMOE . PesyJbTaTH oJisg naumMeHTOB, oJiyyaBIInX Blautix,
CpaBHMBAJIM C pe3yjbTaTaMu, I[IOJIYYEeHHBEMM JIA I[IalMeHTOB, KOTOPHEM
BBOOUIM Iauedto. KOHTPOJIE CHUMIITOMOB I[IPOBOOWIIM B TpM MOMEHTA
BpeMeHM: mOeHb 1, neHr 15/16 ¥ B KOHIle MWCHIHTaHUM. Pe3YyJbTaTH
npuBeneHe Ha Odurypax 14 u 15.

[lp CpaBHEHMM OIIMCHBaeMHX IIallMeHTaMM CHMMIITOMOB B OeHb 16 C
©az30BEHMM IIOKa3aTesiaMy 1OHS 1, 82% w3 17 naumeHToB ¢ CPK,
noJgyuaBmmx Blautix, coofmmim o6 yJIydlleHUM CUMITOMOB (durypa 14).
YIyudlmeHre CHMIITOMOB, OIHMM M3 KOTOPEHX OBJIa IMapesd, IIOoIOepXMBaeT
MCIIOJIb30BaHMe Blautix mjs JleyeHMs WIM NPeOOTBPAlleHMS IMapen.

50% mnaluMeHTOB, I[IOJIydaBIMX ILjalle®o, coobmmiam o006 yIyulleHUM
cumniToMoB (durypa 14). BHCOKMe IOKaszaTeJM peakuuy Ha I[Jauedo
ABJIAKTCA YCTaHOBJIEHHBEIM SABJIEHMEM B KIMHMUECKUX MHcclenoBaHmax CPK.
Kcupakcan (Xifaxan) HemaBHO IMOJYUMJI pPalpelleHMe Ha MCIOJb30BaHUue
oJs Jiedenusa CPK Ha OCHOBaHMM BHAUMTEJLHO MEHLBIMX YIIYUNeHUN IO
CpaBHEHUD C mnanedo (cM. :
http://www.accessdata.fda.gov/spl/data/babéfceb-4d22-4480-81fc-
8bc28cl6770d/5ab6fceb-4d22-4480-81fc-8bc28¢cl16770d.xml) .

Ha ocHOBaHMM NPUMBEIEHHOTO TYT OMNMCaAHWUA, OXMUIOAJIOCH YXYIIIeHue
CHUMIITOMOB TIPM 3aBeplleHVM MCCJIenoBaHuM (OHM 19-23) 1[I0 CpaBHEHUK C
CMMIITOMaMM B MOMEHT 3aBeplleHMS BBeleHMd IIpenapaTa (OeHs 16).
Takoe yXyIOlleHMe CHMIITOMOB HabOIoOOalIoOCk B KJIMHUUECKMX MWCIHTaHUAX

daser I: 41% naumMeHToB C CPK coobmmam 00 yXyIOmeHMM CHMITOMOB
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npueMa BRlautix,

peKpanmeHns

OIOHVMM W3

nmpueMa

TakuM oOpasoM,

KOTOPHEX
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Blautix

OBLIa

(durypa

oapes,

1o CJIe

Blautix mpu JieyeHUM WM TIpeloTBpalleHuM Iuapen.

[locnegoBaTeJILHOCTHU

SEQ

Blautia stercoris,

1 tgcaagtcga
ggactgagcg
61 gcggacgggt
agttggaaac

121 ggctgctaat

actccggtgg
181 tatgagatgg
caaggcgacg

241 atcagtagcc

gcccagactc

301 ctacgggagg

cagcgacgcc
361 gcgtgaagga
aaatgacggt

421 acctgactaa

gtagggggca

481 agcgttatcc

gtctgatgtg

541 aaaggctggg

tgccggagag
601 gtaagcggaa
caccagtggc

661 gaaggcggct

agcaaacagg
721 attagatacc
ggagcaaagc
781 tcttcecggtge
cgcaagaatg

841 aaactcaaag

ID NO:1

15).

YXyOmeHue

npekKpameHns

Tarxe IIoooepxmMBaeT MCIIOJIE3OBaHUME

(Ten 16S pubocomanrHOM PHK mTamma GAM6-1
JacTMUHAasa IIocJledoBaTeJIbHOCTE — HM626177)

gcgaagcgct tacgacagaa ccttcggggg aagatgtaag
gagtaacgcg tgggtaacct gcctcataca gggggataac
accgcataag cgcacggtat cgcatgatac agtgtgaaaa
acccgcgtct gattagctag ttggaggggt aacggcccac
ggcctgagag ggtgaacggc cacattggga ctgagacacg
cagcagtggg gaatattgca caatggggga aaccctgatg
agaagtatct cggtatgtaa acttctatca gcagggaaga
gaagccccgg ctaactacgt gccagcagcc gcggtaatac
ggatttactg ggtgtaaagg gagcgtagac ggaagagcaa
gcttaaccce aggactgcat tggaaactgt ttttcttgag
ttcctagtgt agcggtgaaa  tgcgtagata ttaggaggaa
tactggacgg taactgacgt tgaggctcga aagcgtgggg
ctggtagtcc acgccgtaaa cgatgaatac taggtgttgg
cgcagcaaac Jgcaataagta ttccacctgg ggagtacgtt
gaattgacgg ggacccgcac aagcggtgga gcatgtggtt



taattcgaag

901 caacgcgaag

tggaaccttt
961 ccttcgggac
gtgagatgtt

1021 gggttaagtc

gaagctgggc

1081 actctgtgga
aaatcatcat

1141 gccccttatg

aagcgagccc
1201  gcgaggggga
gcaactcgac

1261 tgcacgaagc

tacgttcccg

aaccttacca

agagaagaca

ccgcaacgag

gactgccagg

atttgggcta

gcaaatccca

tggaatcgct

47

agtcttgaca

ggtggtgcat

cgcaacccct

gataacctgg

cacacgtgct

aaaataacgt

agtaatcgcg

tcgatctgac

ggttgtcgtc

atcctcagta

aggaadgcgg

acaatggcgt

cccagttcgg

aatcagaatg

cggttcgtaa

agctcgtgtce

gccagcaggt

ggacgacgtc

aaacaaaggg

actgcagtct

tcgcggtgaa

1321 ggtcttgtac acaccgcccg tcacaccatg ggagtcagta acgcccgaag tc

SEQ ID NO:2

Blautia wexlerae,

1 caagtcgaac
tctagtggcg

61 gacgggtgag
cagaaatggc

121 tgctaatacc
ccggtggtat

181 aagatggacc
ggcgacgatc

241 catagccggc
cagactccta

301 cgggaggcag
cgacgccgcg

361 tgaaggaaga
tgacggtacc

421 tgactaagaa

gggggcaagc
481 gttatccgga

tgatgtgaaa

(Tern 16S pudocomManbHOM PHK mTamma WAL 14507

YyacTUUHAag IIoCJIedoBaTeJIbHOCTE — EF036467)
gggaattant ttattgaaac ttcggtcgat ttaatttaat
taacgcgtgg gtaacctgcc ttatacaggg ggataacagt

gcataagcgc acagagctgce atggctcagt gtgaaaaact

cgcgttggat tagcecttgttg gtggggtaac ggcccaccaa
ctgagagggt gaacggccac attgggactg agacacggcc
cagtggggaa tattgcacaa tgggggaaac cctgatgcag
agtatctcgg tatgtaaact tctatcagca gggaagatag
gccccecggcecta actacgtgcce agcagccgcecg dJgtaatacgta
tttactgggt gtaaagggag c¢cgtagacggt gtggcaagtc



