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2420-561214EA/055
KOMIIOSHUIINM, COIOEPXAIME BAKTEPHMAJIBHBIE UIITAMMEI
OBJIACTE TEXHUKU
IHaHHOe nz3obpeTeHre OTHOCUTCH K obilacTu KOMIIO 311U,
comepxalx OaKTepMaJIbHEE ITaMME, BHIOEJIEHHEEe M3 I[IUIIeBapUTeJIbHOT'O
TpakTa MIEKONUTAMMX, U IIPUMEeHEHUI TaKMX KOMIIO3ULWM IJII JIeUueHUS
3aboJiIeBaHuAd .
YPOBEHL TEXHUKU
KumeuHMk uYeJIOBeKa CuUMTaeTCcad CTepMJIbHEM 1in utero, HO cpasy
Iocjle pPoXIeHMS IOoIOBepraeTcs BO3OeMCTBMUI OOJIBMOTO KOJMUeCTBa
MUKPOOPTAaHM3MOB MaTepu M OoKpyxXawbmel cpelbl. [locjie STOTO HACTyIaeT
OIVHaMUueCKUM Iepuon KOJIOHV3AaLlUN " nocjienoBaTeJIbHOM CMeHH
MUKPOOPTAaHM3MOB, Ha KOTOPHM BJIMAT Takue ©QaKTOPH, Kak CIocod
ponopaspelleHra, OKpyXRawimasa cpela, IOMeTa M TeHOTHUII XO34MHa, BCe

M3 KOTOPHX BIJIIMAKRT Ha COCTae MMKpO@MOTH KMIMIe4YHMKa, OCOBEHHO B

PaHHeEM BO3pacTe. BriocsiencteMM  MHUKpOOMOTa  CTabOMIMU3UPYEeTCd WU
CTAHOBUTCSA MNOONOOHOM TaKOBOM Yy B3POCJEX [1]. MuMkpoOMOTa KMUIEeUHMUKA
UeJIOBEKa COOEPXUT DoJiee 500-1000 Pa3JIMUHEIX OMIIOTUIIOR,

OTHOCAIIMXCHA, IIO CymecCTBY, K IBYM OCHOBHEM GaKTepMaﬂbHHM I'pyllliaM:

Bacteroidetes wm Firmicutes [1i]. B pesyabTatre 50OEeKTUBHEX
CUMOMOTUUE CKUX B3aMMOCBA3eN, BOBHMKALIMX BCJIEOCTBUE
BakTepralbHOM KOJIOHMBalLUU KUIMeUHUKa yeJIOBEKa, HabJonaeTcs

MUPOKUM CIHEeKTP MeTaboJIMUeCKUX, CTPYKTYPHEIX, SBallMTHHX ¥ IPYIUX
[IOJI€ 3HBIX byHKLIMN . [ToBEIIEHHA A MeTabonueckasa AKTUBHOCTB
KOJIOHM3VPOBAHHOT'O KUIIeUHMKa OfeclleuMBaeT MHOT'O pola pacllellJIeHre
HellepeBapMBaeMEIX  KOMIIOHEHTOB IOMEeTEl MHOT'O pomoa C  BHIOEJIEHUEM
NPOOYKTOB  XUBHEOeATEeJIEHOCTH, oBecreunBanlmx BaXHBEM  MCTOUHUK
NIUTAaTEeJILHEIX BelecTB IJd X03AMHa. TOUHO Tak Xe MMMyHOJIOTMYeCKad
3HAQUMMOCTL MUKPOOMOTEL KMIIEUHUKa XOPOIIO M3BEeCTHa U IIpUBEINEHa B
KayeCcTBe IpuMepa y Oe3MMKPOOHHX XMBOTHHX C HapymeHHOW WMMYyHHOM
CHUCTeMOM, KoTopasd OQYHKUIMOHAJIEHO BOCCTaHAaRBRJIMBAETCSA I[IOCJe BBEeIeHUS
KOMMeHCcaJIbHEX OakTepun [iii-iv].

CylmecTBeHHEe N3MeHeHUsd B cocTaBe MUKPOOMOTEL OBLIIN
3apPerMCTPUPOBAHEl  [IPM  HaAPYIMEeHMAX - KeJYIODOUHO-KUIIEUHOT'O TpakKTa,
TakMxX KaK BOCHaliMTeJIbHOe 3abojieBaHMe KulleuHuka (B3K) Hanpuwmep,

YVPOBHM KJacTepa XIVa ©OakTepum Clostridium Yy IauMeHTOB C B3K



CHMWXalTCH, B TO BpeMd KakK KoJuuecTBO FE. coll MoBHmMaeTcsd, UYTO
TOBOPUT O CIOBUTe OajlaHCa CUMOMOHTOB ¥ TNaTOOMOHTOB B KHUIIEUHMUKE
[v-vi]. VIHTepeCHO, UYTO 53TOT MUKPOOHEM IMCOaAKTepMo3 TakKXe CBSA3aH
C mucbalyiaHcoM B nonyaaumax T sOOeKTOPHEIX KIIETOK.

[IlpyHMMasg BO BHMMAaHMe I[IOTEHUMAaJIbHEM [IOJIOXUTEJILHEN 5sbbekT,
KOTOPHM MOTYT TIIPOSABRJIATL OlpeneJieHHEe OaKTepuallbHEHE MTaMMBEL B
KUIMIeUHUKEe XUBOTHHEIX, OBJIM NPEOJIOXEHH pPas3JjMUHbEe MTaMMB IJIS JIeUeHUS
MHOTHUX 3adojieBaHuM (CM., HalIpuMep, [vii-viii]). Kpome ToOTO,
HEKOTOpPHE MTaMMBl, BKJIOUAd TJIABHHM o00pas3oM mTaMumul Lactobacillus u
Bifidobacterium, ObBJIM NPeIJIOXEHH MIJIS [IPUMEHeHMd [IpU JIeUeHUU

PasJIMYHEX BOCIIaJIMTeJIbHEIX n ayTOVIMMY HHEBEIX SaGOﬂeBaHMﬁ, KOTOPEE

HEIOCPEIOCTBEHHO HEe CBS3aHBE C KUIIEUHMKOM (CM. [ix] m [x] §ns
0630poR) . OODHaAKO oOCTaeTcsa He B IIOJHOM Mepe oxXapaKTepu3oBaHa
B3alMMOCBSA3b MEeXIy pPasInJYHEMA 3aboJIeRaHMAMHA u Pa3JIMUYHEMU

DaKkTepraJIbHEMM  ITaMMaMi, a TakxXe TOUYHHEe HDOOeKTH KOHKPETHEIX
DaKkTepHraJIbHEIX MTaMMOB Ha KUIIEUHMK KaK Ha CUCTEMHOM YpPOBHeEe, TaK U
Ha Kakue-JmMBOO KOHKPETHHe BUIOH 3abojeBaHulM. HanpuMmMep, HEKOTOPHE
BUIOH Enterococcus OBHJIM BORJIEUEHH B IOABJIeEHMe Ppaka [xi].

[IosTOMy, B IaHHOM 0O0JlaCTM TEeXHMKM CYHNeCcTBYeT HeOoOXOOMMOCTH
B pas3paboTKe HOBHX CIOCOOOB JeueHusa 3abojieBaHuM. CylecTBYeT
Takke HeOOXOIOMMOCTEL B 0oJjlee HOeTaJIbHOM WM3YUYeHUM [IOTeHIMAaJIbHEIX
sbbexToB OakTepuM KUIIeUHMKa C LeJiblo JajlbHellled paspab®oTKM HOBHX
CriocoBOBR JIeUeHMA C I[IpMMeHeHMeM OaKTepul KUIIeUHVKA .

CYIHOCTb M3OEPETEHVA

ABTOpH paszpaboTaliM HOBHE CIOCOOH JIeUeHUMSI U [OIPpOOUIIaKTUKU
3abojieBaHMV. B UYacTHOCTH, aBTOPH pas3paboTaju HOBHEE CIOCOOEH
JeUueHUua U IOpOodUIIaKTHMKM pakKa. B UYacTHOCTM, aBTOPH M300peTeHUdA
OBHaAPYXUIIN, UTOo OaKTepuaJbHEE T aMMBEL BMIOA Enterococcus
gallinarum MOTYyT OHTE 20PEKTUBHEIMM OJIA JIEUEHMS U IPOOMIIAKTUKH
paka. Kaxk omomMcaHO B IIpuUMepax, IIepopalJibHOe BBeIeHMe KOMIIO3UIIUM,
comepxamux  Enterococcus gallinarum, MOXeT  YMEeHBIIMTE  pasMep
OIIYXOJIM B MHIIMHEX MOIeJIAX paka.

B I[IpeXlouTUTeJIbHHX BapMaHTax OCVYIIECTBJIEHNA  M300peTeHNe
ofecrneuMBaeT KOMIO3MIMI, COHepXalyk OaKTepMalJlbHEM MITaMM BMKIaA
Enterococcus gallinarum, n»nJsg TIOpUMeHeHMS B crocobe JeueHUS WIU

HpO@MHaKTMKI/I Prara, TakKOI'O KakK pak MOJIOUHOM XKeJIe3EH, JIeTKUX WJIIN



rleyeHu. ABTOPH n300peTeHn g ODHAPYXUIIN, yTo obpaboTka
KOMIIOBULIMAMM, CoOepXamumMu OaKTepuaJbHHM ITaMM BuOa FEnterococcus

gallinarum, MOXeT YMEHBINVTE POCT OIIYyXOJIM B MBIIMHEIX MOIOEJIAX pPaKa

MOJIOUHOM XKeJIe3H, JIeTKU1UX u IIeYeHN. B HeKOTOPEHX BapraHTax
OCYymeCTBJIEHNA MBO@peTeHMﬂ, KOMIIO3MIINMA IIpeIHasHa4dYeHa IOJIA
IIPVMIMEHEHN A B criocobe YMEeHEBIIEeHM A PasMepa OITyXOJIN 2%

IpenoTBpalleHMsa pocTa ONyXOoJM IIpM JieueHMM paka. KoMmmoosuumm cC
MCIIOJIE30BaHMEM Enterococcus gallinarum MOTYT OBITH ocoBeHHO
S0OEeKTUBHEIMM @OJISA YMEHBIIEHUMS pa3Mepa ONYyXOJM WM IpeldoTBpalleHUA
pocCTa ONYyXOJIM IIPpU JIeUeHUM pakKa.

B NPEennouTUTEeJIbHEIX BapmMaHTax peaamnsanmum HaCcToOAmeTro
n30bpeTenrs OakKTepUaJILHEM MTaMM B KOMIO3UIMM IIpelcTaBjigeT cobom
Enterococcus gallinarum. Takxe MOTYT OHTH MCIIOJBE30BAHE OJIM3KO
POIOCTBEeHHEE IITaMMHE, TakKuMe Kak OaKTepHaJlbHEE MTaMMBE, KOTOPHE
MMEeKT TIOCJedoBaTelJIbHOCTE pPHK 16s, kxoTopas HABJIAETCA IO MeHbIeN
Mepe Ha 95%, 96%, 97%, 98%, 99%, 99,5% waum 99,9% uUIeHTUUHOU
nocyenoBaTeJsqibHOCTM pPPHK 16s OakTepualJlbHOT'O WTaMMa FEnterococcus
gallinarum. [MpennouyTuTeJIbHO BakTepraibHEM T aMM nMeeT

nocjienoBaTelbHOCTE PPHK 16s, koTopas ABJISAEeTCA IO MEHBIEW Mepe Ha

95%, 96%, 97%, 98%, 99%, 99, 5% W 99, 9% MIOEHTUUHOM
[I0CJIeDOBAaTEJILHOCTHU SEQ ID NO: 1 W 2. [IpennouyTnuTesIbHO
[ocJienoBaTeJIbHOCTE MIOeHTHMYHa SEQ ID  NO: 2. lpennouTuTesibHO
BaKTeprabHEMN T aMM OJId IPpMMEHEHM A COTJIaCHO HaCToOAlleMy

N300peTeHN MMeeT I[IOCJIefoRaTelbHOCTE pPPHK 16s, [peXcTaBJIEHHY
nocyenoBaTeJlbHOCTEID SEQ ID NO: 2.

COOTBETCTBEHHO, U300peTeHUe Takxe obecleunMBaeT KOMIIO3ULMID,
comepXxamyln OaKTepMaJIbHHM MTaMM, KOTOPHM MMeeT IIOCJIeNOoBaTeJIbHOCTD
pPPHK les, KoTopada 1o MeHbIIen Mepe Ha 95% UOEHTUUHA
nocyenoBaTeJqibHOCTM pPHK 16s OakTepualJlbHOT'O WTaMMa FEnterococcus
gallinarum §»Jg HOpUMeHeHVS B crnocofe JIeueHMS WM OPOoOMIaKTUKNA
paka. B YaCTHOCTH, n3obpeTeHNre obecrieunBaeT KOMIIO 3ULIND,
comepXxamyln OaKTepMaJIbHHI MTaMM, KOTOPHM MMeeT IIOCJIeOOBRaTeJIbHOCTD
pPHK 16s, koTOpad IO MeHbIeM Mepe Ha 95% mupmeHTmuyHa SEQ ID NO: 2
0JIg IIpMMeHeHMA B clIocofe JledeHMA WM OpodMilakTUKM paka. B
HEKOTOPHIX BapMaHTax peaauz3aumnm HacToAmeIro n300peTeHNnd

OaKTepraJIbHEM mITaMM B KOMIIO3MUMM He OTHOCUTCA K Enterococcus



gallinarum. B HEeKOTOPHIX BapmaHTax peannsalunum HAaCTOAmeIro
nz3obpeTeHus OakTepuaJbHHEM DITaMM B KOMIO3UIMM He OTHOCUTCH K
Enterococcus gallinarum, HO ABJISETCS TEeCHO CBS3aHHBEM IITAMMOM.

B HeKOTOPEHX BapMaHTax OCYIEeCTBJIEHUA MN300peTeHMda, KOMIIO3ULUA
1o HacToAmeMy N300peTEeHN npenHasHaueHa 0Jid [IepOopPaJIbHOT'O
BBeleHUa. IllepopallbHOe BBeIeHMEe MTaMMOB I[I0 HacTodAlleMy M300peTeHUIO
MOXeT OHTE 5OOEeKTUBHEIM OJIA JIeUueHMS pakKa. KpoMe TOro, IIepopalJibHOe
BBelleHMe YOOOHO OJA INalMeHTOB M MeIUUMHCKMX pPabOTHUKOB, IIPU STOM
OHO IIO3BOJIAET OCYIHECTBJIATL NOCTABKY MU/MIM YAaCTUUHO WMJIKM IIOJIHOCTHIO
KOJIOHM3VPOBATE KUIIEUHUK .

B HEeKOTOPEX BapMaHTaX OCYyIeCTBJIEHNA MSO@peTeHMH, KOMIIO3MIINA

1o HacToAmeMy 1300peTeHND COOEPXUT OIOHO I BoJee
bapMalLleBTHUECKN IPVEMJIEMEIX BCIIOMOT' aTeJIbHEX BellecTB W
HOoCHUTeJIen.

B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHUA U300peTeHMsI, KOMIO3UIINA
IO HacTodmeMy Hu300peTeHMI0 COIepPXUT OaKTepuaJbHHEM MTaMM, KOTOPHM
ABJIAETCH JUOOUIMBUPOBAHHEM. JIMOodMIM3MaALUUA ABJIgeTCa 20OPeKTUMBHBEIM U
YyOOOHEIM  CcIIOCOOOM  TIOJIyUYeHMSA CTab®uJIbHEIX KOMIIO 3ULIUM, KOTOpPEHIE
IIO3BOJIAIT OCYMECTBJATL IOCTABKY OaKTepuiu.

B HEKOTOPHIX BapMaHTax OCyMeCTBJIEHUSI n30bpeTeHNUs,
npenjaraeTcsd OUIEBOM MNIPOOYKT, COIEepXalui KOMIIO3ZUIMIO, KakK OIMCAaHO
BHIIE .

B HEKOTOPHBIX BapuaHTax OCYyMeCTRBIJICHUS n3o0BbpeTeHns
openjaraeTcss BaKLUMHHAS KOMIIO3MIMS, CcoIepxXallas KOMIO3MLMD, Kak
ONMCAaHO BHIIE.