541 ggcatgggct

cggaggggta
601 agcggaattc
cagtggcgaa

661 ggcggcttac
aaacaggatt

721 agataccctg
ggcaaagcca

781 ttcggtgccg
caagaatgaa

841 actcaaagga
attcgaagca

901 acgcgaagaa
ggatctttcc

961 ttcgggacag

gagatgttgg

1021 gttaagtccc

ggtgggcact

1081 ctggggagac
tcatcatgcc

1141 ccttatgatt
cgagattgtg

1201 agatggagca
acccgactac

1261 acgaagctgg
gttcccecgggt

1321 cttgtacaca
gtgacctaac

1381 tgcaaagaag
aacaaggt

SEQ ID

mrTaMMa 830 Blautia stercoris)

NO: 3

48

caacctgtgg actgcattgg
ctagtgtagc ggtgaaatgc
tggacggtaa ctgacgttga
gtagtccacg ccgtaaacga
tcgcaaacgc agtaagtatt
attgacgggg acccgcacaa
ccttaccaag tcttgacatc
gcgagacagg tggtgcatgg
gcaacgagcg caacccctat
tgccagggat aacctggagg
tgggctacac acgtgctaca
aatcccaaaa ataacgtccc
aatcgctagt aatcgcggat
ccgcceccgtca caccatggga
gagctgccga aggcgggacc
(KoHnceHcycHas

aaactgtcat

gtagatatta

ggctcgaaag

tgaataacta

ccacctgggg

gcggtggagce

cgcctgaccg

ttgtcgtcag

cctcagtagc

aaggcgggga

atggcgtaaa

agttcggact

cagaatgccg

gtcagtaacg

gatgactggg

IIOCJIeIOBaATEJIEHOCTE

acttgagtgc

ggaggaacac

cgtggggagce

ggtgtcgggt

agtacgttcg

atgtggttta

atccttaacc

ctcgtgtcegt

cagcatttaa

tgacgtcaaa

caaagggaag

gtagtctgca

cggtgaatac

cccgaadgtca

gtgaagtcgt

l16s pPHK

TTTKGTCTGGCTCAGGATGAACGCTGGCGGCGTGCTTAACACATGCAAGTCGAGCGAAGCGCTT

ACGACAGAACCTTCGGGGGAAGATGTAAGGGACTGAGCGGCGGACGGGTGAGTAACGCGTGGGT

AACCTGCCTCATACAGGGGGATAACAGTTGGAAACGGCTGCTAATACCGCATAAGCGCACAGTA

TCGCATGATACAGTGTGAAAAACTCCGGTGGTATGAGATGGACCCGCGTCTGATTAGCTAGTTG
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GAGGGGTAACGGCCCACCAAGGCGACGATCAGTAGCCGGCCTGAGAGGGTGAACGGCCACATTG
GGACTGAGACACGGCCCAGACTCCTACGGGAGGCAGCAGTGGGGAATATTGCACAATGGGGGAA
ACCCTGATGCAGCGACGCCGCGTGAAGGAAGAAGTATCTCGGTATGTAAACTTCTATCAGCAGG
GAAGAAAATGACGGTACCTGACTAAGAAGCCCCGGCTAACTACGTGCCAGCAGCCGCGGTAATA
CGTAGGGGGCAAGCGTTATCCGGATTTACTGGGTGTAAAGGGAGCGTAGACGGAAGAGCAAGTC
TGATGTGAAAGGCTGGGGCTTAACCCCAGGACTGCATTGGAAACTGTTTTTCTTGAGTGCCGGA
GAGGTAAGCGGAATTCCTAGTGTAGCGGTGAAATGCGTAGATATTAGGAGGAACACCAGTGGCG
AAGGCGGCTTACTGGACGGTAACTGACGTTGAGGCTCGAAAGCGTGGGGAGCAAACAGGATTAG
ATACCCTGGTAGTCCACGCCGTAAACGATGAATACTAGGTGTTGGGGAGCAAAGCTCTTCGGTG
CCGCAGCAAACGCAATAAGTATTCCACCTGGGGAGTACGTTCGCAAGAATGAAACTCAAAGGAA
TTGACGGGGACCCGCACAAGCGGTGGAGCATGTGGTTTATTCGAAGCAACGCGAAGAACCTTAC
CAAGTCTTGACATCGATCTGACCGGTTCGTAATGGAACCTTTCCTTCGGGACAGAGAAGACAGG
TGGTGCATGGTTGTCGTCAGCTCGTGTCGTGAGATGTTGGGTTAAGTCCCGCAACGAGCGCAAC
CCCTATCGTCAGTAGCCAGCAGGTAAAGCTGGGCACTCTGAGGAGACTGCCAGGGATAACCTGG
AGGAAGGCGGGGACGACGTCAAATCATCATGCCCCTTATGATTTGGGCTACACACGTGCTACAA
TGGCGTAAACAAAGGGAAGCGAGCCCGCGAGGGGGAGCAAATCCCAAAAATAACGTCCCAGTTC
GGACTGCAGTCTGCAACTCGACTGCACGAAGCTGGAATCGCTAGTAATCGCGAATCAGAATGTC
GCGGTGAATACGTTCCCGGGTCTTGTACACACCGCCCGTCACACCATGGGAGTCAGTAACGCCC
GAAGTCAGTGACCCAACCTTAGGGAGGGAGCTGCCGAAGGCGGGATTGATAACTGGGGTGAAGT
CTAGGGGGT

SEQ ID NO:4 (KoHCceHCYyCHasg IIOoCJemDoBaTeJIbHOCTD 16s pPHK
mrTaMMa MRX008 Blautia wexlerae)
TTCATTGAGACTTCGGTGGATTTAGATTCTATTTCTAGTGGCGGACGGGTGAGTAACGCGTGGG
TAACCTGCCTTATACAGGGGGATAACAGTCAGAAATGGCTGCTAATACCGCATAAGCGCACAGA
GCTGCATGGCTCAGTGTGAAAAACTCCGGTGGTATAAGATGGACCCGCGTTGGATTAGCTTGTT
GGTGGGGTAACGGCCCACCAAGGCGACGATCCATAGCCGGCCTGAGAGGGTGAACGGCCACATT
GGGACTGAGACACGGCCCAGACTCCTACGGGAGGCAGCAGTGGGGAATATTGCACAATGGGGGA
AACCCTGATGCAGCGACGCCGCGTGAAGGAAGAAGTATCTCGGTATGTAAACTTCTATCAGCAG
GGAAGATAGTGACGGTACCTGACTAAGAAGCCCCGGCTAACTACGTGCCAGCAGCCGCGGTAAT
ACGTAGGGGGCAAGCGTTATCCGGATTTACTGGGTGTAAAGGGAGCGTAGACGGTGTGGCAAGT
CTGATGTGAAAGGCATGGGCTCAACCTGTGGACTGCATTGGAAACTGTCATACTTGAGTGCCGG
AGGGGTAAGCGGAATTCCTAGTGTAGCGGTGAAATGCGTAGATATTAGGAGGAACACCAGTGGC
GAAGGCGGCTTACTGGACGGTAACTGACGTTGAGGCTCGAAAGCGTGGGGAGCAAACAGGATTA
GATACCCTGGTAGTCCACGCCGTAAACGATGAATACTAGGTGTCNGGGGAGCATGGCTCTTCGG
TGCCGTCGCAAACGCAGTAAGTATTCCACCTGGGGAGTACGTTCGCAAGAATGAAACTCAAAGG
AATTGACGGGGACCCGCACAAGCGGTGGAGCATGTGGTTTAATTCGAAGCAACGCGAAGAACCT
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TACCAAGTCTTGACATCCGCCTGACCGATCCTTAACCGGATCTTTCCTTCGGGACAGGCGAGAC

AGGTGGTGCATGGTTGTCGTCAGCTCGTGTCGTGAGATGTTGGGTTAAGTCCCGCAACGAGCGC

AACCCCTATCCTCAGTAGCCAGCATTTAAGGTGGGCACTCTGGGGAGACTGCCAGGGATAACCT

GGAGGAAGGCGGGGATGACGTCAAATCATCATGCCCCTTATGATTTGGGCTACACACGTGCTAC

AATGGCGTAAACAAAGGGAAGCGAGATCGTGAGATGGAGCAAATCCCAAAAATAACGTCCCAGT

TCGGACTGTAGTCTGCAACCCGACTACACGAAGCTGGAATCGCTAGTAATCGCGGATCAGAATG

CCGCGGTGAATACGTTCCCGGGTCTTGTACACACCGCCCGTCACACCATGGGAGTCAGTAACGC

CCGAAGTCAGTGACCTAACTGCAAAGAAGGAGCTGCCGAA

SEQ ID NO:5

(I'en 16S pmubocomalibHOM PHK mTamma S5a36 Blautia

hydrogenotrophica, uyacTHUuHas IIOCJEeIOBaTeJIbHOCTL - X95624.1)

1 gatgaacgct ggcggcgtgce ttaacacatg caagtcgaac gaagcgatag
agaacggaga

61 tttcggttga agttttctat tgactgagtg gcggacgggt gagtaacgcg
tgggtaacct

121 gccctataca gggggataac agttagaaat gactgctaat accgcataag
cgcacagctt

181 cgcatgaagc ggtgtgaaaa actgaggtgg tataggatgg acccgcgttg
gattagctag

241 ttggtgaggt aacggcccac caaggcgacg atccatagcc ggcecctgagag
ggtgaacggc

301 cacattggga <ctgagacacg gcccaaactc ctacgggagg cagcagtggg
gaatattgca

361 caatggggga aaccctgatg cagcgacgcc gcgtgaagga agaagtatct
cggtatgtaa

421 acttctatca gcagggaaga aagtgacggt acctgactaa gJgaagccccgg
ctaattacgt

481 gccagcagcc gcggtaatac gtaaggggca agcgttatcc ggatttactg
ggtgtaaagg

541 gagcgtagac ggtttggcaa gtctgatgtg aaaggcatgg gctcaacctg
tggactgcat

601 tggaaactgt cagacttgag tgccggagag gcaagcggaa ttcctagtgt
agcggtgaaa

661 tgcgtagata ttaggaggaa caccagtggc gaaggcggcc tgctggacgg
taactgacgt

721 tgaggctcga aagcgtgggg agcaaacagg attagatacc ctggtagtcc

acgctgtaaa
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781 cgatgaatac taggtgtcgg gtggcaaagc cattcggtgc cgcagcaaac
gcaataagta
841 ttcccacctg gggagtacgt tcgcaagaat gaaactcaaa ggaattgacg
gggacccgca
901 caagcggtgg agcatgtggt ttaattcgaa gcaacgcgaa gaaccttacc
aaatcttgac
961 atccctctga ccgggaagta atgttccctt ttcttcggaa cagaggagac
aggtggtgca
1021 tggttgtcgt cagctcgtgt cgtgagatgt tgggttaagt cccgcaacga
gcgcaaccct
1081 tattcttagt agccagcagg tagagctggg cactctaggg agactgccag
ggataacctg
1141 gaggaaggtg gggatgacgt <caaatcatca tgccccttat gatttggget
acacacgtgc
1201 tacaatggcg taaacaaagg gaagcgaagg ggtgacctgg agcaaatctc
aaaaataacg
1261 tctcagttcg gattgtagtc tgcaactcga ctacatgaag ctggaatcgce
tagtaatcgc
1321 gaatcagaat gtcgcggtga atacgttccc gggtcttgta cacaccgccc
gtcacaccat
1381 gggagtcagt aacgcccgaa Jgtcagtgacc caaccnaaag dJgagggagctg
ccgaaggtygg
1441 gactgataac tggggtga
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SegWin2010,

Bepcus 1.0

<210> 1

<211> 137
<212> IHK
<213>

<400> 1

tgcaagtcga
gcggacgggt
ggctgctaat
tatgagatgg
atcagtagcc
ctacgggagyg
gcgtgaagga
acctgactaa
agcgttatcc
aaaggctggg
gtaagcggaa
gaaggcggct
attagatacc
tcttcggtgc
aaactcaaag
caacgcgaag
ccttecgggac
gggttaagtc
actctgtgga
gccccttatg
gcgaggggga
tgcacgaagc
ggtcttgtac

<210> 2

<211> 143
<212> IHK
<213>

2

gcgaagcgct
gagtaacgcg
accgcataag
acccgcecgtcet
ggcctgagag
cagcagtggg
agaagtatct
gaagccccgg
ggatttactg
gcttaacccc
ttcctagtgt
tactggacgg
ctggtagtcc
cgcagcaaac
gaattgacgg
aaccttacca
agagaagaca
ccgcaacgag
gactgccagg
atttgggcta
gcaaatccca
tggaatcgct
acaccgcccg

8

Blautia stercoris

tacgacagaa
tgggtaacct
cgcacggtat
gattagctag
ggtgaacggc
gaatattgca
cggtatgtaa
ctaactacgt
ggtgtaaagg
aggactgcat
agcggtgaaa
taactgacgt
acgccgtaaa
gcaataagta
ggacccgcac
agtcttgaca
ggtggtgcat
cgcaacccct
gataacctgg
cacacgtgct
aaaataacgt
agtaatcgcg
tcacaccatg