Kpome Toro, u300peTeHMe of0ecleuMBaeT CIOCO0 JieUeHUI WK
OpodUIakKTUKM pakKa, BKIDUAKIMUY BBeleHMe KOMIIO3MINWM, CcoIdepxXalen
BakTepuallbHEN mTaMMm BuIaa Enterococcus gallinarum.

[Tpu paspaboTke BHIIEYKA3aHHOTO n300peTeHnd aBTOPEL
UISHTUOUIIMPOBAIM M OXapaKTepr3oBaJM OaKTepMaJbHHM MTaMM, KOTOPHM
ocoBeHHO MNPUTOIOEeH OJ4 IIpMMeHeHMd B JieueHuM. IlokasaHo, UYTO mTaMM
Enterococcus gallinarum 1o wmusofpeTeHMD 5b0OeKTMBEH OJIS JIeUeHUS
paka. Mcxoma ¥3 BHINEUMB3JIOXEHHOTO B IOPYITOM AacleKTe HacCToAmeIro
nzofpeTeHusa IpenjaraeTcsa KJIeTka mTamum FEnterococcus gallinarum,
OelIOHUPOBAHHOM  IIOX HOMepoM nmoctTyna NCIMB 42488, WJIN ero

I[IPOMI3BOOHOE . B HacCToAlleM MSO@peTeHMM Tarxe IIpemjiararnTc4d



KOMIIO3ULIUKM, COIepXallre TaKMe KJIeTKM, WIM OUOJIOTUMUECKM UMCTEHE
KYJIb TYPH TaKUx KJIETOK . B HacTOAIEM n300peTEeHUN TakKxe
npenjlaraeTcs KJIeTKa [T aMM Enterococcus gallinarum,
OEelIOHVMPOBaHHAaA non HOMEpOM  OOCTYIla NCIMB 42488, VI ee
[IPOU3BOLOHOE, oJIg  IIPpUMEHeHusa B JIeUeHUH, B UYaCTHOCTM paka.
AHaJIOTUUHO, n3o00peTeHNre oBecrieunBaeT KJIETKY BaKkTepraJIbHOT'O
mTaMMa, KoTopas MMeeT IocJeloBaTelJIbHOCTE PPHK 16s, koTopasd TIo
MeHbe¥ Mepe Ha 95% umenTmurHa SEQ ID NO: 2 MM €TI0 IPOUMBBOIOHOMY .
B HacTOoAmeM n300peTeHUn TaKxe npenjaramnTcsa KOMITO 3ULIUN,
comepxamye Takue KIeTKM, WIM OMOJIOTMUECKM UMCTHE KYJIbTYPH TaKUX
KJIeTok. lM3o00OpeTeHue Takxe obecneumBaeT KJIETKy ©OaKTepuaJlbHOTO
mTaMMa, KOoTopasd MMeeT I[IocJeloBaTeJIbHOCTE pPPHK 16s, koTopasd T1Io
MeHbmel Mepe Ha 95% mmeHTMuHa SEQ ID NO: 2 MIM ee TIPOM3BOIHOMY
nJis IpVMeHeHN A B Tepalnu, B YaCTHOCTM  IJIA  JIedeHMd WU
OpodUIIaKTUKKM pakKa.

KPATKOE OIIMCAHME T'PAPUUECKUX MATEPHUAJIOB

durypa 1: MemmHasd MOIOeJB paka MOJIOUHOM XeJie3H -— O00BeM
OIIYXOJIN .
durypa 2: MommHas MOLeJIb paka JIeTKUX — OO0BeM OIIyXOJIM.

durypa 3: MommHasa MOIeJlb paka [IeueHM — Macca I[IeUeHN.

durypa 4A: VYPOBHM LIUTOKMHOB (II'/MJI) B He3pPeJBEX OeHIPUTHHIX
KJIeTkax (Be3 OakTepuu) .

durypa 4B: VYPOBHM LIUTOKMHOB (IOT'/MJI) B He3peJBX OeHIPUTHHX
KJIeTKax I[ocJje nobaejieHusa LPS.

durypa 4C: VYPOBHM LIUTOKMHOB (IOT'/MJI) B He3pPeJBEX OeHIPUTHHX
KJIeTKax Iocje nobaBjeHma MRX518. .

durypa 4D: VYPOBHM LIMUTOKMHOB (IT'/MJI) B He3peJBEX OeHIPUTHHX
KJleTKax [ociye pobaBjyeHma MRX518 m LPS.

durypa 5A: YpOBHM LMTOKMHOB B KijeTkax THP-1 (8e3 GakTepuu) .

durypa 5B: YPOBHHU LMTOKMHOB B KJIeTKax THP-1 IocJje
nobaBJieHMA OaKTepMaJIbHOTO OcamnKa.

durypa 5C: YPOBHU LMTOKMHOB B KJIeTKax THP-1 IocJje
notasjeHua MRX518 oTnesibHO MM B coueTaHum C LPS.

OIIMCAHME HACTOAILEI'O MBOEPETEHNUA

BakTepraJlbHEE MITaMMEL

Komriosmuuum 110 MBO@peTeHMIO comepxarT GaKTepMaHBHHVI mTaMM BHMIOa



Enterococcus gallinarum. IlpuMepH HOEeMOHCTPUPYIOT, UYTO OaKTepuu
STOTO pPOHa I[IOJIE3HH OJIA JIEUEeHUA WM IPpOoOMIIaKTUKM paka.

COOTBETCTBEHHO, MU300peTeHMe Takxe o0ecleuMBaeT KOMIIO3ULNM,
comepXallylo OaKTepMaJlbHBI MTaMM, KOTOPHM MMeeT IIOCJIeHOBaTeJIbHOCTD
pPHK lés, KoTOpad 1o MeHBbIIEN Mepe Ha 95% UOeHTUYHA
nocjyienoBaTesibHOCTM PPHK 16s ©OakTepuallbHOT'O WmITaMMa Enterococcus
gallinarum nJjs TpPVMMeHeHMS B TepaluM, HalopuMmep, IJId IIPVMeHeHUS B
criocobe JieueHMsa WM IpeloTBpamas pak. B uyacTHocTH, HM300peTeHHue
Takxke obecrneurBaeT KOMIIO3UIIMY, CoIepXamyln OaKTepMaJlbHBM MTaMM,
KOTOPEM MMeeT TIOoCJeloBaTeJIbHOCTE pPHK 16s, koTopas IIO MeHbIen
Mepe Ha 95% wupgeHTnMuHa SEQ ID NO: 2 s IOpMMeHeHMHA B Tepaluu,
HallpyMep, IJisS [IPMMEHeHMsa B CIocoOe JIeueHMsa WM IpOOMIIaKTUKU
paka. B HeKOTOpPHX BapMaHTax peajin3aluy HaCTOoAMLeI'0 KnN300peTeHUd
BaKTepMalbHEM mITaMM B KOMIO3MUMM He OTHOCUTCA K Enterococcus
gallinarum, HO ABJAeTCS TECHO CBA3aHHHM IITaMMOM.

300peTeHUe oBecrieunpBaeT Enterococcus gallinarum oJisa
IPpVMMEHEHMS B Tepaluy, HalpuMep, IJA IPMMEHEHMS I[IPM JIeUeHUM WK
IpoduIakTHUKE paka. AHAJIOTMUHO, n300peTeHNre OTHOCUTCHA K
KOMIIO3ULIMM, CoIepxXamel OaKTepuallbHEM NTaMM Buia FEnterococcus
gallinarum pJjd IOpMMeHeHMsS B TepaluM, HalpuMmep, IOJIS I[IpUMEeHeHUSd
IpK JIedeHUM WM [penylpeXIeHUM paka. B HEeKOTOPHX BapMaHTax
OCYWECTBJIEHMSA KOMIO3MUMUM II0 M300peTeHMID coIepXkaT OaKTepMallbHBM
mTaMM, KOTOPHM MMeeT I[ocJeloBaTellbHOCTL pPPHK 16s, KoTopasd IIo
MeHbel Mepe Ha 95% wumenTmuHa SEQ ID NO: 2, HaopuMmep, KoTopasd
npencrarBjasgeT cobol Enterinococcus gallinarum ¥ He  COIEPXUT
Kakux—-Jgubo IpyTux OaKTepMaJIbHHX POOOB. B HEKOTOPHX BapMaHTax
OCYWeCTBJIEHUA KOMIIO 3ULIUN 1o n300peTeHnD comepxarT OOUH
BaKkTepMalbHEM MTaMM, KOTOPHM MMeeT IMOCJeloBaTelbHOCTL PPHK 16s,
KOTOopasd IO MeHbIel Mepe Ha 95% maeHTnuHa SEQ ID NO: 2, HalOpuMep,
KoTopasd TIIpelcTaBygeT cobou Enterinococcus gallinarum ¥  He
COOEPXUT KaKUX—JHUOO OPYIUxX ODaKTepMaJbHEX MTaMMOB WMJIM BUIOB.

Enterococcus gallinarum ofpasyeT KOKKOBMIHEE KJIETKU, B
OCHOBHOM IapaMy WMJIM KOPOTKMMM LensamMu. OHM HENOOBWXHEH, a KOJIOHUU
Ha arape C KpPOBBI WIM OIMUTATEJILHOM arape ABJARTCA KPYyIJIEMM U
TJaikuMu. Enterococcus gallinarum peaTupyeT C aHTUCHBOPOTKOM

Lansfield T'PYIIIIEL D. Vismoc Tpa TMBHEIM T aMMOM Enterococcus



gallinarum ABJIAETCHA F87/276=PB21=ATCC 49573=CCUG 18658=CIP
103013=JCM 8728=ILMG 13129=NBRC 100675=NCIMB 702313 (paHee NCDO
2313)=NCTC 12359 [xii]. Howmep mocTyIla GenBank oJisg
mocjiegoBaTeJIbHOCTM TeHa 16S pPHK  Enterinococcus gallinarum
cocTaBjygeT AF039900 (omMcaHHHM B IOaHHOM IOOKYMeHTe kak SEQ ID NO:
1) . MJumoCTpaTUBHEM mTaMM Enterococcus gallinarum ommcadn B [17].

BakTepus Enterococcus gallinarum, IOeroHMpOBaHHAaA non
HOMepoM nocTynia NCIMB 42488, Ovula HOpoaHalM3MpoBaHa B IllpuMepax u
Takxe YIOMMHaeTCsS B HacTodAmeM IOKYMeHTe kak mTaMM MRX518. CcCrUIKHK
Ha MRX518 n MRx0518 MCIIOJL 3YIOTC A B3alMO3aMeHSIeMoO .
[locnmenoBaTeJibHOCTE 16S pPHK 1misa  aHadmu3uMpyeMor'o mramMMa MRX518
npencrasjeHa B SEQ ID NO: 2. HIDramv MRX518 OpUI OENOHMPOBAH B
MeXIYHapOIOHOM I[Ielo3UMTapHoM yupexneHun NCIMEB, Ltd. (Ferguson
Building, Ab6epnouH, AB21 9YA, IoTaaHousa) koMmmnaHuel 4D Pharma
Research Ltd. (Life Sciences Innovation Building, ABepnuH, AB25
2728, DMormaunuda) 16 Hoabpsa 2015 roma kak «Enterococcus sp» U C
IPUCBOEHMEM HOMepa nocTyna NCIMB 42488.

I'enomMm mTaMMa MRX518 CONEepPXUT XPOMOCOMY u IJIasMmumoy .
[locJenorRaTeJIbHOCTE XpoMocoM Jjid mTamMMa MRX518 mnpemcTarBiieHa B SEQ
ID NO: 3. IlmasMMOHad IIOCJIemOBATEeJILHOCTE IJjia mTaMMa MRX518
npencraejeHa B SEQ ID NO: 4, STM [OCJHIeIOBaTEJBHOCTM OBUIU
CTeHepUPOBAaHE C MCIIOJbL30BaHMeM IIaTdopMe PacBio RS IT.

OxMmaeTcsda Takxe, UTO OakTepMaJibHHE IITaMMH, TEeCHO CBSA3aHHHE
CO MmMTaMMOM, MCIHHTAaHHEM B IOIpuMepax, OyIOoyT 20beKTHMBHH OJIS JIeUueHUS
I  OpodUIIakTUKM  paka. B HEeKOTOPHIX BapMaHTax  peajlusaluu
BaKkTepualbHEE T aMME 1o HacToAmeMy n300peTEeHND VIMEeT
nocjienoBaTelbHOCTE PPHK 16s, koTopas ABJISeTCHA IO MeEHBIEM Mepe Ha
95%, 96%, 97%, 98%, 99%, 99, 5% WJIN 99, 9% MOCHTUYUYHOM
nocyenoBaTeJqibHOCTM pPHK 16s OakTepualJlbHOT'O WTaMMa FEnterococcus
gallinarum. IlpedlouTHUTEJILHO OaKTepraJlbHEM MTaMM IJIS [IpUMeHeHUS
COIJIaCHO HacTodleMy M300peTeHM HMMeeT I[IOCJIeHoBaTeJIbHOCTE pPPHK
16s, xoTopas gBJAeTCd IO MeHblel Mepe Ha 95%, 96%, 97%, 98%,
99%, 99,5% wmium 99,9% UOeHTHMUYHOM IIocJeloBaTeJibHoCTM SEQ ID NO: 1
i 2. lpednodTUTeJIbHO I[IOCJIelOBaTeJIbLHOCTE MIOeHTHYHa SEQ ID NO:
2. TlpennouyTUTEeJIbHO OaKTepMalJIbHEM MTaMM OJIA IIPpMMEHeHMs COIJIaCcHO

HacToglleMy n300peTeHNIO MeeT rIoCJIeDOBRaTEJIBHOCTE pPHK 16s,



IpencTaBJIEHHYKL IIOCJIeNOBaTeJIbHOCTEI SEQ ID NO: 2.

[IpennojlaraeTcsa, dYTO OakTepHaJilbHEHE MTaMMbl, KOTOPHE ABJARTCH
buoTunaMmM OaKTepuM, OeIOHMPOBAHHOM I[IOI HOMepoM HocTyna 42488,
S0PEeKTUBHE IOJIA JIeUeHUS WM OIPpOdMIIakKTUKM paKa. DBuoTull 4BJIAeTCA
OJIM3KOPONCTBEHHEM MTaMMOM, KOTOPHEM MMeeT aHaJIOTMUHHE WM OUYeHb
[IOXOXMe QUBUOJIOTHUUECKME U OMOXMMUUECKHME XapaKTepUCTUKM.