Blautia wexlerae

cctteggggyg
gcctcataca
cgcatgatac
ttggaggggt
cacattggga
caatggggga
acttctatca
gccagcagcce
gagcgtagac
tggaaactgt
tgcgtagata
tgaggctcga
cgatgaatac
ttccacctgg
aagcggtgga
tcgatctgac
ggttgtcgtc
atcctcagta
aggaaggcgg
acaatggcgt
cccagttcgg
aatcagaatg
ggagtcagta

aagatgtaag
gggggataac
agtgtgaaaa
aacggcccac
ctgagacacg
aaccctgatg
gcagggaaga
gcggtaatac
ggaagagcaa
ttttcttgag
ttaggaggaa
aagcgtgggg
taggtgttgg
ggagtacgtt
gcatgtggtt
cggttcgtaa
agctcgtgte
gccagcaggt
ggacgacgtc
aaacaaaggg
actgcagtct
tcgcggtgaa
acgcccgaag

ggactgagcg
agttggaaac
actccggtgg
caaggcgacg
gcccagactce
cagcgacgcc
aaatgacggt
gtagggggca
gtctgatgtg
tgccggagag
caccagtggc
agcaaacagg
ggagcaaagc
cgcaagaatg
taattcgaag
tggaaccttt
gtgagatgtt
gaagctgggc
aaatcatcat
aagcgagccc
gcaactcgac
tacgttccecg
tc

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1372



<220>
<221> n
<222>
<223> 'n'
<400> 2
caagtcgaac
gacgggtgag
tgctaatacc
aagatggacc
catagccggce
cgggaggcag
tgaaggaaga
tgactaagaa
gttatccgga
ggcatgggct
agcggaattc
ggcggcttac
agataccctg
ttcggtgcca
actcaaagga
acgcgaagaa
ttcgggacag
gttaagtccc
ctggggagac
ccttatgatt
agatggagca
acgaagctgg
cttgtacaca
tgcaaagaag

<210> 3
<211>
<212>
<213>

<220>

<221> k
<222> 4
<223> k

<400> 3

tttkgtctgg
gcttacgaca
gcgtgggtaa
aagcgcacag
tctgattagc
gagggtgaac
ggggaatatt
tctcggtatg
cggctaacta
ctgggtgtaa
cccaggactg
tgtagcggtg
cggtaactga
tccacgccgat
aacgcaataa
cggggacccg
caagtcttga
caggtggtgc
agcgcaaccce
gggataacct
tacacacgtg
caaaaataac

obozHavaeT a,

gggaattant
taacgcgtgg
gcataagcgc
cgcgttggat
ctgagagggt
cagtggggaa
agtatctcgg
gccccggcta
tttactgggot
caacctgtgg
ctagtgtagc
tggacggtaa
gtagtccacg
tcgcaaacgc
attgacgggg
ccttaccaag
gcgagacagg
gcaacgagcg
tgccagggat
tgggctacac
aatcccaaaa
aatcgctagt
ccgcecceccecgtea
gagctgccga

1481
THK
Blautia stercoris

ctcaggatga
gaaccttcgg
cctgcctecat
tatcgcatga
tagttggagg
ggccacattg
gcacaatggg
taaacttcta
cgtgccagca
agggagcgta
cattggaaac
aaatgcgtag
cgttgaggct
aaacgatgaa
gtattccacc
cacaagcggt
catcgatctg
atggttgtcg
ctatcgtcag
ggaggaaggc
ctacaatggc
gtcccagttce

c,

ttattgaaac
gtaacctgcc
acagagctgc
tagcttgttg
gaacggccac
tattgcacaa
tatgtaaact
actacgtgcc
gtaaagggag
actgcattgg
gogtgaaatgc
ctgacgttga
ccgtaaacga
agtaagtatt
acccgcacaa
tcttgacatc
tggtgcatgg
caacccctat
aacctggagg
acgtgctaca
ataacgtccc
aatcgcggat
caccatggga
aggcgggacc

obosHauvaeT g uiu t

acgctggcgg
gggaagatgt
acagggggat
tacagtgtga
ggtaacggcc
ggactgagac
ggaaaccctg
tcagcaggga
gccgcggtaa
gacggaagag
tgtttttctt
atattaggag
cgaaagcgtg
tactaggtgt
tggggagtac
ggagcatgtg
accggttcegt
tcagctcgtg
tagccagcag
ggggacgacg
gtaaacaaag
ggactgcagt

g mwim t

ttcggtcgat
ttatacaggg
atggctcagt
gtggggtaac
attgggactg
tgggggaaac
tctatcagca
agcagccgcg
cgtagacggt
aaactgtcat
gtagatatta
ggctcgaaag
tgaataacta
ccacctgggg
gcggtggagce
cgcctgaccg
ttgtcgtcag
cctcagtagce
aaggcgggga
atggcgtaaa
agttcggact
cagaatgccg
gtcagtaacg
gatgactggg

cgtgcttaac
aagggactga
aacagttgga
aaaactccgg
caccaaggcg
acggcccaga
atgcagcgac
agaaaatgac
tacgtagggyg
caagtctgat
gagtgccgga
gaacaccagt
gggagcaaac
tggggagcaa
gttcgcaaga
gtttattcga
aatggaacct
tcgtgagatg
gtaaagctgg
tcaaatcatc
ggaagcgagc
ctgcaactcg

ttaatttaat
ggataacagt
gtgaaaaact
ggcccaccaa
agacacggcc
cctgatgcag
gggaagatag
gtaatacgta
gtggcaagtc
acttgagtgc
ggaggaacac
cgtggggagc
ggtgtcgggt
agtacgttcg
atgtggttta
atccttaacc
ctcgtgtcgt
cagcatttaa
tgacgtcaaa
caaagggaag
gtagtctgca
cggtgaatac
cccgaagtca
gtgaagtcgt

acatgcaagt
gcggcggacg
aacggctgcect
tggtatgaga
acgatcagta
ctcctacggg
gccgcgtgaa
ggtacctgac
gcaagcgtta
gtgaaaggct
gaggtaagcg
ggcgaaggcg
aggattagat
agctcttcgg
atgaaactca
agcaacgcga
ttcecttecggg
ttgggttaag
gcactctgag
atgcccctta
ccgcgagggyg
actgcacgaa

tctagtggcg
cagaaatggc
ccggtggtat
ggcgacgatc
cagactccta
cgacgccgcg
tgacggtacc
gggggcaagc
tgatgtgaaa
cggaggggta
cagtggcgaa
aaacaggatt
ggcaaagcca
caagaatgaa
attcgaagca
ggatctttcc
gagatgttgg
ggtgggcact
tcatcatgcc
cgagattgtg
acccgactac
gttcccgggt
gtgacctaac
aacaaggt

cgagcgaagc
ggtgagtaac
aataccgcat
tggacccgcg
gccggectga
aggcagcagt
ggaagaagta
taagaagccc
tccggattta
ggggcttaac
gaattcctag
gcttactgga
accctggtag
tgccgcagca
aaggaattga
agaaccttac
acagagaaga
tccecgcaacg
gagactgcca
tgatttgggc
gagcaaatcc
gctggaatcg