ITaMMB, KOTOPHE ABJAOTCHA OMOTUIAMM OaKTepuM, OelOHMPOBAHHOM
o HoOMepoM npoctTyna NCIMB 42488, u HOPUIOOHE OJA I[IPMMEHEHUS B
HacToOAlleM n300peTeHnN, MOXHO UIEHTUOUINPOBATE nIyTeM
CEeKBEHVPOBaAHUA OIPpYyITUX HYKJIEOTUIHEIX nocjienoBaTeJIbHOCTEN 0JId
DaKTepuu, OelIOHMPOBAaHHOM IIOoI  HOMepoM gJocTyna NCIMB 42488.
Hanpumep, O CymecTBy BeChk I'€HOM MOXHO CeKBEHMPOBaAThH, a MITaMM
BuoTuUIa oJis [IpUMEHEeHM A B HacToAlleM n300peTeHnN MOXET
XapakTepu30BaTLCA IO MeHbIel Mepe 95%, 96%, 97%, 98%, 99%, 99,5%
i 99, 9% UOEHTUUYHOCTLI IIOCJIemOBATEeJILHOCTHM IIO MeHbIleM Mepe Ha
ydacTke, cocTaBjsapmeM 80% 1LeJJoTo TeHOMa (HalpuMMep, IO MeHbIen
Mepe 85%, 90%, 95% wmim 99% wmIM 10 BCce¥ IJMHe 1LeJIoT0 TeHoMa) .
HanpuMep, B HEKOTOPHX BapMaHTax OCyLeCTBJIEHMA, NITaMM OMOTUIIa
MMeeT TIIO MeHblleM Mepe 98% MIOEHTHMYHOCTM IIOCJIeODOBATEeJILHOCTHU II0
MeHbIIeM Mepe Ha 98% eTro TeHOMa MWJIM IIO MeHbIley Mepe Ha 99%
UISHTUUHOCTHM IIOCJIeOOBAaTEJILHOCTM  Ha 99% ero TI'eHOMa. Opyrue
IPUTOOHEE [IOCJIENOBATEJIBHOCTM IOJIA IIPMMEeHEeHMA [OIPU UIeHTUOUKALIUN
IITaMMOB OMOTUIIOB MOTYT BKJIIOUATEH hsp60 NI IIOBTOPAKRIMEC ST
rocjlenoBaTeJIbHOCTM, TakmMe KkKak BOX, ERIC, (GTG)s, wmim REP wmam
[xiii]. T aMMEI OO THUIIOB MOTYT MMEThb IoCcJIeDoBaTeJIbLHOCTH,
XapakTepusywomuecs II0 MeHblel Mepe 95%, 96%, 97%, 98%, 99%, 99,5%
i  99,9% MIEHTHMUYHOCTHBI IIOCJIeHOBaTEeJILHOCTM C COOTBETCTBYKIEN
IOCJIENOBATENBHOCTEID OaKTepuM, HOeNOHMPOBAHHOWM IO HOMEPOM IOCTyIla
NCIMB 42488. B HeKOTOPHX BapMaHTaxX OCYWeCTBJIEHUA KN300peTeHUs,
mTaMM OMOTHUIIA MMeeT I[IOCJIelNOBaTeJIBHOCTE C IIO MeHblmeM Mepe 95%,
96%, 97%, 98%, 99%, 99, 5% WJIN 99, 9% UOEHTUUYHOCTBIO
IIOCJIENOBATENBHOCTM C COOTBETCTBYKIEN MNOCJeIOBATEJIBHOCTBI IITaMMa
MRX518, nemnoHupoBaHHOM kak NCIMB 42488, wu conmepxuT 16S pPHK,
KOTOopasd IO MeHblleM Mepe Ha 99% uOeHTHMUHa (HaopuMep, IO MeHBIEN
Mepe 99,5% mim 1o MeHbImeM Mepe Ha 99,9% upmeHTuuHa) c SEQ ID NO:

2. B HEeKOTOPEIX BaplaHTax OoCymeCTBIIEHNA, mrTamMM OMOTHUIIa MMeeT



IocjeIoBaTeJILHOCTE C TIIO MeHbIlem Mepe 95%, 96%, 97%, 98%, 99%,

99, 5% WJIN 99, 9% MOEHTUUYHOCTEIO [IOCJIEOOBATEJIBHOCTU C
COOTBETCTBYyIWIEN [IOCJIEDORATEJIBHOCTBIO [MTaMMa MRX518,
OEIIOHNPOBAHHOT'O Kak NCIMB 42488, u uMeeT 168 pPHK

nocyenoBaTeJbHOCTHM SEQ ID NO: 2.

B HeKOTOpPHIX BapMaHTax peajlM3alMM HacTOoAMero M300peTeHUd
BakTepnallbHuM MTaMM oJis IpVMeHeHU S CoTJlacHO HacToAmeMy
N300peTeHnn MMeeT XPOMOCOMY C MWIEHTHUUYHOCTBI IIOCJedOoBaTeJIbHOCTHU
SEQ ID NO: 3. B IpPeOlnouTUMTEJIBHHIX BapMaHTax peajM3alyy HaCTOAMeIO
n30bpeTenrs OaKTepUaJibHBEIM mITaMM IJIS [OpMMeHeHMSa B HaCTOoAleM
n300peTeHrr ¥MMeeT XPOMOCOMY IIO MeHbleld Mepe ¢ 90% MOeHTHMUHOCTLIO
nocjenoBaTenbHocT SEQ ID NO: 3 (Hanopumep, OO MeHbIel Mepe 92%,
94%, 95%, 96%, 97%, 98%, 99% I 100% UOEHTUUYHOCTBIO
nocjenoraTesqbpHOCTM SEQ ID NO: 3) ¢ nocjemoBaTellbHOCTbB SEQ ID
NO: 3, 1o MeHBIIEeM Mepe Ha ydacTKe, cocTaBjgwmeM 60% (HanopuMmep,
1o MeHbIleM Mepe 65%, 70%, 75%, 80%, 85%, 95%, 96%, 97%, 98%, 99%
I 100%), NOCJIeIOoBaTEJIbLHOCTHY SEQ ID NO: 3. Hanpuwmep,
fDakTepraJbHEM DTaMM IJIS [IPMMEeHeHMSa B M300peTeHMM MOXeT UMEeThb
XPOMOCOMY c MOEHTUUYHOCTLIO 1o MeHbIen Mepe 90% C
nocjiemopaTeJsibHOCTBI SEQ ID NO: 3 oxpatTeBawmyn /70% SEQ ID NO: 3,
WIM C MISHTHMUHOCTBIO II0 MeHbmeld Mepe 90% C [IOCHeIOBATEIbHOCTLIO
SEQ ID NO: 3 oxBaTHBakmylo 80% mnociyenmoBaTeJibHocTM SEQ ID NO: 3,
WIM C MISHTHMUYHOCTBIO II0 MeHbmeld Mepe 90% C [IOCJIedIOoBATEJIbLHOCTLIO
SEQ ID NO: 3 oxBatTHBakmyion 90% nocjepoBaTeJibHocTM SEQ ID NO: 3,
WIM C MISHTHMYHOCTBIO IIO MeHbmel Mepe 90% C [OCJIeOIOBATENIbLHOCTHIO
SEQ ID NO: 3 oxBaTHBabomywn 100% nocisemoBaTeJibHocTM SEQ ID NO: 3,
WIM C MIEHTMYHOCTBI IIO MeHbmel Mepe 95% C [OOCHelOoBaTEIbLHOCTHIO
SEQ ID NO: 3 oxBatTHBakmywo /0% 1nocjepgoBaTeJibHoCcTM SEQ ID NO: 3,
WIM C MIEHTMYHOCTBI II0 MeHbmel Mepe 95% C [OOCIelOoBaTEIbHOCTHIO
SEQ ID NO: 3 oxBaTHBakmyil 80% mnocjepmoBaTeJibHoCcTM SEQ ID NO: 3,
WIM C MIEHTWYHOCTBI IIO MeHbIel Mepe 95% C [DOCIelOBaATEIbLHOCTHIO
SEQ ID NO: 3 oxBaTHBakmyio 90% nocisepmoBaTeJibHoCcTM SEQ ID NO: 3,
WIM C MIOEHTHMYHOCTBI IIO MeHbIel Mepe 95% C [DOCJIeOOBaATEIbLHOCTHIO
SEQ ID NO: 3 oxBatTeBabmywon 100% nocisemoBaTeJibHocTM SEQ ID NO: 3,
WM C MIEHTHMYHOCTBI IIO MeHbllell Mepe 98% C DOCJIeOOBATEJLHOCTHIO

SEQ ID NO: 3 oxBatTeHBakmywo /0% nocjygepmoBaTeJbHoOCTM SEQ ID NO: 3,
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WIM C MIOEHTHMYHOCTBI IIO MeHbIel Mepe 98% C [DOCJIeOOBATEJILHOCTHIO
SEQ ID NO: 3 oxBatTeHBakmyio 80% nocjsepmoBaTeJbHoCcTM SEQ ID NO: 3,
WM C MIEHTHMYHOCTBI IIO MeHbllell Mepe 98% C DOCJIEeOOBATEJBHOCTHIO
SEQ ID NO: 3 oxBatTeBamyio 90% nocisepmoBaTeJbHoOCTM SEQ ID NO: 3,
WIM C MISHTHUYHOCTBIO II0 MeHblle¥ Mepe 98% nociemoBaTeJIbHOCTU SEQ
ID NO: 3, oxBaTeHBaomel 95% mnocJjemoBaTesbHOCTM SEQ ID NO: 3, wmiam
C MIOEHTHMYHOCTBLI IO MeHblleM Mepe 98% C mocyiemoBaTeJIbHOCThI SEQ ID
NO: 3 oxpaTHBawmyio 100% nocisemoBaTeJibHoCcTM SEQ ID NO: 3, MM C
UISHTUUYHOCTLIO IO MeHbmeM Mepe 99,5% ¢ noclemoBaTesibHOCTBIO SEQ ID
NO: 3 oxBaTHBaomyion 90% mnocijemgoBaTeJibHoOCTM SEQ ID NO: 3, MM C
MOEHTUUYHOCTHLIO I10 MeHbIIen Mepe 99, 5% OXBaTHBaAaIEN 95%
nmocjiemoBaTeJibHOCTM SEQ ID NO: 3, MIM C UIOSHTHMYHOCTBIO IIO MeHLIIeM
Mepe 99, 5% oxBaTwBawmer 98% mocisenoBaTesibHOCTM SEQ ID NO: 3, miIn
C UIOEeHTUMUYHOCTLI IO MeHbIeM Mepe 99,5% ¢ nociaemoBaTeJIbHOCTLI SEQ
ID NO: 3 oxBatTmpBawmmyn 100% mnocijemoBaTesibHoCTM SEQ ID NO: 3.

B HekOTOpPHIX BapMaHTax peajM3allMM HaCTOAMETO M300peTeHud
BakTepuralbHEM T aMM oJis [IPVMMEHEHU A CoTJlaCcHO HacCTOAmeMy
N300peTeHur MMeeT IJla3MUIy C MIEHTUMUYHOCTBK IIOCJIENOBATEJIBHOCTHU
SEQ ID NO: 4. B NPemIoOuTUTEJIbHEIX BapMaHTax peajM3alyy HaCTOoAMeITO
nz3obpeTeHrsa OaKTepMaJIbHEM DITaMM IJIS [OpYMMeHeHMS B HaCTOAMEM
n300peTeHur MMeeT ILJIasMMUIOy II0 MeHbmel Mepe ¢ 90% MOeHTUUYHOCTBLIO
IocJjiefOBaTEJLHOCTY (HaIpuMep, IO MeHblelr wMmepe 92%, 94%, 95%,
96%, 97%, 98%, 99% wmum 100% MIEHTHMUYHOCTBI IIOCJIEOOBaATEJIbLHOCTM) C
nmocjiemoBaTeJIbHOCTREID SEQ ID NO: 4, 1o MeHbIleM Mepe Ha yuacTke,
cocraBagomeMm 60% (HanopuMmep, II0 MeHbmel Mepe 65%, 70%, 75%, 80%,
85%, 95%, 96%, 97%, 98%, 99% mam 100%), nocJsemoBaTeJIbHOCTM SEQ
ID NO: 4., Hanpumep, BaKkTepUalbHEM mTaMM OJS I[IPpUMeHeHUS B
n300peTeHrr MOXeT MMeTh IJIasMUOy C MOSHTHMUHOCTLIO IO MeHbIlel Mepe

90% ¢ mnocyiegoBaTeJIbHOCTBEI SEQ ID NO: 4 oxBatTHBapomyio /0% SEQ ID

NO: 4, I C MOEHTUUHOCTELIO 1o MeHbIen Mepe 90% C
[10CJIeIOBAaTEJIbLHOCTHIO SEQ ID NO: 4 OXBaTHBaIlYyI 80%

nmocjiemoBaTeJibHOCTM SEQ ID NO: 4, MIM C UIOSHTHMYHOCTBIO IO MeHLIIeM
Mepe 90% ¢ nociuenoBaTenbHOCThI SEQ ID NO: 4 oxBaTeHBawomywn 90%
nmocjiemoBaTeJibHOCTM SEQ ID NO: 4, MM C UIOSHTHMYHOCTBI IIO MeHLIIen
Mepe 90% c mnocyepmorBaTeJibHOCTRI SEQ ID NO: 4 oxpareBawmyn 100%

nmocjemoraTeJibHoOCTM SEQ ID NO: 4, MM C UIOSHTHMUYHOCTBIO IO MeHLIIen
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Mepe 95% ¢ nocruemoBaTenbHOCThEI SEQ ID NO: 4 oxBaTeHBawbomywon /0%
nmocJjiemoraTeJibHOCTM SEQ ID NO: 4, MM C UIOSHTHMYHOCTBI IIO MeHLIIeu
Mepe 95% ¢ nocienoBaTesbHOCTEI SEQ ID NO: 4 oxBaTeBawmywon 80%
nocjemoraTeJibHOCTM SEQ ID NO: 4, MM C UIOISHTHMUYHOCTBI IO MeHLIIen
Mepe 95% ¢ nocyaemoBaTeJiIbHOCTBRIO SEQ ID NO:4 oxBaTeHBawomy®n 90%
nocJyiegoBaTeJibHOCTM SEQ ID NO: 4, MJIM C MIOSHTHMUHOCTLIO IIO0 MeEHbLIIEeM
Mepe 95% ¢ mnocyiemoBaTeJibHOCTBRI SEQ ID NO: 4 oxpaTweBawkmyilo 100%
nocjenoBarTeJyibHOCTM SEQ ID NO: 4, MIM C UIOSHTHMYHOCTBIO IO MeHBLIIeM
Mepe 98% ¢ mnociaemoBaTeJbHOCThEID SEQ ID NO: 4 oxBaTeHBabmywon 70%
nmocjiemoBatTeJibHOCTM SEQ ID NO: 4, MIM C UIOSHTHMYHOCTBI IIO MeHLIIeM
Mepe 98% ¢ mociyemoBaTeNbHOCTB SEQ ID NO:4 oxBaTeBaomywn 80%
nmocjiemoBaTeJibHOCTM SEQ ID NO: 4, MIM C UIOSHTHMYHOCTBIO IO MeHLIIeM
Mepe 98% ¢ mnocruemoBaTelbHOCThI SEQ ID NO: 4 oxBaTeHBabomywn 90%
nmocjiemoBaTeJibHOCTM SEQ ID NO: 4, MIM C UIOSHTHMYHOCTBIO IIO MeHLIIeM
Mepe 98% MOEHTMUYHOCTM IIOocCJlefoBaTeJlkHOCTM C SEQ ID NO: 4
oxBaTHBawmylo 100% mnocisemoBaTeJibHOoCTM SEQ ID NO: 4.

B HekKOTOpPHIX BapMaHTax peajM3allMM HaCTOAMETO M300peTeHUd
BakTepuralibHEM T aMM oJis [IPUMEHEHU A CoTJlaCHO HacCTOAleMy
N300pEeTEeHU MMEeT XPOMOCOMY C UWIEHTHUUYHOCTBIO IIOCJIENOBATEJIBHOCTHU
SEQ ID NO: 3 m mjaasMuIy C WMISHTMUHOCTBIO IocJiemoBaTeJIbHOCTM SEQ
ID NO: 4.

B HEKOTOPEHIX BapMaHTax OCYIIeCTBJIEHUA n3obpeTeHuUsd,
BakTepralJIbHEM IITaMM OJIg [IPMMEeHeHUSI B M300peTeHMM MMeeT XPOMOCOMY
C IIOCJemoBaTeJIbHOCTBI MIeHTHUHOM ¢ SEQ ID NO: 3, HalopuMmep, Kak
OIIMCaHO BHIIE, u 168 pPPHK-110CIeNOBaATEJIEHOCTE C
IIOCJIeOOBATEJIbHOCTRI UIOeHTHMYHOM Jmobor w3 SEQ ID NO: 1 wmiam 2,
HalpMyMep KaK OIIMCaHO BHIIE, IIPEINOUTUTEJIBHO C IOCJIedOBaTEJIBHOCTHIO
16s pPHK, KoTOpada o MeHbIen Mepe Ha 99% UOEeHTUUYHA
nocjenoBaTenbHoCcTM SEQ ID NO: 2, 0OoJjiee HNpeANOUTUTENBHO, KOTOPHM
COOEPXUT [IOCJIeDOBATEJILHOCTE 163 pPPHK SEQ ID NO: 2 u
HeoOda3aTeJIbHO COIEePXUT JjasMmunoy C MIEeHTUUYHOCTBIO
nocjenoBaTejyibHOCTM SEQ ID NO: 4, kakK oOIMCaHO BHIIE.

B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A n3obpeTeHusd,
BakTepraJibHHM mITaMM OJS OIpVMMeHeHUS B M300peTeHUM KMeeT XPOMOCOMY
C MOEHTHMYHOCTBIO IIOocJemoBaTeJJbHOCTM ¢ SEQ ID NO: 3, HaopuMep, Kak

ONIMCAaHO BHIIe, U HeOoOA3aTeJIBHO COOEepPXrT IUlasMMOy C HMIEHTUYHOCTEBIO
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riocyienoBaTeJIbHOCTM ¢ SEQ ID NO: 4, KakK OIIMCaHO  BHIIE, u
S0beKTUBEH OJIA JIeUEHUA WM IPOPUIIAKTHUKU paka.

B HEKOTOPHIX BapMaHTax OCVYIIEeCTBJIEHUA n3obpeTeHusd,
BakTepraJIbHEM mTaMM OJI4 [OPVMMEeHEeHMS B M300peTeHUM MMeeT XPOMOCOMY
C IOCJIefoBaTeJIbHOCThI MOeHTHMUHOM c SEQ ID NO: 3, HaopuMmep, Kak
OIIMCaHO BHIIE, u 163 pPHK-mmocsienoBaTeJIbHOCTD C
IOCJIeIOBATEJILHOCTRID MISHTUUHOM IIocJemoBaTeJIbHOCTM Jiodou u3 SEQ
ID NO: 1 wmium 2, HalIpuMep, KaK OIMCaHO BHIle, ¥ HeoBA3aTeJIbHO
COOEpPXUT IJIa3MUOy C MIOEHTHUUHOCTBIO IocjenoBaTeJlbHOCTM ¢ SEQ ID
NO: 4, KakK OIMCaHO  BHIIE, U 20PexkTMBeH OJIA JIedeHUHd WU
IpodmUIaKTUKKM pakKa.

B HeKOTOpPHX BapMaHTax peaJuz3aluy OaKTepMalJlbHBEE MTaMMEL 10
HacTodleMy n300peTeHNO MMET riocJlenoBaTeJIbHOCTD pPHK 16s,
KoTopasa fABJAeTcd II0 MeHblel Mepe Ha 99%, 99,5% wmim 99,9%
MOEHTUUYHOM I[IOCJIeNoBaTeJIbHOCTHM 16s pPHK, mnpezncraBjeHHOM SEQ ID
NO: 2 (HanopuMep, KOTOPHM COOEPXUT IIOCJIemOoBaTeJIbHOCTEL 16S pPHK
SEQ ID NO: 2) M XpoOMOCOMY C MIEHTMUHOCTBLIO IIO0 MeHbllel Mepe Ha 95%
c SEQ ID NO: 3 mno MeHbmem Mepe Ha 90% wmu3 SEQ ID NO: 3 wu
HeoOd3aTeJIbLHO COIEPXUT jiasMmunoy C UIOEHTUUYHOCTBIO
nocjenoraTeJibHoCTM ¢ SEQ ID NO: 4, Kak ONMCaHO BHIIE, UM KOTOpasd
50beKTUBHA OJIS JIEUEHMSI WM HNPOOMIIaKTUKM paka.

B HeKOTOpPHX BapMaHTax peajuz3aluy OakKTepHralJlbHBEE MTaMMEL 10
HaCTOAleMy U300peTEHN UMET [IoCJIenoBaTeJIbHOCTE pPHK 1l6s,
KoTopas fABJsSeTcda II0 MeHbmeM Mepe Ha 99%, 99,5% wmim 99,9%
MOSHTUUYHOM I[IoCJiefoBaTeJIbHOCTM 16s pPHK, mnpezncrTaBJjeHHOM SEQ ID
NO: 2 (HaopuMep, KOTOPHM COOEPXUT IIOCJIedOoBaTeJILHOCTL 16S pPHK
SEQ ID NO: 2) U XpoOMOCOMY C IIO MeHblel Mepe 98% UMOSHTUUHOCTLIO
[IOCJIEOOBATEJILHOCTHU (HanpuMep, IO MeHbmeM Mepe 99% wmiau, 10
MeHbme¥ Mepe, 99,5% MIEHTMUHOCTM IIocJedoBaTelbHoCTM), C SEQ 1ID
NO: 3 mMmeHee 98% (HampuMmep, IO MeHbllel Mepe Ha 99% MIM IO MeHbIlen
Mepe 99,5%) SEQ ID NO: 3 m HeoB43aTeJIbHO COIEPXUT IJIasMMIOy C
MIOEeHTHMUYHOCTRIO IIocJjlefoBaTeJibHOCTM ¢ SEQ ID NO: 4, Kak oIMcaHo
BHIIE, U KOTOopad »0OeKTMBHA OJI4 JIEUEHMSI WMIM NPOOMIIaKTHUKM paka.

B HeKOTOpPHX BapMaHTax pealmn3alumu OakKTepMalJlbHBEE MITaMMBL IJIS
[IpMMeHeHM A B n300peTeHun npencrapjgeT cobon Enterococcus

gallinarum “ MMeeT IIOCJeNOBaTeJIbHOCTEL PPHK 16s, koTopas ABJSETCSA
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rio MeHbIIeMn Mepe Ha 99%, 99, 5% WJIN 99, 9% MOEeHTUUHOM
nnocyienoBaTesibHoCcTM  16s  pPHK, npeXcTaBJjieHHOM SEQ ID NO: 2

(HanpuMep, KOTOPHM COOEPXUT IMIOCJeloBaTeJIbHOCTE 16S pPHK SEQ ID

NO: 2) Y XPOMOCOMY C IIO MeHbmerm Mepe 98% UMIOEHTHUUYHOCTHLIO
IoCJIeNOBATEJbLHOCTY  (HalopuMep, I[I0 MeHbmeM Mepe 99%  wjaM, IO
MeHbIme Mepe, 99,5% MIeHTHMUHOCTM IocJenoBaTesJlbHOCTH), C SEQ ID

NO: 3 mMmeHee 98% (Hampumep, IO MeHblleld Mepe Ha 99% MJIM IO MeHbIlel
Mepe 99,5%) SEQ ID NO: 3 m HeoOsa3aTeJIbLHO COOEPXUT ILJIasMUIOy C
MIOIEeHTMUHOCTRIO IIocJjledoBaTeJibHOCTM ¢ SEQ ID NO: 4, kak oOIMCaHO
BHIIE, U KOTOpas 20beKTMBHa IJIA JIeUeHMS WM [IPOOUIIAaKTHKM paka.

B aJIb TepHaTUBHOM BapuaHTe T aMMEL, KOTOPEHE ABJIAITCA
buoTunaMm OaKTepuM, HOEeIOHMPOBAHHOM TIIOI HOoMepoM JocTyna NCIMB
42488, ¥ NOPUTOIOHHE IJIA [NIPUMEHeHUs B HaCTOAlleM M300peTeHMM, MOXHO
MOSHTUOUUIMPOBATE C IIOMOIEBK HOMepa noctTyla NCIMB 42488 wm aHalmMsza
PECTPUKLVOHHEX bparMeHTOB u/Uam [MIIP-anammus3a, HallpuMep, C
IpUMeHeHUeM IIOoJMMOpOM3Ma OJMHHE QJIIyOPeCLeHTHEX aMILIUMOUIMPOBaHHEX
bparmMeHnTOor (FAFLP) m (rep)IlIP noeTopHHX HHK-QOparMeHTOB CIOCOOOM
TeHeTHUUeCKMX "OTIIeuaTKoB HajiblieB" WM NPOQMIMPOBaHMA OeJika WK
YaCTUYHOT'O CeKBeHMpoBaHMA 16S wmiau 23s pIdHK. B OpednoudTUTesIbHEX
BapMaHTax OCYWeCTBJIeHMA, TakMe CIOCOOH MOIT'YT OBTbH MCIIOJb30BaHE
IJIS MOSHTUOMKAUMY OPpyTIMxX mTaMMmMoB Enterococcus gallinarum.

B HeKOTOpHX BapMaHTax peanM3aluM HacTodlero U300peTeHnd
MTaMME, KOTOPHE ABJAOTCSA OMOTUIAMU OaKTepuu, OelOHUPOBAHHOM IIOX
HOMepoM noctTyna NCIMB 42488, w OpUI'OOHH [OJIA I[IPVMMEeHEHUS B
HacTodmeM M300peTeHuly, IpenCcTaRJISART cobo  mMTaMMH, KOTOpPEHE
ofecrieurBaKRT TaKoOM Xe Opoduib, UYTOo U OakTepusa, OelOHMPOBaHHAaMd
Iom HoMepoM nocTyna NCIMB 42488, MHOOJNYyYeHHHM IIPpUM PeCTPUKIMOHHOM
aHaJMze aMINIUMOUUMPOBaAHHOM pubdocoMmanabHoM ITHK (ARDRA), HaIpuMmep,
IpU IIPpVMMeHEeHUM PeCTPUKLUMOHHOTO (QepMeHTa Sau3Al (TUIIOBHE CIOCOOH
M PEeKOMeHIaluumM CM., HallpuMep, [xiv]). AJBTEpPHATUBHO, IITaMMEH
fuoTUlla UMOEeHTUOMUMPOBAHE Kak NMTaMME, KOTOPHE MMET OOMHAKOBEE

IIPMsSHaKM d}epMeHTaLU/H/I YIUIEBOIOOB KakK WU GaKTepMM, IOEeIIOHMPOBaHHEIE

non HOMEPOM  IOCTyIla NCIMB 42488. B HEKOTOPEIX BapMaHTax
OCYIeCTBJIEHUA n300peTeHnd, IpU3HaK bepMeHTaLIMN YITUIEBOLOB
OIpenesyigiT C MCIOJIb30BaHMeM InaHeam API 50 CHL (bioMérieux). B

HEeKOTOPRIX BaprMaHTaXx OCyImeCTBIJIEHNA MBO@peTeHMH, GaKTepI/IaJIE:HbIﬁ
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mTaMM, MCIOJbL3YEeMHM B M300peTeHMM, OpelcTaBjsgeT coboin:

(1) TIOJOXUTEJILHHEM IJI8 GepMeHTalMM 10 MeHBIIeM Mepe OIHOTO U3
(HanpuMep, IO MeHbmew wmepe 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17 wmiaum BCex): L-apa®uHO3H, D-pubosb, D-KCWUJIO3H,
D-rajilakTo3H, D-TJIIOKO3HI, D-0pyKTO3EH, D-MaHHO3HI, N-
aleTUJITUIDKO3aM/Ha, aMurgaliMHa, aplOyTuHa, cCcajMiuMHa, D-LellJIoOMO3EH,
D-MaJib TO3H, caxapo3H, TperaJjiosH, TeHTHMOOMO3H, D-TaraTo3uH U
IJIOKOHAaTa KaJiud; u/WUin

(ii) MOpoMexyTOUHHM IJIS OQepMeHTaluMM II0 MeHblle Mepe OOHOTO

13 (HamopuMmep, IO MeHbmel Mepe 2, 3, 4 wiIu Bcero): D-MaHHUTAE,

MeTUJI-O—D-TUIMKOoNIMpaHo3una, D-JIakKToO3H, Kpaxmasjia U L—-QyKO3H;

[IPenrIouTUTEeJIEHO, Kak OIpeneJjyieHo aHaJIM30M CHL APIT 50
(MpelnouTUTEJIBEHO C MCIIOJIL 30BaHMEM raHeJi APT 50 CHL oT
bioMérieux) .

Ipyrue mTaMMme Enterococcus gallinarum, KOTOPHE IIOJIE3HH B
KOMIIO3UUIMAX UM croocobax TIo M300peTeHrb, TakKrMe KakK OMOTUIIH
fakTepuM, IOelOHMPOBAHHEE [0 HOMepoM nocTymna NCIMB 42488, MoOryT
OHITH UOEeHTUOUUIMPOBAaHE C MCIIOJIb30BaHueM  JIoOOoTO NOOXOOAEeTO
crnocoba wWiIM CTpaTeruy, BKIIKUAAg aHalM3H, OINMCAaHHHE B IIpMMepax.
Hanpumep, wmTamMMel OJid I[IPMMEHEeHMA B TaHHOM M300peTeHuM MOXHO
UIDEeHTUOMIIMPOBATE IIyTeM KYyJbTUBMPOBAHMUS B aHaspobHoM YCFA wu/wmiu
BBemeHMUda OaKTepuld B MHIIMHYID MOOEJbL apTpuTa, MWHIYLIMPOBAHHOTO
KoJJlareHoM Turna I1I, ¢ 1ocjenywmel OLeHKOM YPOBHeM LIMTOKMHOB. B
YaCTHOCTHM, IOJIA TIIPUMEeHEeHUS B JaHHOM M300peTeHuM MOTyT  OHTH
IPUTOOHEL OaKTepMraJibHEE IMTaMMB, KOTOPHEE MMEIT CXOOHBE Ipoduim
pocTa, MeTadoJMueCcKUn TUII W/ UK MTOBEPXHOCTHHE AHTUTEHH  C
BakTepuein, OelIoOHMPOBAaHHOM IIoO HoMepoM nocTyna NCIMB 42488.
[IoJle3HH mMTamMM ©OyoeT MMeTb CONOCTaBMMYyK  MMMYHOMOIYJIMPYIIIYO
AKTMBHOCTE CcoO mTamMoM NCIMB 42488, B 4YacTHOCTHM, MmITaMM OMOTUIIA
OyIoeT BESBHBATE COINOCTaBUMMHE 50OeKTEH Ha MOOeJiaxX 3abojieBaHMA paka
C sdbexrTamy, YKa3aHHBEMA B npuMepax, KOTOPHE MOTYT OHITH
UOSHTUOUUIMPOBAHE C MCIOJIE30BaAHUMEM IMIPOTOKOJIOB KYJLTUBUMPOBAHUA U
BBelleHMS, OIMCAHHEIX B IpUMepax.

B HEeKOTOPEIX BapraHTax OCYIEeCTBJIEHUA n300peTeHUd,

GaKTepmaanbﬁ/’I mITaMM, VM CIIOJIb SVGBABIﬁ B MSO@peTeHT/H/I, IIpencTraBjideT
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cobom:

(1) TloJIOXMTeJIbHO IJIA II0 MeHBIIeM Mepe OOHOTO M3 (HalpuMmep,
1o MeHbmEW Mepe 2, 3, 4, 5, 6, 7 wmiaum Bcex): depMeHTaALUMM MaHHOS3H,
nexkapOoKCHUIa 3k TJIY TaMMHOBOM KMCJIOTH, apI'MHMHapWIaM1IOasE,

beHMIalaHMHaAPWUIIAMUIA 3H, apuilaMMOase  OMPOTJIYTAMMHOBOM  KMCJIOTH,
TUPO3UH-aAPMIaMUMIa30, TUCTUIMHAPUIIAMMOASE WM CEePMH apujiaMUIasH;
n/mnim

(ii) IpomMexyTouHOe CcoeIMHeHMe I10 MeHbIlel Mepe OJIS OIHOTO U3

(HampuMep, TIIO0 MeHbIel Mepe 2 WIM Bcex): P-TrajlakTo3umasbi-6-

bochbaTa, P-riaorosumase U N-aleTwi-P-TJIOKO3aMUHUIASBE; U/ UIN

(1ii) OTpullaTeJIbHEM 1o MeHLIIeMn Mepe oJjidg OIOHOTO nus
(HanpuMep, II0 MeHbmey Mepe 2, 3, 4, 5, © uim Bcero): PadmHO3HaA
bepMeHTauMsa, OpoJMHaApUIIaMMOasa, JeVMUuITJUMUMHapuilaMuiasa, JeWluH—
apuilaMrnasa, aJlaHMJIapUMMUIoasa, TJIMLIMHapuiIaMmuoasa W aJkaMuaasa
TJIY TaMUJITJIY TaMMHOBOM KMCJIOTHI,

NIpenrnodTUTeJIbHO, KakK OTIPEeNEeJIEHO aHaJIM30M YTUJIEBOOHOTO,
AMMHOKMCJIOTHOTO ¥ HUTPATHOTO MeTaboJu3Ma, m, Heobsa3aTeJIbHO,
aHaJIM30M aKTMBHOCTM ImeJIouHoM docdaTaszu, OoJjiee MOPedlouTUTeJILHO,
Kak oIlpenejyleHO aHaims3oM Rapid ID 32A (IPenOrIouTUTeJIbHO  C
MCHOJIb30BaHMeM cucTeMe Rapid ID 32A or bioMérieux) .