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1438

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320



ctagtaatcg cgaatcagaa tgtcgcggtg aatacgttcc cgggtcttgt acacaccgcecc
cgtcacacca tgggagtcag taacgcccga agtcagtgac ccaaccttag ggagggagct
gccgaaggcg ggattgataa ctggggtgaa gtctaggggg t

<210> 4

<211> 138
<212> IHK
<213>

<220>

<221> n
<222> 749
<223> 'n'

<400> 4
ttcattgaga
tgggtaacct
cgcacagagc
gattagcttg
ggtgaacggc
gaatattgca
cggtatgtaa
ctaactacgt
ggtgtaaagg
tggactgcat
agcggtgaaa
taactgacgt
acgccgtaaa
cgcagtaagt
gggacccgca
aagtcttgac
aggtggtgca
gcgcaacccce
gataacctgg
cacacgtgct
aaaataacgt
agtaatcgcg
tcacaccatg
cgaa

<210> 5

<211> 145
<212> IHK
<213>

<220>

<221> n
<222> 141
<223> 'n'

<400> 5

gatgaacgct
tttcggttga
gccctataca
cgcatgaagc
ttggtgaggt
cacattggga
caatggggga
acttctatca
gccagcagcce
gagcgtagac
tggaaactgt
tgcgtagata
tgaggctcga

4

obozHavaeT a,

cttcggtgga
gccttataca
tgcatggctc
ttggtggggt
cacattggga
caatggggga
acttctatca
gccagcagcce
gagcgtagac
tggaaactgt
tgcgtagata
tgaggctcga
cgatgaatac
attccacctg
caagcggtgg
atccgcctga
tggttgtcgt
tatcctcagt
aggaaggcgg
acaatggcgt
cccagttcgg
gatcagaatg
ggagtcagta

8

6

obozHauvaeT a,

ggcggcgtgce
agttttctat
gggggataac
ggtgtgaaaa
aacggcccac
ctgagacacg
aaccctgatg
gcagggaaga
gcggtaatac
ggtttggcaa
cagacttgag
ttaggaggaa
aagcgtgggg

Blautia wexlerae

c,

tttagattct
gggggataac
agtgtgaaaa
aacggcccac
ctgagacacg
aaccctgatg
gcagggaaga
gcggtaatac
ggtgtggcaa
catacttgag
ttaggaggaa
aagcgtgggyg
taggtgtcng
gggagtacgt
agcatgtggt
ccgatcctta
cagctcgtgt
agccagcatt
ggatgacgtc
aaacaaaggg
actgtagtct
ccgcggtgaa
acgcccgaag

Blautia hydrogenotrophica

c,

ttaacacatg
tgactgagtg
agttagaaat
actgaggtgg
caaggcgacg
gcccaaacte
cagcgacgcc
aagtgacggt
gtaaggggca
gtctgatgtg
tgccggagag
caccagtggc
agcaaacagg

g mwim t

atttctagtg
agtcagaaat
actccggtgg
caaggcgacg
gcccagactce
cagcgacgcc
tagtgacggt
gtagggggca
gtctgatgtg
tgccggaggyg
caccagtggc
agcaaacagg
gggagcatgg
tcgcaagaat
ttaattcgaa
accggatctt
cgtgagatgt
taaggtgggc
aaatcatcat
aagcgagatc
gcaacccgac
tacgttccecg
tcagtgacct

g mwim t

caagtcgaac
gcggacgggt
gactgctaat
tataggatgg
atccatagcc
ctacgggagyg
gcgtgaagga
acctgactaa
agcgttatcc
aaaggcatgg
gcaagcggaa
gaaggcggcc
attagatacc

gcggacgggt
ggctgctaat
tataagatgg
atccatagcc
ctacgggagyg
gcgtgaagga
acctgactaa
agcgttatcc
aaaggcatgg
gtaagcggaa
gaaggcggct
attagatacc
ctcttcggtg
gaaactcaaa
gcaacgcgaa
tccttecggga
tgggttaagt
actctgggga
gccceccttatg
gtgagatgga
tacacgaagc
ggtcttgtac
aactgcaaag

gaagcgatag
gagtaacgcg
accgcataag
acccgcgttg
ggcctgagag
cagcagtggyg
agaagtatct
gaagccccgg
ggatttactg
gctcaacctg
ttcctagtgt
tgctggacgg
ctggtagtcc

gagtaacgcg
accgcataag
acccgcecgttg
ggcctgagag
cagcagtggg
agaagtatct
gaagccccgg
ggatttactg
gctcaacctg
ttcctagtgt
tactggacgg
ctggtagtcc
ccgtcgcaaa
ggaattgacg
gaaccttacc
caggcgagac
cccgcaacga
gactgccagg
atttgggcta
gcaaatccca
tggaatcgct
acaccgcccg
aaggagctgc

agaacggaga
tgggtaacct
cgcacagctt
gattagctag
ggtgaacggc
gaatattgca
cggtatgtaa
ctaattacgt
ggtgtaaagyg
tggactgcat
agcggtgaaa
taactgacgt
acgctgtaaa

1380
1440
1481

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1384

60

120
180
240
300
360
420
480
540
600
660
720
780



cgatgaatac
ttcccacctg
caagcggtgg
atccctctga
tggttgtcgot
tattcttagt
gaggaaggtyg
tacaatggcg
tctcagttcgag
gaatcagaat
gggagtcagt
gactgataac

taggtgtcgg
gggagtacgt
agcatgtggt
ccgggaagta
cagctcgtgt
agccagcagg
gggatgacgt
taaacaaagg
gattgtagtc
gtcgcggtga
aacgcccgaa
tggggtga

gtggcaaagc
tcgcaagaat
ttaattcgaa
atgttccctt
cogtgagatgt
tagagctggg
caaatcatca
gaagcgaagg
tgcaactcga
atacgttccc
gtcagtgacc

cattcggtgc
gaaactcaaa
gcaacgcgaa
ttcttcggaa
tgggttaagt
cactctaggg
tgccecttat
ggtgacctgg
ctacatgaag
gggtcttgta
caaccnaaag

cgcagcaaac
ggaattgacg
gaaccttacc
cagaggagac
cccgcaacga
agactgccag
gatttgggct
agcaaatctc
ctggaatcgc
cacaccgccc
gagggagctg

gcaataagta
gggacccgca
aaatcttgac
aggtggtgca
gcgcaaccct
ggataacctg
acacacgtgc
aaaaataacg
tagtaatcgc
gtcacaccat
ccgaaggtgg

840

900

960

1020
1080
1140
1200
1260
1320
1380
1440
1458
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$OPMYJIA MBOEPETEHNUA

1. Kommosuuug, comepxamas OaKTepMallbHHEM mTaMM pona Blautia,
IJIS MCIOJIE30BaHMA B ClIocof0e CHMXeHUS YypoBHS Enterobacteriaceae B
KeJIYyIOUHO—KUIIEeUHOM TpaKTe.