B HEKOTOPHIX BapMaHTax OCYIIeCTBJIEHUA n3obpeTeHusd,
BaKkTepraJbHEM MmMTaMM, MCIOJb3YyeMbM B M300peTeHUM, I[IpedcTaBJjigeT
coboim:

(1) OTpuLAaTeJILHBEIM 10 MeHbIlelM Mepe OJg OIHOM U3 (HalpuMep,
10 MeHbIleV Mepe 2, 3 WM Bcex 4) TJMUMHapulaMMaasb, obepMeHTaluuu
paddmMHOBE, OpoJMilapuaMuMOas3H UM JeMUMHapulaMmuOasb, HalpuMep, Kak
omnpelleJIeHO aHaJIM30M YIJIEBOIHOTO, AaMMHOKMCJIIOTHOTO WM HUTPaTHOTO
MeTaboJM3Ma, OPeldloUuTHUTeJILHO KaK oldpelelJieHO aHaluM3oM Rapid 1ID
32A (OpedlOoUYTUTEJILHO C MCHOJB30BaHMeM CcucTeMH Rapid ID 32A oT
bioMérieux); wu/unm

(ii) IIpoMexyTOUHOE I[IOJIOXUTEJIbHOe B3HaueHMe OJg odepMeHTalluu
L-0YyKO3H, MOPeOlouTUTEJILHO, Kak OIpemeljIeHO ¢ IIOMOUBK aHams3a APT
50 CHL (mpemanodTmMTeJIbHO C MCIOJIB30BaHMeM IaHeau API 50 CHL ot
bioMérieux) .

B HEeKOTOPEIX BaplaHTax OCYyImeCTBIJIECHUA MBO@peTeHMFI,
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BakTepraJbHHEM mIITaMM, MCIOJbL3YEMEM B M300peTeHUM, IIPeOCTaBJISAET
cobour BHEKJIE TOUHHM npernapar ATO, HalpVMep OIOVH, KOTOPBM
nponmyumpyeT 6-6,7 HT/MKJI (HamopwMmep, 6,1-6,6 HT/MKJI UM 6,2-6,5
HT/MKJ wir 6,33 £ 0,10 Hr/mMKI) AT®, Kak M3MEPEeHO C MCIOJIbL30BaHUeM
Habopa mias aHaam3a AT® (Sigma-Aldrich, MAK190). BakTepuaJibHBM
BHeKJIeTOUHEM ATO MOXeT MMeTb ILJIeMOTPOoNHEe B2hbeKTH, BKJIOUA A
AKTHUBALMIO OIIOCPEeOOBaHHOM T-KJIETOUHEIM PELelTOopOM CUTHAaJM3aALUN
(Schenk et al., 2011), mnDpoMoTHpOBaHMe OIUOOEPEHUMPOBKM KJIETOK

Thl7 KJIETOK (Atarashi et al., 2008) M MHIOYKLIUM  CeKpeluu

IPOBOCIAJIMUTEJLHOTO MemuaTopa I1L-1B, axTuBupysd BocoajleHrne NLRP3
(Karmarkar et al., 2016). COOTBeTCTBEHHO, OaKTepMalIbHHM MTaMM,
KOTOPHM ABJISAETCHS BHEKJIETOUHBIM I[Ipou3BOOMTeJeM ATO, T1oJjie3eH IOJ4
JIeUeHUSS WM NPpOdMIIaKTHUKM pakKa.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUA n3obpeTeHusd,
BDakTepraJbHHM DTaMM IJS [OpUMeHeHMSa B M300peTeHUM COIEepPXUT OOUH
iy 0OoJlee U3 CJAEOYKIMX TPexX TI'eHOB: BeJloKk MNOIOBMXHOTO DSJIEMEHTA;
TpaHcoopTep KcuJio3el ABC, KOMIIOHeHT TIiepMeas3H; ¥ FIG00632333:
TUIIOTEeTUYECKUM OeJIoK. Hanpumep, B HEKOTOPHIX BapraHTax
OCYMeCTBJIEHUSA M300peTeHMsa, OaKTepMaJIbHEM mIITaMM OJIS I[IPMMEeHeHUS B
N300peTeHur COOEePXUT T'eHH, KooupyoiMre OeJIOK IOOBMXHOI'O DJIEMeHTa
¥ TpaHCIopTep KCUJIO3e ABC, KOMIIOHEHT IlepMeasbl; BeJIOK IIOIBMXHOI'O
3JIeMeHTa U FIG00632333: TUIIOTEeTUYEe CKUMA BeJiloK; TpaHCIOpTED
KcuJiossl ABC, KOMIIOHEHT IepMmeassl M FIG00632333: I'MIOTETHUUECKUM
BeJiok; WM OeJIOK IIOOBWXHOIT'O D3JIEMeHTa, TPaHCIopTep KCcuJlo3e ABC,
KOMIIOHEeHT ImepMeas3s M FIG00632333: TuUnoTeTHUeckum OeJIoK.

OcoBeHHO  TMPedloUTHUTEJIBHEIM ITaMMOM  M300peTeHUs ABJISETCSH
mTaMM  Enterococcus gallinarum, IDelOHVPOBaHHEM non HOMEPOM
mocTyna NCIMB 42488. 3TOT WIJCTPATMBHEI mMTamMM MRX518  Opul
IpoaHallM3MPOBaH B IIpuUMepax, I[IpM 2TOM I[IPOIOEMOHCTPMPOBaHa €ro
30PeKTUBHOCTE pu JIeUeHUNn 3abojieBaHUM . CilemoBaTeJIbHO,
nz3obpeTeHue OOeClIeuMBaeT KJIETKY, TakKyln KaK M30JMpOBaHHAad KJIEeTKa,
mTaMMa Enterococcus gallinarum, IOEIMNOHMPOBAHHOTO II0J HOMEPOM
noctyna NCIMB 42488, wiIM ero I[OIPOM3BOIHOTO. M300peTeHUe TaKxe
OTHOCHTCS K KOMIIO3MUIMM, COIOepXalel KJIeTKy mTaMMa Enterococcus

gallinarum, IelOHMPOBAHHOTO IO HOMepOM mocTyra NCIMB 42488, wiu
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ero IIpOM3BOIOHOe. l300peTeHMe Takxe obOecrneuMBaeT OMOJIOTUUYECKHU
UMCTYR KYJIbTypY mTamMMa Enterococcus gallinarum, IeIOHMPOBAHHOIO
nmon HoMepoM pocTyrna NCIMB 42488. B HacTodAmeM M300pPEeTEHUM TaKxXe
npenjlaraeTcs KJIeTKa T aMM Enterococcus gallinarum,
OEelIOHVpPOBaHHAasA oxn HOMEPOM  IOOCTYIla NCIMB 42488, WJIN ee
[IPOU3BOOHOE, NIJIA IIPUMMEHEeHMAa B JI€UEeHMM, B YaCTHOCTM OIMCAHHEX B
HacToAmeM OOKYMeHTe 3aboJIeBaHuUM . [TpoM3BOOHEM mTamMMa,
OEeIIOHMPOBAHHOTO TIIOH HOMepoM npocTyna NCIMB 42488, wMoxeT OHTH
DouepHUM MTaMM (moToMCTBO) VI T aMM, KYJIbL TUBUPOBAaHHBI
(CyDKJIOHMPOBAHHEM) M3 opuUIMHAala.

[IpoU3BOOHOE mTamMMa 1o ODaHHOMY M300peTeHND MOXHO
MOIMOUMIUIMPOBATE, HalpMMep, Ha TeHEeTHMUYECKOM YPOBHe, 0e3 yIOalleHUd
BMOJIOTUUYECKOM aKTMBHOCTM. B UYacTHOCTHM, [IPOMBBOIOHHIM mITaMM IIO
HaCTOAIEMY n300peTeHND ABJISETCSH TepalleBTUUYECKA AKTVBHEIM.
[IpOMBBOOHLI mMTaMM OyIeT M¥MeTbh CONOCTaBMMYKD MWMMYyHOMOIYJIMPYIMYIO
AKTUMBHOCTD C MCXOIOHEM mTamMMoM  NCIMB 42488. B uyacTHOCTH,
IPOMBBOOHLIM mTaMM OyIeT BH3HBATEL COINOCTaBUMEE 20OeKTH Ha MOOEJIAX
3aboJierRaHMa paka ¢ »SodexTaMr, YKaz3aHHEMM B IIpUMepax, KOTOPHeEe
MOTYT OHTHE UOEHTUOUUIMPOBaHHB C VCIIOJIb 30BaHMEM IIPOTOKOJIOB
KyJIb TUBMPOBaAHUA W BBeIeHMsa, OIMCAaHHEX B IIpuMepax. Kak I[IpaBuiio,
npous3BOOHOe mTaMMa NCIMB 42488 oOBUHO IIpencTaBJisgeT coBol OuMOTUII
mrTamMMa NCIMB 42488.

CCHUIKM Ha KJIETKU mTaMMa Enterococcus gallinarum,
IOelIOHMPOBAaHHEE IIOHO HOMepoM nocTymna NCIMB 42488, oxBaTHBalT JIOOHE
KJIETKM, KOTOPHE oOO0JjlagalT TeMM Xe XapaKTepucTUKaMMy 0e30IIaCHOCTU U
TepaleBTUUECKOV 520QeKTHMBHOCTM, UYTO M MTAaMMBl, IelOHUPOBAHHHEE II0I
HOMepoM nmocTyna NCIMB 42488, " Takme KJIETKM OXBaTHBAKTCHA
nzobpeTeHueM. TakuMmM oOpas30M, B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEeHUSA
nsofbpeTeHmusa, CCBUIKA Ha KJeTKM mTaMMa Enterococcus gallinarum,
IOENOHMPOBAHHOTO IIoJ HOMepoM pocTyna NCIMB 42488, OTHOCUTCH
TOJIBKO K mTaMMy MRX518, »OeNoHMPpOBaHHOT'O IIOO HOMEPOM JOCTyIla
NCIMB 42488, M He OTHOCHUTCA K OaKTepMaJIbHOMY MTaMMy, KOTOPHM He
OBUI IOEelNOHMPOBAaH II0I HOMepoM noctTyna NCIMB 42488. B HEeKOTOPHX
BapMaHTax OCYIECTRBJIEHUS U300peTeHusa, CChUJIKAa Ha KIeTKM ITaMMa
Enterococcus gallinarum, »OeINOHMPOBAHHEE IIOA HOMEPOM IOCTYyIa

NCIMB 42488, OTHOCUTCH K KJIeTKaM, KOTOPHE MMeT Te Xe caMbee
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XapaKTepUCTUKM ©Oe30IaCHOCTM M TepalleBTHUUecKor »0OeKTUMBHOCTH, UTO
M WTaMMHE, IeIIOHMPpOBaHHEE I[I0O HOMepoM npoctyrna NCIMB 42488, HO
KOTOPHE He ABJAITCA MNITaMMOM, OelOHUMPOBAHHEIM IO HOMEpPpOM IOCTyIla
NCIMB 42488,

B IPenrIouYTUTEeJIbHEIX BapraHTax OCYIIECTBJIEHUA  MU300peTeHUd
fOakTepraJibHElEe MTaMMBE B KOMIO3MLUMAX I[I0 HaCTOLAlleMy UM300peTeHUO
ABJIARTCSA KMBHECIIO COOHEIMIA u MOTY'T YaCTUUHO W MIOJIHOCTBIO
KOJIOHM3UPOBATE KUIIEUHUK .

JleueHre paka

B [OpellouTUTEeJILHEIX BapMaHTaxX OCYIIeCTBJIEHUSA U300peTeHud,
KOMIIO 3ULIUA o HaCTOAIEMY M300peTeHN npenHasHaueHH OJida
IpUMeHeHU I B JleueHUn WU npodmuIaKkTUKe paka. [IpuMepH
IEeMOHCTPUPYIOT, UYTO BBeldeHMe KOMIIOBUIMM I[I0 U300peTeHMD MOXeT
IPUBOINUTEL K YMEHBLIIeHUIO POCTa OIYyXOJM B pAle OIIYXOJEeBHX MOOeel.

B HeKOTOPHX BapMaHTax OCYWEeCTBJIeHUSI M300peTeHusa, JieueHre C
IpUMeHeHMeM KOMIIO3MIUIMM IO HacCToAmlleMy M300peTeHM IPUMBOOUT K
YMEHBIIEHUIO pasMepa ONyXOoJM WIM YMEeHBIIeHMIO pocTa ONyxXoJn. B
HEKOTOPHEX BapMaHTax OCYIeCTBJIeHUA U300peTeHMd, KOMIIO3MUUKM II0
n300peTeHMI0 IIpeOHasHaueHH JIA YMEeHLIUIeHMA pas3Mepa ONyXOoJu WU
YMEHBIIEHNA PpoCcTa OINyXoJM. KOMIO3UIKKM I[I0 M300pPeTeHMI MOTYT OBThH
50beKTUBHEIMM OJIS yYMEeHBIIeHMSA  pas3Mepa OINyxXoJM WM pocTa. B
HEKOTOPEX BapMaHTax OCYIEeCTBJIEHUI M300peTeHMsa, KOMIIO3MLUMM IO
N300peTeHN IIpeldHa3HaueHb JIA I[IPUMEHEeHMS I[allMeHTaM C COJIMIOIHBEMU
OIIYXOJIAMUA . B HEKOTOPHIX BapraHTax peanm3anmum HaCTOAmMeToO
N300peTeHrd KOMIIO3ULUMM II0 HacTodlleMy MW300peTeHMI IIpelHa3HaueHE
OJIS TPMMEHEHMA C LeJIb YMeHBIIEeHUS WM IIPpemoTBpalleHrMsI aHTMOoTeHe3a
opM JieuyeHUr paka. KOoMIOBUMIMK [IO0 M300peTeHMK MOTYyT BJIMATE Ha
VMMyHHEIE WM BOCIHAaJUTEJIbHEE CUCTEMH, KOTOPHE MMET LeHTPaJIbHY
POJIE B aHTMOTeHes3se. B HeKOTOPHX BapMaHTax pealM3alli HaCTOoAmeI'O
M300peTeHrd KOMIIO3ULMM I[I0 HACTOAlleMYy WM300peTeHUKn IpelHas3HaueHH
OJIA [IPMMEeHEeHMSa C LeJIb NpelOoTBpalleHMsa MeTacTa3upoBaHMA.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSA M300peTeHUSI KOMIIO3UILIUNA
IO HacCToAlleMy M300peTeHMIO IIpelHasHaUeHH OJIA [NPUMEeHeHUS B JIeUeHUU
WM TPpOodMJIaKTHMKe paka MOJIOUHOM XeJjle3H. [IpuMepH IeMOHCTPUPYIT,
UTO KOMIIO3MUMM IIO0 M300peTeHMK MOTYT OHTh 5SO0OeKTUBHEIMM  OJI9

JIEeUYEeHNA Para MOJIOUHOM XKeJIEe3SH . B HeKOTOPHX BapMaHTax
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OCYIECTRBJIEHNA M300pPEeTEeHMI KOMIIO3MIMM TII0 HaCTOAMEMY WM300pPEeTEeHU
IpenHa3HadeHs JIS [IPpMMeHeHMS C LeJIb YMEHBIIEHMS pas3Mepa OIIyXOoJiu,
YMEHBIIEHN A POCTa OIYyXOJM WM YMeHBIIeHUSA aHIMOoIT'eHes3a IIpU JIeUeHUU
paKa MOJIOUHOM XeJle3h. B MNPeOlNouTUTEJIbHEX BapMaHTax OCYINeCTBJIEHUA
nzobpeTeHusa, pak IOpenacTaBJsseT cobo¥ pak MOJIOUHOM XeJjle3H. B
IPenlouTUTEJIbHEIX BapMaHTax peajiM3alllM HacToAlleIo M300peTeHud pak
npencTaBJsgeT CcOoOOM paK MOJIOUHOM XeJjie3n 1V cTaluu.

B HeKOTOPEHX BapMaHTax OCYIEeCTBJIeHMSA M300peTeHMS KOMIIO3ULINA
10 HacCTodAmeMy M300peTeHMI INpelHa3HaueHH OJIS [IPpMMeHeHMS B JIeUeHUU
VI IpodMIIaKTUKE paka JIETKUX . [lpMepH  OEeMOHCTPUPYIT, UTo
KOMIIOBULIUU TI0 MU300pPeTeHUr MOTYT OBTE 5SOOEeKTUBHEIMU OJIS JIeUeHUSA
paka JeTKMxX. B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHUS MU300peTeHUd
KOMITO 3ULIUN 1o HaCTOAmeMY n300peTeHnn npelHas3Ha4deHH I
IpMMeHeHMs C 1LeJIbl YMeHBIIeHMS pasMepa OIIYyXOJM, YMeHBIIeHMSa pocTa
OTIYXOJIM WM YMeHBIIeHMA aHI'MOT'eHe3a I[IpM JIeUeHMM pakKa JeTlkux. B
OPennouTUTEJILHEX BapMaHTax OCYMeCcTRBJIeHMS pak IOIpedcTaBJgeT cobon
pak JIeTKOTO.

B HeKOTOpPHIX BapMaHTax OCYIEeCTBJIEHUS M300peTeHMsa, KOMIIO3ULUA
[I0 HaACTOAlleMy M300pPEeTeHMIO MpelHa3HaueHH OJIS [IPMMEeHEeHMS B JIeUeHUU
WY TpoduilaKTUKe pakKa JIeTKMX. [IpMMepH I[IOKa3HBaklT, UYTO KOMIIO3ULUNA
10 M300peTeHMI MOT'YT OHTbL 50QeKTHUBHBEIMM OJIS JiedeHUd pakKa I[IeUueHU.
B HeKOTOpHX BapMaHTax OCYIEeCTBJIEHUS M300peTeHMd, KOMIIOBULUNM II0

HacToAdmeMy MSO@pe’I‘eHMIO IIpedHa3Ha4YeHE IOJI4d IIPVMMEHEeHN A C I1€JIBIO

YMeHBIIeHM A pasMepa OITYyXOJIN, YMeHBIIeHM A pocTa OITyXOJIN nJin
YMeHBIIeHM A AHT'MMOT'eHe3a IIpn JIeUeHNVI pPakra IIeYeHN. B
IIpenlliouTrTEeJIb HEX BapMaHTaxXx OCyIeCTBJICHMA MBO@peTeHMH Par

opencraBjsgeT cofoM TenaToMy (TeNaToLeJIoJIIpHAas KapLMHOMA) .

B HEKOTOPHX BapMaHTax OCYMEeCTBJIEHUSA M3I00peTeHMs, KOMIIO3UIIUNA
10 M300peTeHMI MHpelHa3HAUEHH IOJIS JIeUYeHMS WM OPOOMJIaKTUKM paka
TOJICTOM KUK . [IpyMepH  OIeMOHCTPUPYIT, uTo KOMIIO 3ULIUU 1o
NB00peTEeHMD OKAa3HBAT BJIMAHME HAa PaKOBHE KJIETKM TOJICTOW KUMKW U
MOTYT OHTE 20OeKTUMBHEIMM IOJIS JIeUYeHMS paka TOoOJICTOM KMIKM. B
HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS M300peTeHMsI, KOMIIOSULNWKM IIO
HacTodmeMy M300peTeHUn IpenHa3HaueHH IJII [IPMMeHEeHMsS C LeJIb
YMEHBIIeHUSS  pasMepa  OIIYXOJH, YMEHBIIEHUSS  pPOoCTa  OINYyXOJu WU

YMEeEHBIIEHNMA AHT'MOT'eHe3a Inpn JISUEeHVI Paka TOJICTOM KUVIIKNY . B
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OPennouTUTEJILHEX BapMaHTax OCYMeCcTRBJIeHMS pak IOIpedcTaBJgeT cobon
KOJIOPEKTAJIbHYID aleHOKaApPLUMHOMY .

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHMSA Ppak IOIpelcTaBjsgeT coboun
pak KUIIEeUHMKA . B HEeKOTOPEIX BapraHTax OCYUWEeCTBJIEHUA pak
npencraBjseT coOoM YacTb TeJla, KOoTopas He ABJLAeTCsS KUIeUHMKOM. B
HEKOTOPHX BapMaHTax OCYIleCTBJIEHN A pak He ABJIAETCHA pakoMm
KMIIEUHMKa. B HEKOTOPHX BapMaHTax OCVYIIECTBJIEHMS pPaK He ABJdeTcd
KOJIOPEKTAaJIbHEIM pPaKOM. B HEeKOTOPHX BapMaHTaxXx OCyIeCTBJIEHMA paK He
ABJIAETCHA paxkoMm TOHKOTO KUIIEeUHMKA . B HEKOTOPHIX BapMaHTax
OCVYIIECTBJIEHUA M300peTeHNU, JIeUeHMe WM NIPOPUIIaKTHMKa MIPOUCXOOUT B
MecCTe, OTJIMUHOM oT KMIIEeUHMKA . B HEKOTOPHIX BapMaHTax
OCVYIIECTRBJIEHUA MN300peTeHUrd, JIeUeHVe WM NPOPUIIaKTHMKa MIPOUCXOOUT B
KMIIEUHMKEe, a TaKXe Ha YyUYacCTKe, OTJMUHOM OT KUIIEeUHUKA .

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA M300peTeHMd, KOMIIO3UIIUNA
o M300peTeHMI IpeldHa3HAauUeHH JIS I[IPUMMeHeHMd IIpUM  JIeUeHUM WU
OpodUIIaKTUKEe KapLUMHOME. [IpMMepH I[IOKAa3HBAKT, UYTO KOMIO3ULIMM II0
M300peTeHN MOTYT OHTL SQOOEeKTUBHEMM OJIA JIeUEeHUSA MHOTOUMCJIJIEHHBIX
BMIOOB paka. B HEKOTOPHX BapMaHTax OCYIEeCTRBJIeHUA U300peTeHUd,
KOMIIO3ULMM IO M300peTeHU IIpelHa3HaueHHE [OJId I[IpUMeHeHUAa [IpU
JIeUeHUN NI npoodmuIaKkTUKe HEeMMMYHOT'€HHOTO paka. [puMeps
OEeMOHCTPHUPYT, UTo KOMIIO 3UILIUN 1o n300peTeHUD MOTYT OHTH
20beKTUBHEIMU OJIS JIeUeHUS HEeUMMMYyHOTEeHHHBX PaKOBHX 3aboJieBaHWUM.

TepaneBTUUeCKUN 520PeKT KOMIIOSUUMM IO M30BpeTeHMIO Ha Pak
MOXeT OBTE OIIOCPpeldoBaH IIPOBOCHaJMTEeJIbHEM MeXaHM3MOM. I[IpMMepH 2,
4 m 5 IOeMOHCTPpUPYIRT, UYTO 3KCIpeccusa psdala OpOBOCHAaJIMTeJIbHHX
LMTOKMHOB MOXeT OBTL YyBeJIMueHa IocJie BBeleHmMsa MRX518. BocHoajieHue
MOXeT OKasHBAaTh [IPOTUBOOIIYXOJIEBOE melicTBMe (1, a
[IpOoBOCIAJIUTEJIbHEE LIUTOKUHEL, Takve kKak TNFo, wuccienymoTcd Kak
Tepanusa paka [].xvxvi IIoBHIIeHMe PeTVyJAUMM T'eHOB, Takux kak TNF,
[I0Kas3aHHOe B IIpUMepax, MOXeT YKazHBaTk Ha TO, YTO KOMIO3ULIUM IIO
n300peTeHn MOTYT OHTE IIOJIE3HE OJA JIeUeHMsa pakKa ¢ IIOMOIMLI
aHaJOTUUHOTO MexXaHM3Ma . IIoBHIIIEHME peryjJgaumum JIMTaHOOB CXCR3
(CXCL9, CXCL10) u NOHYy-muEnynmbesibHEIX TeHOB (IL-32) MOXEeT

YRKa3elBaTk Ha TO, UYUTO KOMIIO3MINVIM IIO MSO@peTeHMIO BEISEIBAKRT OTBET

Tuna JVOHy. UOHy 4BigeTcsa MOWHBEM (QakKTOPOM, aKTUBMPYHIMM Makpodar,
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KOTOPHM MOXET CTUMYyJMPOBATE TYMOPMUMIOHYI aKTMBHOCTL [], M CXCLO9
n CXCL10, HanpuMep, Takxe o0JalanT IIPOTHMBOPAKOBEHMU 3hdekTaMm [-—
] .xviixviiixix TIlo®ToMy B  HEKOTOPHX BapMaHTax OCYIeCTBJIeHUI
KOMIIOB3MLMM I[IO M300peTeHU IIpelHa3HaudeHHE [OJd I[IpUMeHeHuA [IpU
COOEeMCTBUM BOCIAJIeHMS TIIpU JIeueHMM paka. B HOpennouyTuTelibHBIX
BapMaHTax OCYWEeCTBJIeHNA KOMIO3UUMKM I[10 M300peTeHUK IIpelHasHaueHH

0JI IOpYMeHeHMSa IOpu BocHajieHuu Thl npu JedveHum paka. Thl kjeTkwu

nponyuupyoT WOHY m o6jgamaioT MOMHEMY [IPOTHUBOPAKOBHEMM 53ddeKkTaMu
[20]. B HEKOTOPHIX BapmMaHTax OCYIIEeCTBJIEHU A KOMIIO 3ULINU 1o
n300peTeHUD TpelHa3HaueHH OJIA JIeUueHMs pakKa paHHeV CcTaIuM, TaKoTo
Kak pak, KOTOPHM He MeTacTa3upyeTcsa, WM pak cramguu 0 MIM CcTaluu
1. PazBuUTHMe BOCHIaJIEeHMSI MOXeT OHTb OoJjiee 20PPEKTMBHEIM B OTHOIEHUU
paHHUX cCTamgu¥ paka [20]. B HeKOTOPHX BapuaHTax OCYMeCTRBJIEHUS
KOMIIOB3ULIUK IO  M300peTeHM©w  IpelHa3HadeHH  IJIS  [IPUMEHEeHUS B
CTUMYJIMPOBaHUN BOCIIaJIEeHU A oJis YCUJIEHN A sbderTa BTOPOTO
IIPOTMEBOPAKOBOT'O al'eéHTa. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUA
n3obpeTeHuUsa, JedeHMEe WIM OpoduilakKTMKa paka BKJIIOUYAET IIOBHIIEHNKE
YPOBHA DBKCIPEeCCHUM OOHOTO WM ©0oJiee LUMTOKMHOB. Hamnpumep, B
HEKOTOPEIX BapMaHTax OCYIECTRBJIEHUS U300peTeHusd, JleueHre WU

npodmiakTHka pakKa BKJIYaeT B ceBsa IIOBHIIEHME YPOBHA BKCIPEeCCUN
OOHOTO MY HeckoJbkux IL-1B, IL-6 m TNF-o, Hampumep IL-1B m IL-6,
IL-1 n TNF-o, IL-6 m TNF-a wmum Bce Tpm IL-1f, IL-6 m TNF-a.
N3BeCTHO, UTO IIOBHIIEHME YPOBHSA SKCIPeCCUM JIOOTO U3 IL—lB, IL-6 u

TNF-o CBUIOETeJILCTBYeT 00 5bbeKTUBHOCTHM JieueHMI paka.Po

IpuMepsl 4 M 5 OeMOHCTPUPYIT, YTO KOoTHga OaKTepuallbHHM IITaMM,
KaK OIMCaHO B HOaHHOM IOKYMeHTe, MCIOJbL3yeTcda B KOMOMHaLMU C
JunonosmcaxapunoMm  (LPS), HabopnaeTcsd CHUHePIMUYeCKOe YBeJIMUeHUe
IL-1B. MsBecTHO, uTO JIIIC BHS3HBAET IPOBOCHANMTEJNILHHN 3bbekT. Takum
oBpasoM, B HEKOTOPEIX BapraHTax OCYIEeCTRBJIEHN A n3obpeTeHuU4d,
JIeUeHMe WM @ OpodMIlaKTUKA BKJIOUAET IIpMMeHeHMe O0OaKTepMaJIbHOT'O
mTaMMa, KakK ONMCAaHO B IOAHHOM IOOKYMEHTe, B KOMOMHaLUMM C al'€HTOM,
KOTOPHM akKTMBMpyeT I1L-1B. B HEKOTOPHEIXx BapMaHTaxX OCYMeCTBJIEHUS
n3obpeTeHUAd, JleueHue W IpoGUIIaKTUKA BKJIIOUAET [IpUMeHeHMre
fOakTepraJIbHOT'O WITaMMa, kKak omnoMcaHO B JaHHOM TOKYMeEHTe, B

couerTaHum ¢ LPS. COOTBETCTBEHHO, KOMIIO3MIMUA IO M300PETEeHUI MOXET
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IOIOJIHUTEJIEHO colepXaThb areHT, KOTOPHM aKTUBUPYET IL-1PB.

CoOOTBEeTCTBEHHO, KOMIIO3MIIMA IIO MSO@peTeHMIO MOXeT IOOIIOJIHMTEJIBHO

comepxaTbk LPS.

B HeKOTOPEHX BapMaHTax OCYIEeCTBJIEHUA MN300peTeHMd, KOMIIO3ULIUN
o m300peTeHMIO IIpelHasz3HAUeHH IJIg JeUeHMs IallMeHTa, KOTOPHM paHee
noJjiyuaJ XUMUOTepanuo. B HEeKOTOPHIX BapuaHTax OCYIleCTBJIEHUA
n300peTeHnd, KOMIIO3SULMM I[10 U30OPEeTeHMK IpeldHa3HAaUeHH OJIA JIeUeHUS
naluMeHTa, KOTOPHM He IIePeHOCUT XUMMOTepalleBTUUeCcKoe JieueHUe.
KoMmosuumm [mo M300PEeTEHMI MOTYT OBHTE OCOOEHHO IIOJIE3HE IJIS TaKMX
NaluveHTORB.

B HeKOTOPEHX BapMaHTax OCYIEeCTBIJIEHUA M300peTeHMd, KOMIIO3UIIUNA
1o N300pEeTEeHUD npenHasHaueHH oJisa npenoTBpalleHn g peunuomrea.
KoMmosmuumm IO MU300peTeHVK MOTYT OHTE NPUTONHE IJIS JOJITOCPOUHOTO
IprYMeHeHVsI. B HeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUS U300peTeHNud,
KOMIIO3ULIMM IO M300peTeHMIO IIpeldHa3HaueHH JII [OpeldoTBpalleHUA
IpOTpPecCUpOBaHMAa paka.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA MN300peTeHMd, KOMIIO3UIIUN
1o N300peTeHUD npenHasHaueHb oJisa JleueHusa HeMeJIKOKJIE TOUHOM
KapLUMHOMEL JIETKOTO. B HEKOTOPHIX BapmuaHTax OCYIIECTBJIEHUA
n300peTeHrd, KOMIO3ULINM I[I0 U300PEeTeHMI IpelHa3HAaUeHH OJIA JIeUeHUI
MeJIKOKJIE TOUHOM KapLUMUHOME JIeTKOTO. B HEeKOTOPBIX BapMaHTax
OCVYIIeCTBJIEHNA n300peTeHNnd, KOMIIO 3ULIUU 1o n300peTeHND
npenHas3HaueHs OJIS JIeUeHUA I[LIJIOCKOKJIETOUHOTO Paka. B HEeKOTOPHX
BapMaHTax OCYIEeCTBJIEHUI M300peTeHrsa, KOMIIO3ULIMMU TII10 U300peTeHUn
npenHas3HaueHH [OJI9 JIeUeHMSI aleHOKaPLMHOMEI. B HEeKOTOPHX BapMaHTax
OCYIIEeCTBJIEHU I n3obpeTeHmd, KOMIIO 3ULIUU 1o n300peTeHNO
npenHasHaueHH  OJig npUMeHeHU S opr  JIeUeHUU OIIyXOJIeM  XeJies,
KapUMHOUIOHHX OIIYyXoJiel MM HelndpdepeHIMPOBAHHEX KapLMHOM.

B HeKOTOPHX BapMaHTax OCYIEeCTBIJIEHUA M300peTeHUd, KOMIIO3UIIUNA
1o N300pPEeTEHU npenHasHaueHb o4 JIeueHm A TenaTodilaCTOMH,
XOJIaHTMOKAPLUMHOMEIL, XOJIAHTUOUEJIIJIAPHON  LUMCTaOeHOKaPUMHOME — WJIN
paka IIeueHM, BHSB3BAHHOTO BUPYCHOM MHbeKlMeN.