2. KoMniozmums 1o . 1, oTJMYariasaca TEeM, uTo
Enterobacteriaceae mpencrapysgeT cobom E. coli.

3. Kommozsuumsa no no. 1 wmm oO. 2, oTJuuawnmasgcsad TeM, UTo
KOMIIOBULIMA IIpelHas3HaueHa -OJS MCIOJIB30BaHUA B CclIocobe CHMXKeHUA
YPOBHSHA Enterobacteriaceae B KeJIYDOUHO—-KUIIeUHOM TpakKTe npu
JeueHUM WM HOpenoTBpameHum CPK, ©OojsiesHn KpoHa, A3BEHHOTO KOJMUTAE,
OYHKLUMOHAJIBLHOM OUCIIeIICUM, nuapeu, TacTpPOBHTEPUTA, VHQEeKUIUN
MOUEBHBOOAMMX IIYTEW WM MEeHUMHIMTa HOBOPOXIEHHHX .

4, Kowmmnosuuus IO HO. 1 wWixM o. 2, oTJudamnmascd TeM, UYTo
KOMIIOBULMA IIpelHa3HaueHa IJIA MCIOJIb30BaHMUA [OIPU JIeUeHUM  WJIU
opeloTBpalleHUM Ouapeu, TacCTPOBHTepUTa, MHOeKUUM MOUEeBHBOIAMMX
nyTer WJIM MeHMHIUWTa HOBOPOXIESHHHX .

5. Komnosuumga, comepxamas OaKTepraJlbHBEM mITaMMmM pomna Blautia,
IJIS MCIIOJIL30BAaHUSA INIPKM JIeUeHUM MHOEeKLUMM, BHSHBAEMBIX I1aTOTeHHEMM
Enterobacteriaceae.

6. Kommosuumsa, comepxamas OaKTepMallbHBEM mTaMM poma Blautia,
OJIS MCIOJIL30BAHUA MPU JieueHMM MHOekumn E. coli.

7. KoMmmniosuumsa 1o Jobomy nu3 npenuecTBYRIIMX IIYHKTOB,
oTJIMUanmasca TeM, uTo OaKTepMaJlbHHM mITaMM OPpMHAIJEXUT K Blautia
hydrogenotrophica.

8. Kommozuumsa o JwoboMy M3 On. 1-6, oTJMUaKnmasgcd TeM, YTOo
BakTepMallbHEM ITaMM IPpUMHAIJIEeXUT k Blautia stercoris.

9. Kommozuumsa o JodoMy M3 On. 1-6, oTJMyaKnmasgcd TeM, YTOo
faKTepMaJIbHEM mMTaMM IIPUMHAOJIEeXUT K Blautia wexlerae.

10. KowmmmozmumMsg 0 JmodoMy M3 HOII. 1-6, oTJMuawnmascsa TeM, 4YTo
BDakTepraJbHEM IITaMM MMeeT IIOCJeIOoBaTeJIbHOCTDL 16s pPHK, 1o
MeHbIlel Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wmim 99, 9%
MIEHTUUHY TIIoCJiefoBaTeJlbHOCTM 16s pPHK OakTepralJbHOTO MMTaMMa
Blautia hydrogenotrophica.

11. KomMriosuumsa 1o II. 10, oTJIMYaKIasacsd TeM, yTo
BakTepraJbHEM IITaMM MMeeT IIOCJeIOoBaTeJIbHOCTDL l16s pPHK, 1o

MeHbIeM Mepe Ha 97%, 98%, 99%, 99,5% wmm 99, 9% umeHntnunywn SEQ ID
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NO:5, mIM MMeeT MOCJemoBaTeJIbHOCTh 16s pPHK B cooTBeTcTBUMM C SEQ
ID NO:5.

12. Kowmmozmumumsa 1o JimwboMy M3 OI. 1-6, oTJMUaKnmascsa TeM, UTO
BakTepraJbHEM IITaMM MMeeT IIOCJIeOOoBaTeJIbHOCTL 16s pPHK, 1o
MeHbIleM Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wmm 99,9%
MIOEHTUUHY IIOoCJiefoBaTeJIbHOCTU 16s pPHK OakTepualJbHOT'O MTaMMa
Blautia stercoris.

13. Kowmmoz3uumsa 1o JmwboMy M3 OI. 1-6, oTJMUaKnmascsa TeM, UTO
BakTepraJbHEM IITaMM MMeeT IIOCJIeOOBaTeJIbLHOCTh 16s pPHK, 1o
MeHBIIeM Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% wm 99,9%
MIOEHTUUHY IocJiefoBaTeJIbHOCTUM 16s pPHK OakTeprallbHOT'O MITaMMa
Blautia wexlerae.

14. Kowmmnosuumsa IO II. 1, oTJMUanmascsad TeM, UYTO KOMIO3ULMS
comepxuT OaKTepMraJibHEM mTamMm Buna Blautia hydrogenotrophica, nisd
MCIIOJIb30BAaHMUA B crnocobe CHMXeHMS YPOBHS Enterobacteriaceae B
KeJIYOOUHO-KUIIEeUHOM TpakKTe y cyObekKTa ¢ ouarHosoM CPK.

15. Kowmmoszuumsa oo II. 1, oTJMUanmascd TeM, UYTO KOMIO3ULMUS
COOEPXUT fakTepualJIbHEN  mTaMM Bupma Blautia stercoris, nJId
MCIIOJIb30OBaHMS B cCclHocobe CHMXeHMS YPOBHS FEnterobacteriaceae B
KeJIYODOUHO—KUIIEUHOM TpakKTe Yy CcyObekTa ¢ omarHosom CPK.

l6. Kowmmoz3mumMs 1o II. 1, oTjJaMyawnmascsa TeM, UYTO KOMIIO3MULMSA
COOEepPXUT BakTeprallbHEM T aMM BMIOA Blautia wexlerae, oJs
MCIIOJIbL30BaHMsS B cCclHocofe CHWXeHMS YPOBHS FEnterobacteriaceae B
KeJYOOUHO-KUIIEUHOM TpakTe Yy CcydbekTa ¢ omarHosom CPK.

17. KoMniozmums 1o JodboMy U3 npenecTBYRIMX IIYHKTOB,
oTJIMYaKmascsa TeM, 4YTO KOMIO3MIIMA I[IpelHa3HadeHa MOJS I[IepopallIbHOTO
BBeIeHUs.

18. KoMmniozmums 1o JodboMy U3 npenuecTBYRINX IIYHKTOB,
oTJIMYaKmascsa TeM, UYTO KOMIIO3ULUA COIEPXUT OIOVMH WM HEeCKOJBKO
bapMalleBTUUECKM [IPUEeMIIEMEX D2KCIUUIMEHTOBR WM HOCUTeJIel.