B HeKOTOPEHX BapMaHTax OCYIEeCTBJIEHUA MN300peTeHMd, KOMIIO3UIIUA
IO M300peTeHMI IIpelHa3HaUeHH OJIA JIeUeHMHA MHBA3MBHOTO MIPOTOKOBOTO

paka, paka IpPOTOKOR in situ miIM MHBaA3MBHOI'C IOJILKOBOT'O paka.
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B IpyrMx BapMaHTax OCYIEeCTRBJIeHUS U300peTeHMsa, KOMIO3UINUM IIO
n300peTeHr0 IIpendHasHaUueHH IJA JieueHUd WIM OpodMIIaKTUKM OCTPOMn
auMGoBJIacTHOM  JIEVMKEeMUU (ALL), OCTPOTO MMEeJIOMOHOTO  JIeMKOo3a,

aﬂpeHOKOpTMKaHbHOﬁ KapPUMHOMEI, fazaJIbHO-KJIETOUHOM KaplMHOMEI, PakKa

KEJTUHBIX IPOTOKOB, paka MOUEBOTO Iy 3BIp A, OITYXOJIU KOCTH,
OCTeOCapKOMb/ 3JIOKAUEeCTBEHHOM’ bmudbposzHoM TYCTHUOLMUTOMEI, TJIMIOMEL
Mo3Ta, OIIYyXOJIN TOJIOBHOTO MO3Ta, aCTPOLMUT OMEI MO3X)euKa,

ACTPOLMTOME TOJIOBHOTO MO3Ta/3JI0oKaueCTBEHHOM ITJIMOMEI, SIIeHIOVMMOME,
MenyJijio0JjiacTOMEH, cymnpaTeHToprallbHOM IIPUMUTUBHOM
HeMPORKTOOePMaJIbHOM OIIyX0JiM, Ppaka MOJIOUHOM XeJle3h, OpOHXMAaJILHOM
aIJeHOMB/ KaplUMHOUOOB, JMMOOME BepKUTTa, KapUMHOUOHOM  OIIYXOJIU,
paka meVkM  MaTKH, XPOHUYECKOTO JmuMboJIenKo3a, XPOHUUECKOTO
MUEJIOJIEMKO3HOTO JIerko3a, XPOHUUECKOTO MUEeJIONPOoJIndepaTUBHOTO
paccTpoMcTBa, paka TOJICTOM KMIKM, KOXHOM T-KJIETOUHOM JIMMOOMEH,
paka SHIOMETPMS, DSIeHIMMOMH, Ppaka IMIeBONa, capkoMel IOmHTa,
BHYTPUIJIA3HOM MeJIaHOMEl, PeTHMHOOJIACTOMH, pakKa XeJJUHOTO IIY3Hp4g,
paka xeJlyIoKa, KeJIYIOUHO—KUIeUHOM KapUMHOUIHOM Oy XOJIN,
KeJIYOOUHO—KUIIeUHOM CTpoMaJibHOM Oy XOJIM (GIST) TJIVMOMEI,
SMOPMOHAJILHO-KJIETOUHOM  OIIYyXOJIN, TJIVIOMHI, OeTCKOTO 3PUTEJILHOTO
OyT¥ ¥ TuIoTajlaMyca, JUMOoMEl XOIXKMHa, MEeJIaHOMH, KapLVHOME
OCTPOBKOBHX KJIETOK, cCcapkoMel Kanomyu, paka I[OUeK, paKa TIOpTaHWu,
Jenkos3a, JIMMPOMEL, Me30TeJIMOMH, HeVpoBJlaCTOMH, HeXOIXKMHCKOM
JIMMOOMEI, OpodapMHIMAJILHOTO PpakKa, OCTeOCapKOMbl, Ppaka SUUHMKOB,
paka IIOIXeJIyIOUHOWM XeJle3H, pakKa I[IapallMTOBMIHOM XeJIe3H, paka
TJIOTKMU, aneHOMEl runodmsa, HeoIllJla3umn KJIETOK I1J1a3MHI, paka
opencTaTelIbHOY XeJle3h, KapLUMHOME [IOUeK, PeTUMHOOJIAaCTOMBE, CAapKOMH,
paka gaMuek, paka mMUTOBMIOHOM XeJle3H MJIM pakKa MaTKHU.

KoMmosuliumM IO HacTodlmeMy M300peTeHMIO MOTYT OHTE 0COBOeHHO
50PeK TUBHEIMNI Ipu IpuMeHeHUM B KoMOMHAaLUM C higelVaniZaYizs
TepaleBTUUECKMMM aTeHTaMM. VIMMYHOMOIYJIUPYIIMMY 200eKT KOMIIO3ULUNA
o M300peTeHui MOXeT OBTh HSOOeKTUBHEIM B CcOoUeTaHUM C BOoJee
OPpAMEIMM IPOTHMBOPAKOBHMM aTleHTaMM. II0OTOMy B HEKOTOPHX BapMaHTax
OCyMeCTBJIEHUSA M300peTeHMe OTHOCUTCSA K KOMIO3MLUMM, CoIepxXalen
BakTepuralibHEM T aMM BUIA Enterococcus gallinarum u
IPOTUBOPAKOBHM aTleHT. B TNIpeOloUuTHUTEJILHEX BapMaHTax peaju3alliu

nzobpeTeHus, IIPOTUBOOIIYXOJIEBHM areHT IpedcTaBJIgeT cobon
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VMHTUOUTOP VMMMYHHOM KOHTPOJILHOM TOUKIM, LIeJIeHallpaBJIeHHYIO
VMMYHOTEPAaIni aHTuTeJlaMr, Tepanmio CAR-T-KJIeTKaMM, OHKOJUTWYECKUN

BHIPYC WMJIN LUMTOCTaTHUUeCKUN rnpeliaparT. B IMNpenliIouTHMTEeJIEHEX BapMaHTaX

peayimsalnnm HacCToAmeI' o MSO@peTeHMH KOMIIO3MIIMA COIOEepPXnUT
IIPOTUBOPAKOBHIM areHT, BHOPaHHEM ns3 TPYIIIIH, cocToAmen nu3
CJleoyommx npenapaTosB: Yervoy (MnmiamuMymMao, BMS) ; Keytruda

(nmembposmaymabd, Merck) ; Opdivo (HMBOJIYMaOb, BMS) ; MEDI4736
(AZ/MedImmune) ; MPDL3280A (Roche/Genentech) ; TepMeMyMa b
(AZ/MedImmune) ; CT-011 (mnagmims3ymat, CureTech) ; BMS-986015
(mupuiyma®, BMS); MEDIO680 (AZ/MedImmune); MSB-0010718C (Merck);
PF-05082566 (Pfizer); MEDI6469 (AZ/MedImmune); BMS-986016 (BMS) ;
BMS-663513 (ypenyMmab, BMS) ; IMP321 (Prima Biomed) ; LAG525
(Novartis); ARGX-110 (arGEN-X); PF-05082466 (Pfizer),; CDX-1127
(Bapaunymab; CellDex Therapeutics); TRX-518 (GITR Inc.); MK-4166
(Merck); JTX-2011 (Jounce Therapeutics); ARGX-115 (arGEN-X);
NLG-9189 (muHmokcuMon, NewLink Genetics); INCR024360 (Incyte);
IPH2201 (Innate Immotherapeutics/AZ) ; NLG-919 (NewLink
Genetics); aHTM-VISTA (Jnd); 3nakagocTaT (INCB24360, Incyte);
F001287 (Flexus/BMS) ; CP 870893 (YHuBepcuTeT I[leHCUJIBBaAHUU) ;

MGA271 (Macrogenix); OSmakTy3ymad® (Roche/Genentech); TanyHucepTud

(35 JIIim) ; VIoKyILIIyMad (BMS) ; BKT140/BL8040 (Biokine
Therapeutics) ; BaBurtykcumad (Peregrine Pharmaceuticals); CC
90002 (Celgene) ; 852A (Pfizer); VTX-2337 (VentiRx

Pharmaceuticals); IMO-2055 (Hybridon, Idera Pharmaceuticals);
LY2157299 (E1i Lilly); EW-7197 (XeHCckUM  VHUMBepCcUTeT  O5OBXa,
Kopes); BemypadenHub (Plexxikon); IHabpabenud (Genentech/GSK) ;
BMS-777607 (BMS) ; BLZ945 (MeMOpPMAaJb HEIM LIeHTP paka CJjioaH—
KeTTepuHr) ; YHUTYKCUH (ouunyTykKcuMab, United Therapeutics
Corporation) ; BIAMHIIMTO (BnmHaTyMoMab, Amgen) ; Kupawmsza
(pamyumpyma®, Eli Lilly); TIasuBa (ofunHyTy3symad®, Roche/Biogen);
Kangcuia (amo-TpacTy3yMad BSMTaHCHUH, Roche/Genentech) ; llepreTa
(meprysymad, Roche/Genentech); Anuerpuc (OpeHTyKcrMMa® BeIOTUH,
Takeda/Millennium) ; Apszeppa (OpaTymymMmad, GSK) ; BexkTubukc
(mamuTymyma®, Amgen); ABacTuH (Oepaumusymad, Roche/Genentech);
SpOUTYKC (HeTykrcumMab, BMS/Merck) ; Bexkcap (TosuTymMoMad-1131,

GSK) ; SeBaJiMH (nbpmuTymMomMa THyKCceTaH, Biogen) ; KomMmmac



25

(astemTy3yMab, Bayer); MwuioTapr (TremMTysyMa® oszorammumiH, Pfizer);
T'eplienTuH (TpacTysyMmad, Roche/Genentech); Purykcad (purTykcumad,
Genentech/Biogen); BoJiokcuMma® (Abbvie); OSOxHaBaTy3uMad (Abbvie);
ABT-414 (Abbvie); Smorysymad (Abbvie/BMS); ALX-0141 (Ablynx);
Ozapamms3yMad (Ablynx) ; AxTUMab-C (Actinium) ; AxTMMab-P
(Actinium); Milatuzumab-dox (Actinium); Emab-SN-38 (Actinium);
Naptumonmab estafenatox (Active Biotech); AFM13 (Affimed); AFM11
(Affimed); AGS-16C3F (Agensys); AGS-16M8F (Agensys); AGS-22ME
(Agensys) ; AGS-15ME (Agensys) ; GS-6"7E (Agensys) ; ALXN600O
(camammzyMabd, Alexion); ALT-836 (Altor Bioscience); ALT-801
(Altor Bioscience); ALT-803 (Altor Bioscience); AMG780 (Amgen);
AMG 228 (Amgen); AMG820 (Amgen); AMGl172 (Amgen); AMG595 (Amgen)

AMG110 (Amgen) ; AMG232 (amexaTyMyMab, Amgen) ; AMG211
(Amgen/MedImmune) ; BAY20-10112 (Amgen/Bayer) ; PusioTyMyMad
(Amgen) ; Denosumab (Amgen) ; AMP-514 (Amgen) ; MEDI575
(AZ/MedImmune) ; MEDI3617 (AZ/MedImmune) ; MEDI®6383

(AZ /MedImmune); MEDI551 (AZ/MedImmune); MokceryMoma® IlacyIOTOKC
(AZ /MedImmune); MEDI565 (AZ/MedImmune); MEDI0O639 (AZ/MedImmune);
MEDIO680 (AZ/MedImmune); MEDI562 (AZ/MedImmune); AV-380 (AVEO);
AV203 (AVEO) ; AV299 (AVEO) ; BAY79-4620 (Bayer) ; AHeTyMa0b
paBTaHCUH (Bayer) ; BaHTUKTYMaOb (Bayer) ; BAY94-9343 (Bayer) ;
CubpoTyszyMad (Boehringer Ingleheim) ; BI-836845 (Boehringer
Ingleheim) ; B-701 (BioClin) ; BIIBO15 (Biogen) ; OBuHyTY3yMad
(Biogen/Genentech); BI-505 (Bioinvent); BI-1206 (Bioinvent); TB-
403 (Bioinvent); BT-062 (Biotest) BIL-010t (Biosceptre); MDX-
1203 (BMS); MDX-1204 (BMS); Heuurymyma® (BMS); CAN-4 (Cantargia
AB); CDX-011 (Celldex); CDX1401 (Celldex); CDX301 (Celldex); U3-
1565 (Daiichi Sankyo); mnarpuryma® (Daiichi Sankyo); Turartysymad
(Daiichi Sankyo); HuMoTy3yMad (Daiichi Sankyo); DS-8895 (Daiichi
Sankyo); DS-8873 (Daiichi Sankyo); DS-5573 (Daiichi Sankyo);
MORab-004 (Eisai); MORab-009 (Eisai); MORab-003 (Eisai); MORab-
066 (Eisai),; LY3012207 (El1i ©Lilly); ©LY2875358 (El1i Lilly);
LY2812176 (El1i Lilly), LY3012217 (Eli Lilly); ©LY2495655 (Eli
Lilly), LY3012212 (Eli Lilly), LY3012211 (E1li Lilly), LY3009806
(E1li Lilly); umkcyTyMyma® (Eli Lilly); daaneoTyma® (E1i Lilly);
IMC-TR1 (Eli Lilly); Pamyxmpymad (E1li Lilly); Tabanymat® (El1i
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Lilly); 3BavnomumyMa® (Emergent Biosolution); FG-3019 (FibroGen);
FPAOOS (Five Prime Therapeutics) ; FP-1039 (Five Prime
Therapeutics); FPAl44 (Five Prime Therapeutics); xkaTymMakcomatd
(Fresenius Biotech); IMAB362 (Ganymed) ; IMAROZ27 (Ganymed) ;
HuMax-CD74 (Genmab); HuMax-TFADC (Genmab); GS-5745 (Gileada);

GS-6624 (Gilead) ; OMP-21M18 (meMmumszymMad, GSK) ; MarnaTyMmymMad
(GSK) ; IMGN289 (ImmunoGen) ; IMGN901 (ImmunoGen) ; IMGN853
(ImmunoGen) ; IMGN529 (ImmunoGen) ; IMMU-130 (Immunomedics) ;

vmJlaTysymMmad-gokce (Immunomedics); IMMU-115 (Immunomedics); IMMU-
132 (Immunomedics) ; IMMU-106 (Immunomedics) ; IMMU-102
(Immunomedics) ; SnpaTy3yMabd (Immunomedics) ; KnuBaTy3ymad
(Immunomedics); IPH41 (Innate Immunotherapeutics)); IapatyMymad
(Janssen/Genmab) ; CNTO-95 (Intetumumab, Janssen) ; CNTO-328
(cunTykcuMad, Janssen); KB004 (KaloBios); wmoramynausymad® (Kyowa
Hakko Kirrin); Kw-2871 (sxpoMekcuMad, Life Science) ;
coHenuuszymabd (Lpath); wMapreryxcuma® (Macrogenics); DHOOIMUTY3yMad
(Macrogenics); MGD006 (Macrogenics); MGF007 (Macrogenics); MK-
Oc4de (majloTy3yMab, Merck) ; MK-3475 (Merck) ; Sym004
(Symphogen/Merck Serono) ; DI17E®6 (Merck Serono) ; MOR208
(Morphosys); MOR202 (Morphosys); Xmabb5574 (Morphosys); BPC-1C
(sHCHUTYKCHUMab®, Precision Biologics); TAS266 (Novartis); LFA102

(Novartis); BHQ880 (Novartis/Morphosys) ; QGEO031 (Novartis) ;

HCD122 (myraTymMyMa0, Novartis); LJIM716 (Novartis) ; AT355
(Novartis) ; OMP-21M18 (DemcuzyMab, OncoMed) ; OMP52M51
(Oncomed/GSK) ; OMP-59Rb (Oncomed/GSK) ; BaHTUKTYMab