19. KoMniozmums 1o JodoMy U3 npenecTBYRIINX IIYHKTOB,
oTIIMYaKIasacs TeM, UTo BakTeprallbHEN MTaMM ABJIAETCA
JIMOQUITN 3P OBAHHEIM .

20. KoMniozmums 1o JodoMy U3 mpenecTBYRIINX IIYHKTOB,
oTIMYaKmasaca TeM, uTo BakTepHrallbHEM MTaMM ABJIAETCA

KMBHECIOCODHEM.
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21. KomMmnosuumuga o JuodoMy U3 OPeOmeCTBYINUX  IIYHKTOB,
oTMUamnmasgcad TeM, UTO KOMIO3MLUMS COINePXUT OOMH ITaMM poIa
Blautia.

22. Kommnosuumuga 1o JmodoMy U3 OPeOmeCTBYINUX  IIYHKTOB,

OTJIMYAKIMASACS TeM, UYTO COIEPXMT OaKTepMraJbHHM mTaMM Blautia B
cocTaBe MUKPOOHOTO KOHCOPLMYMA .

23. IymeBO¥ NPOOYKT, COOepXallMM KOMIO3MLIMI I[I0 JKOOMy W13
IpennecTBYIMUX IIyHKTOB, i VICIIOJIb30BAaHUSA 1o JodoMy nu3
IpenmecTRYIMUX IYHKTOB.

24 . Komrosuumsa BaKUMHE, colepXallasd KOMIIO3MIMI I10 JIOoOMy U3
IpennecTBYIMUX IIyHKTOB, nJIs VICIIOJIb30BaHUSA 1o JodoMy nus3
IpenmecTRYIMNUX IYHKTOB.

25. Cnoco® cHUXeHUS YPOBHSA Enterobacteriaceae B XeJIyIOUHO-
KMIIEYHOM TpakTe, BRJIOUAKIMNMY BBeleHMe  KOMIIO3ZUIINUN, comepxamen
fakTepralJIbHENM mTaMM pola Blautia HyXOaomeMyCsS B DTOM IIalMeHTY.

26. Crioco®6 1o 1I. 25, OTJIMYAIUMCS  TeM, uTo Blautia
npencrarpjsgeT codom B. hydrogenotrophica.

I[Io DOBEepPEeHHOCTU
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POPMYJIA U30BPETEHUA

1. Komnoszumusi, copepkamas OakTepuasibHbldi mTamMMm popa Blautia hydrogenotrophica,
nMmerommil nocienosarensHocTh 16s pPHK, mo menbmeit mepe Ha 95% unentuunyio SEQ ID NO:S,
IUTS. UCTIONIb30BAHUS B CIIOCOOE CHUIKEHUsI YPOBHSI MATOTeHHBIX Enferobacteriaceae B xemya04HO-

KHILIEUYHOM TPAaKTE.

2. Kommosumust  fiyis  UCMoOb30BaHUST 1O 1. |, OTIMYAOMmIAscs TEeM, YTO YyKa3aHHBIC

Enterobacteriaceae npencrasnstor coboii E. coli.

3. Kommosumust j1s UCNoNib30BaHus MO M. | wid m. 2, OTIUYaromascs TeM, YTO yKa3aHHas
KOMIIO3HUIMS MPeIHa3HaueHa Il UCTIONB30BaHUs B CIIOCOOe CHUXKeHMs YpoBHs Enterobacteriaceae
B JKeJyJOYHO-KHIIEYHOM TpakTe mpu JjedeHnu win npepotBpamenun CPK, Gonesnn Kpona,
SI3BEHHOTO  KOJIUTA, (DYHKLMOHAJIBHON  IUCIIETICHH, [OHWApeH, TracTPOdHTEPHUTa, HHDEKIHH

MOYECBBIBOOSAIINX HYTeﬁ WK MEHUHTUTA HOBOPOKIACHHBIX.

4, Kommnosumust mist ucnosib30BaHus Mo m. | WM M. 2, OTJIMYAromIascss TeM, YTO yKa3aHHas
KOMIIO3HLMS TIpeAHA3HAaYeHa JJIs WCIIOJb30BAHHUSI MPU JICYEHHH WIN NPEAOTBPALISHUH IUApeH,

raCTpOSHTEPHUTA, I/IHd)eKLII/II/I MOYCBBIBOOAIINX nyTeﬁ WM MCHUHI''Ta HOBOPOKICHHBIX.

5. Komnosuiust, comepskamass OakTepualipHbli mTamMMm poxa Blautia hydrogenotrophica,
nMmeroui nocienoarensHocTh 165 pPHK, mo menbmeit mepe Ha 95% unentuunyio SEQ ID NO:S,
IUT WICTIONIb3OBAHUS TPH JIEYeHUH WH(QEKLMi, BbI3BIBAEMBIX MATOreHHbIMU FEnterobacteriaceae B

KEJIy JOYHO-KHUIICYHOM TpPaKTe.

6. KoMmriosuiust 1yist MCITONIb30BaHUs 110 I1. 5, OTIMYAKOIIAsCS TEM, YTO yKasaHHAs WHQEKI,

BbI3bIBaeMasi aToreHHbIMU Enterobacteriaceae, npencrapinset coboi undexuuto E. coli.

7. Komriosuiust muist MCTOJIb30BaHKS 110 JIFOOOMY W3 TMPENMIECTBYIONIHX MYHKTOB (OPMYJIBI,
OTJIMYAIOIIAACS TEeM, YTO YyKa3aHHBbIM OaKkTepHalbHBIA ITAMM HMEET IOCIENOBATENBHOCTL 16S
pPHK, no mensmieii mepe Ha 97%, 98%, 99%, 99,5% wmm 99,9% unentuunyo SEQ ID NO:5, umm

nMeet nocneaosareabHOCTh 165 pPHK B cootBeTcTBUU ¢ SEQ ID NO:S.

8. Kommoszurust 41 UCIOJIb30BaHUS MO M. |, OTVIMYAOIIASACS TEM, YTO YKa3aHHAs KOMITO3ULIUS
comepkuT  OakTepuaspHbIi ~ mTamMm  Buma  Blautia  hydrogenotrophica,  wMerommii
nocnenosarenibHOCTE 165 pPHK, mo mensmelt mepe Ha 95% wunentrunyro SEQ ID NO:S, mns
HCMOJIb30BaHUsl B Crioco0e CHUKeHUs1 YPOBHs Enferobacteriaceae B ey JOUHO-KUILIEYHOM TPAKTE Y

cybwekTa ¢ quarHosom CPK.

9. Komnosuiust At MCHONB30BaHUs MO JIIOOOMY M3 MPENLIECTBYIOLUIUX MYyHKTOB (POPMYJIBL,

OTIIMHaromascsa TEM, UTO YKadaHHasA KOMITO3HULIWA IIPEAHA3HAYCHA AJIs IICPOPAJIbHOTO BBEACHUA.
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10. Komnosuiust st MCHONB30BaHUsS MO JIIOOOMY M3 MPENLIECTBYIOLIUX MYyHKTOB (DOPMYJIEL,
OTJIMYAIOINASCS TeM, UYTO YKA3aHHAs] KOMITO3HLIMS COAEPIKUT OAMH WJIM HECKOJIBKO (hapMarieBTUIeCKU

MPHUEMIJICMBIX SKCHUITUCHTOB HUJIN HOCHUTEJIEN.

11. Komnozuiust it MCHONB30BaHUsS MO JIIOOOMY M3 MPENLIECTBYIOLIUX MYyHKTOB (hOPMYJIEL,

OTJIMYA0IIasACA TEM, UTO YKaSaHHLIﬁ 6aKTepHaﬂLHLIﬁ HITAMM ABJIACTCA HHO(bHHHSHpOBaHHLIM.

12. Komnozuiust At MCHOBb30BaHUsST MO JIIOOOMY M3 MPENLIECTBYIOLIUX IMYyHKTOB (OPMYJIEL,

OTJIIMYAK0IasCAa TEM, UTO YKaBaHHBIﬁ 6aKTepHaﬂLHLIﬁ IITAMM SBJISIETCS JKM3HECITOCOOHBIM.

13. Komnozuiust a1t MCHob30BaHUsl MO JIIOOOMY M3 MPENLIECTBYIOLIUX IMYyHKTOB (hOPMYJIEL,

OTIIMYaromasCcs TEM, UTO YKa3aHHasA KOMIIO3HULIUA COACPIKUT OAUH LITAMM.

14. Komnozuiust a1t MCHob30BaHUsl MO JIIOOOMY M3 NPENLISCTBYIOLIUX IMYyHKTOB (hOPMYJIHL,
OTJIMYAIOIIASCS TEM, YTO COAEPIKUT YKa3aHHBIM OakTepHanbHbIN tamm Blautia hydrogenotrophica

B COCTaBe MUKPOOHOTO KOHCOPLIHYMa.

15. ITumesoit  mpomyKT, COAEpXKAIIMM  YKa3aHHYK)  KOMIIO3MLMIO IO JIOOOMYy U3

MPEIIIECTBY IOIUX TyHKTOB ()OPMYJIbI, IJIsi HCIIOJIB30BAHHS IO JIFOOOMY M3 MPENIIECTBYOIIHX

IYHKTOB (hOPMY JIbL.

16. Crioco0 CHWKEHHsI YPOBHS TATOTE€HHBIX Fnterobacteriaceae B KelyIOYHO-KHIIETHOM
TpaKTe, BKJIIOYAMONUIHN BBEIEHHE HYXKIAIOIIEMYCsl B 3TOM MMAL[HEHTY KOMIIO3ULIMH, COAep:Kaliei
OaktepuasibHelil WTaMM poma Blautia hydrogenotrophica, wmeromuii MmocienoBaTeIbHOCTb 168

pPHK, o mens1eit mepe Ha 95% unentnunyio SEQ ID NO:S.
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CDmr 8a Blaut|x 10/12 MPOAEMOHCTPNPOBAIN CH/XKEHWE yPOBHA BOlOPO/A (83%)

CpeaHee PazHocTb
MauywnenTt N¢ Cmax
3.02 123.0 4.0 108.5 34.0 74.0 54.0 54,5
3.04 70.0 32.0 54.0 25.0 48.0 35,5 45,5
3.05 163.0 116.0 138.5 167.0 111.0 138.0 0.5
3.07 71.0 €9.0 70.0 46.0 80.8 83.0 7.0
3.09 121.0 76.0 88.5 86.0 §5.8 65.5 -33.0
3.414 8.0 88.0 86.5 128.0 76.8 102.0 15.5
3.13 118.0 41.0 9.3 85.0 58.8 .4 of .5
3.15 155.0 89.0 127.0 63.0 87.4 75.3 «52.0
3.17 134.0 210.0 172.0 139.0 107.6 123.0 -48.0
3.19 72.0 53.0 §2.5 B7.0 85.0 886.0 23.5
3.21 144.0 139.0 141.5 75.0 126.0 100.5 =47.0
3.22 53.0 71.0 §5.0 55.0 34,8 44.5 2058
CpepHee 108.8 81.5 100,14 80.8 78,2 80.9 «28.%
CcO 37,3 46.4 43.5 26,7 26.2
Mepvana 118.5 85.0 70.5 8.8 «F 8.0
NayueHTs co chkenvem (H2 | 18 {B83%])
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Our. 88 Mnaye6o - 3/6 NPOAEMOHCTPVPOBANIN CHUXKEHME YPOBHA BOJOPOAA
,. , i i et ,

Jlenb 15

CpenHee

L L wa | |

(50%)

PazHocTb

Maunenrt Ne
306 126.0 31.0 108.5 880 131.0 108.5 4.0
310 1240 168.0 146.0 107.4 8.0 7.5 44.5
344 55.0 790 7.0 53.0 8.0 80.5 £.5
3146 98.0 123.0 110.5 123.0 151.0 1370 265
3.23 58.0 113.0 85.5 780 88.0 89.0 1.5
413 58.0 69.0 63.5 25.0 38.0 315 32,0
CpegHee 86.5 107.2 96.8 78,8 85.8 87.3 5.5
co 3338 3.0 34.2 35,7 41.2 7.8 268
MepuaHa 730 102.0 97.0 825 939 93.3 3.3
NaumenTbl co chimkennem H2 | 3 {B(%)

8l/6
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®wr. 9a

[pynna VERUM

CNyYaiHbIi geHb 1 JeHb 15 H2, coppesruposansbilc nyYanHeliAdl. AeHb 1 Jenb 15
HOMEpP Cmax Cmax HoMEpP Cmax Cmax
142 ELE) 338 142 §23.8 348
304 580 218 304 .0 354
345 1384 1128 305 1430 5679
347 368 378 347 718 4.4
3.0% o8 518 3489 121.6 £6.8
.13 &34 1049 KX} 758 1288
3.12 123 38T 352 14,8 534
113 1182 2.8 313 §18.0 5.4
315 1587 538 345 158,08 £3.8
317 ¥4 £3.7 347 13440 £394
3.1% 51 &4 3f9 7.8 £7.8
3.3 144.8 714 331 144.0 758
322 527 43,9 332 29.4 254
3.24 27.8 24.7 334 9.8 178
T-kpumeput, opnoctoponii§ 0. 02032643 T-kpuTepui, opHocTopokki § (3.04798585
AeHb 1 neHb 15 neHb 1 AeHb 15
cpefHee 787 58,5 cpefHee 56.4 750
CO 387 195 CO 4.5 434
i i4 id N id i4
meuaHa T8 £33 MenaHa 36.5 £4.5
MIKH. 123 18 MWH, 14.8 358
MaKc. 144,8 1128 MaKc. 1630 8670

8L/l
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