(Oncomed/Bayer); CMC-544 (umHoTys3yMa® os3oramMuumd, Pfizer); PF-
03446962 (Pfizer); PF-04856884 (Pfizer); PSMA-ADC (Progenics):;
REGN1400 (Regeneron); REGNS10 (HecBakyMa®, Regeneron/Sanofi);
REGN421 (sHoTMkyMad, Regeneron/Sanofi); RG7221, RG7356, RG7155,
RG7444, RGT7116, RG7458, RG7598, RG7599, RG7600, RG7636, RG7450,
RG7593, RG7596, DCDS3410A, RG7414 (mapcaTty3ymab), RG7160
(mMmraTys3ymabd) , RG7159 (oBMHTY3YMa0b) , RG7686, RG3638
(oHapTy3yMab) RG7597 (Roche/Genentech) ; SAR307746 (Sanofi) ;
SAR566658 (Sanofi); SAR650984 (Sanofi) ; SAR153192 (Sanofi);
SAR3419 (Sanofi); SAR256212 (Sanofi), SGN-LIV1A (auHTY3YMad,
Seattle Genetics) ; SGN-CD33A (CusTiickad TeHeTHKaA) ; SGN-75
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(vorsetuzumab mafodotin, Seattle Genetics); SGN-19A (Seattle
Genetics) SGN-CD70A (Seattle Genetics); SEA-CD40 (Seattle
Genetics); wubpuryMomMa®d TuykceTaH (Spectrum); MLN0264 (Takeda):
TaHmuTymMad (Takeda/Amgen) ; CEP-37250 (Teva) ; TB-403
(Thrombogenic); VB4-845 (Viventia); Xmab2512 (Xencor); Xmab5574
(Xencor); HuMmoTys3ymMat® (YM Biosciences); Kapayma® (Janssen); NY-
ESO TCR (Adaptimmune); MAGE-A-10 TCR (Adaptimmune); CTLO019
(Novartis); JCAROLDS (Juno Therapeutics); KTE-C19 CAR (Kite
Pharma) ; UCART19 (Cellectis); BPX-401 (Bellicum
Pharmaceuticals); BPX-601 (Bellicum Pharmaceuticals); ATTCK20
(Unum Therapeutics) ; CAR-NKG2D (Celyad) ; Onyx-015 (Onyx
Pharmaceuticals); H101 (Shanghai Sunwaybio); DNX-2401 (DNAtrix);
VCN-01 (VCN Biosciences); Colo-Adl (PsiOxus Therapeutics):;
ProstAtak (Advantagene); Oncos-102 (Oncos Therapeutics); CGO0070
(Cold Genesys); Pexa-vac (JX-594, Jennerex Biotherapeutics); GL-
ONC1 (Genelux); T-VEC (Amgen); G207 (Medigene); HF10 (Takara
Bio) ; SEPREHVIR (HSV171e, Virtutu Biologics) ; OrienX010
(OrienGene Biotechnology); Peomuzsmuua (Oncolytics Biotech); SVV-
001 (Neotropix) ; Cacatak (CVA21, Viralytics); AjuMTa (E1i
Lilly), UMCILJIaTMH, OKCaJMUIJIaTHH, MWPHMHOTekKaH, OQOJMHOBAA KMCJIOTAa,
MeTOTpekcaT, LukJodbochbammm, 5S-dropypauns, Sukagus (Novartis),
Taduuiap (GSK) , XaJlbKOpH (Pfizer), Npecca (AZ), TunoTpud
(Boehringer Ingelheim), Tapuesa (Astellas Pharma), XajlaBpeH
(Eisai Pharma), BeJaunapud (Abbvie), AZD9291 (AZ), AJIeKTUHUD
(Chugai), LDK378 (Novartis), TaHeTecIud (Synta Pharma),
TepreHnyMaTyLeJ—JI (NewLink Genetics), GV1001 (Kael-GemVax) ,
TMBaHTMHMO (ArQule) ; IInTokCaH (BMS) ; OHKOBMH (E1i Lilly);
AnpuaMmULINH (Pfizer); Temzap (E1i Lilly); Kcesiona (Roche) ;
VMkzeMnpa (BMS) ; ABpakcaH (Celgene) ; TpencTap (Debiopharm) ;
TakcoTep (Sanofi); HekxcaBap (Bayer); IMMU-132 (Immunomedics);
E7449 (Eisai); Tepmomokc (Celsion); Komerpuk (Exellxis); JoHCYPD
(Taiho Pharmaceuticals) ; KamMrniTozap (Pfizer); UrT (Taiho
Pharmaceuticals); m TS-1 (Taiho Pharmaceuticals).

B HeKOTOpPHX BapMaHTax OCyMeCTBJIEHUS UW300peTeHUsda, OOUH WU
OoJjiee OakKTepMaJIbHEIX MTaMMOB, MMemMx IIocJienoBaTeJIbHOCTE pPHK

16s, xoTopas IO MeHbmey Mepe Ha 95% wumenTuuHa SEQ ID NO: 2,
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HalpuMep, KoTopasda IOpencTaBygeT cobdor Enterinococcus gallinarum,
ABJISETCHA eIOMHCTBEeHHHM TepaleBTUUeCKM AaKTMBHHM areHTOM (aMu) B
KOMIIOBUILIMM I10 M300peTeHMIO. B HEKOTOPHX BapMaHTax OCYymMeCTBJIeHUA
n3obpeTeHusd, BakTepuaJlbHEM mITamMM (B) B KOMIIO 3ULIUA
ABJIAeTCS/ ABJIAITCSI eIVHCTBEeHHEM TepalleBTUYeCKHU AKTMBHEM
areHTOM (aTreHTaMM) B KOMIIO3MUMM I[I0 M300pPeTEeHMD.

CriocoObl BBeIeHUSA

[IpennouyTmuTesIbHO KOMIIO 3ULIUU 1o HacToAIeMy n300peTeHUo
IpenHas3HaueHH JIS BBeIOeHMS B XeJIYIOUHO-KMIIEUHHY TpaKT C LeJbio
ofecrneuyeHnd HOOCTaBKM U/UJIM YaCTHUUHOM MJIM IIOJIHOM KOJIOHMS3ALUMU
KUIIeUHMKa OakTepualJibHBEIM ITaMMOM IIO0 HacTodleMy Mz3obpeTeHun. Kak
IPaBWJIO, KOMIIO3ULMKM IO HACTOAmMEMY WM300peTeHMI BBOOAT IIepopaJibHO,
HO MX MOXHO BBOIUTL pPeKTallbHO, MHTpaHa3aJIbHO, WM IIOCPedCTBOM
OYVKKaJbHOTO MIM CYOIMHIBaJILHOTO IIYTH.

B HeKOTOPHX BapMaHTax OCYINEeCTBJIeHMA U300peTeHMsa, KOMIO3UIINNA
IO HaCTOoAlleMy M300peTeHMIK MOXHO BBOIOWUTE B QOopMe TIIeHH, B OQopMe
crpes WiIu TeJid.

B HeKOTOPHX BapMaHTax OCYIMEeCTBJIEHUA MU300peTeHMSsI, KOMIO3ULINNA
IO HacTodAmeMy M300peTeHMI MOXHO BBOIMTE B BUIOEe CYINO3UTOPUL,
Takoro KaK pPeKTaJIbHHEM CYNIO3UTOPpUM, HaopuMmep, B dopme MacJa
IJIOOOBR MOKOJIAOHOTO IOepeBa (Maclio KaKao), CHMHTETUMUECKOTO TRBEepIOoTO
XUpa (HanpuMmep, CYHIInouup, BUTEIICOJI) , TJIMLepOXeJlaTUHE,
MIOJIMB TUJIEHTJIMKOJIS MJIM KOMIIOSUUUM MBUIBHOT'O IJIMLIEepHHA.

B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS UI300peTeHUsI, KOMIO3ULIUA
10 HacTodmeMy M300peTeHMId BBOIOAT B XeJYIOUHO-KMUIIEUHHM TpPakT
yepes3 BO0HI, TaKoM KakK Hal30TacTpalJlbHHEM SBO0HMO, OopoTacTpalJibHBIM SBOHI,
KeJTY DOUHEBI 30HI, SIOHOCTOMMUE CKUN 30HI (J-30HIO) , YpPECKOXHYIO
SHIOCKOIIMUECKYK TacTpocToMy (USI') miImM dYepe3s OTBepCTHe, Takoe Kak
OTBEpPCTME B CTeHKe TIPYIOHOM KJEeTKM, KOTopoe obeclieuMBaeT OOCTYII K
XeJIyIOKy, Tollel KUIIKe, M uUepes IpyTMe IOIPUTOOHEE OTBEpPCTUA MOJIg
nocTyria.

KoMmosuliumM IO HacCToAmeMy MK300peTeHMi MOXHO BBOIMUTL OIMH
pas, WIM MX MOXHO BBOIOMUTL IIOCJeOOoBaTeJJbHO B pPaMKax CXeM:
JleueHus . B HEKOTOPHIX BapMaHTax OCymeCTBJIEHU S n30bpeTeHNUs,
KOMIIO 3ULIUM 1o HaCTO AleMy n3006peTeHn npelHas3HaudeHH IJIA

EXeIHEBHOT'O BBEeIcHMA.
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B HeKOTOPHX BapMaHTax OCYMecTBJIeHMsS u30bpeTeHuUd, JeueHue
COTJIacHO HaCcTo gmeMy n3006peTeHn COIIPOBOXIOaEeTCH OlLIEHKOM’
MUKPOOMOTE KMIIEUHMKA IHalMeHTa. JledeHMe MOXHO TIIOBTOPUTL, eCJu
DoCTaBKa M/WIM YacTUYHasgS WM I[IoJHad KOJIOHMS3alMrsg MITaMMOM IIO
HacCTOAIeMy n300peTeHnO He OOCTUTHYTA u 20PeKTUMBHOCTD
OTCYTCTBYET, WIM JIedeHMe MOXHO IMpeKpaTUTh, eCJM »OoCTaBKa u/uMiau
vyacTrU4yHas W noJiHa g KOJIOHM3alms Y CIIENHE u HabJogaeTcs
20PEeKTUMBHOCTE .

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS MU300peTeHMsI, KOMIO3UILINS
10 mu300peTeHun MOXeT BBOOUTLCA OepeMeHHOMY XMBOTHOMY, HaIpUMep
MJIEKOIMTAaIeMy, HaIpuMep UYeJIOBeKYy, UTOOH YMEHLIIMTL BepOSITHOCTDL
pPasBUTHA paka y pebeHKa in utero U/MiaM Iocje eTo POXIeHUd.

KoMmmosuiiumu 1o u3o0dbpeTeHMid MOTYT BBOIMTLCA IHalMeHTy, VY
KOTOpoTo OBJI OMaTHOCTUMPOBAH pak, MM KOTOPHM OBl MOSHTUOMLUMPOBAH
Kak IIOOBEPXEHHEM PHCKY Pa3BUTUA paka. KoOMOO3UIKM MOTYT TakKxe
BBOIUTLCS B KaudecTBe MNPOOMJIAKTHMUECKOM MepH IJIS OIpeldoTBpalleHMns
Pa3BUTKA pakKa y 3IO0POBOTO IIallMeHTa.

Kommnosuumum 110 HacTogmeMy n300peTeHuno MOXHO BBOIOUTDH
IaluMeHTy, KOTOPHM OBUI MOSHTUOUIMPOBAH KakK KVMEKMUM [1aTOJIOTHUUECKYI
MUKPOOMOTY KMIIeuHMKa. Halpumep, I[alMeHT MOXEeT XapaKTepu30BaThbCH
YMEHBIIeHHOM W OTCYTCTBYIIENn KOJIOHM3almemn Enterococcus
gallinarum.

KoMmmosuummM II0 HacToAmeMy M300peTeHMId MOXHO BBOIUTL Kak
IMIMEeBOM MNPOIOYKT, TakoM Kak IMmeBas pobaBKa.

Kak IpaBuJIo, KOMIIO 3ULINN 1o HacToAImeMy n300peTeHUo
npenHas3HaueHH IJIS JIeUeHMA Jogel, XOTS OHM MOI'YT I[IPUMMEHATLCS OJIA
JleueHMI XMBOTHHEIX, BKJIOUAS MOHOTACTPUUECKMX MISKOIMUTALINX, TaKUx
Kak JoMamHgg TIOITHUlla, CBMHbBM, KOWKM, Cco®akM, Jomaau WMIM KPOJIUKMU.
KoMmnosuiiumM I[IO HaCTOAmeMy M300peTeHMId MOTYT OBThL OIPUTOOHBE IJIS
yBeJIMUeHUsS pocTa ¥ paboToCIHOoCOBHOCTM XMBOTHHX. IIpM BBeIeHUU
XMBOTHEIM MOXHO IMIPMMEHSATH [IepopallbHHM SOHI.

KomMriosmuimm

Kak npaBmjiO, KOMIIO3MUMSA II0 HaCToAlleMy MW300peTeHM BKJIOUaET
BakTepun. B IPenrnouYTUTEeJIbHEIX BapMaHTax OCYIleCTBJIEHU S
n3006peTeHrsa, KOMIIO3MUIMA COCTaBJIeHa B JMOOMIM3MPOBAHHOM (QopMe.

Hanpuwmep, KOMIIO3MIIMA TIIO HaCTOAIleMYy MSO@peTeHT/HO MOXeT cCcoOmepxXxaThb
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TPaHyJIEL WM XKeJIATMHOBEHE KAaIICYJIH, HalpuMep TBepObee XeJlaTHUHOBEE
KallCyJIHL, comepxamue BaKTepnalbHEN T aMM 1o HacTodleMy
M300peTeHUD.

[IpennouyTmTesIbHO KOMIIO3ULINA 1o HacToAlleMy n300peTeHND
COOEPXUT JIMOGUIIUBUPOBAHHEE faKkTepun. JInodpmmmzaumsa BakTepun

npencrTaBjseT cobor ofmeM3BEeCTHYD OPpolelypy, UM COOTBETCTBYIWIMUE
PeKOMeHIauuM IOOCTYIIHE, HalpuMep, B padoTax [xx-xxi].

B aJIb TEPHATUBHOM BapMraHTe KOMIIO 3ULIM I 1o HaCTOAIEMY
MN300peTeHND MOXeT comepxaThb KUBYIO AKTUBHYIO DaKTepHraJlbHYII
KYJbTYPY .

B HEKOTOPHIX BapmMaHTax OCYIIeCTBJIEHUA n300peTeHnd,
BakTeprallbHuM MTaMM B KOMIIO 3ULIUU o M300peTeHND He OBLIT
VHaAKTUBMPOBAH, HaIpMMep, He OBJI MHAKTUMBMPOBAH HaTlpeBaHMeM. B
HEKOTOPHX BapMaHTax OCYIMeCTBJIeHUS WU300peTeHusd, BakTeprallbHEM
MTaMM B KOMIO3ULIUM II0 M300peTeHMIK He OBl yOUT, HalIpuMep, He OBl
youT npu HaTpeBaHUU. B HEKOTOPEIX BapmuaHTax OCYIIeCTBJIEHUSA
nz30bpeTeHnsa, OaKTepMaJIbHEM MTaMM B KOMIO3UINMM IO HK300peTeHui He
OBLII ocJiabJjieH, Halpumep, He ORI ocJiabJiieH npu HaTpeBaHUU.
Hanpuwmep, B HEKOTOPHX BapMaHTax OCYWeCTBJIeHUA U300peTeHUd,
BDakTepraJibHEM MTaMM B KOMIO3UIMM I10 Hu300peTeHMI He OB YyOuUT,
MHAKTUBMPOBaAH u/miaM ocjabjied. HamopuMep, B HEKOTOPHX BapUaHTax
ocymecTBJIeHUI u300peTeHUsa, OaKTepMaJIbHHEM ITaMM B KOMIIO3MULMM IO
N300peTeHn HABJISETCS XMBHEHM. HalpuMep, B HEKOTOPHX BapMaHTax
OCYMeCTBJIEHUS U300peTeHUss, OaKTepMaJIbHEI MTaMM B KOMIIOBUINUM II0
N300peTeHny  ABJISETCHA  XKU3HEeCIIOCOOHEBIM. Hanpuwmep, B  HEKOTOPHX
BapMaHTax OCYmeCTBJIeHUS M300peTeHUd, BakTepraJbHEM MITaMM B
KOMIIOBULIMM IO M300peTeHrK  CIocCofeH dYacCcTUUHO WM  [IOJIHOCTEI
KOJIOHU3UPOBATH KUIIEUHNK . Hanpuwmep, B HEKOTOPHX BapMaHTax
oCcymecTBJIeHUSA U300peTeHUsa, OaKTepMallbHEI MTaMM B KOMIIOBUIWM II0
N300peTeHn [ABJIAETCA XKM3HECIOCODHEM U CHOCOOEeH YacCTUMUHO WU
INOJIHOCTLI KOJIOHM3UPOBATE KUIIEUHUK .

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUI M300peTeHMsI, KOMIIO3ULUA
COOEPXUT CMeCb XMBHX 0OaKTepMaJlbHBIX MTaMMOB M NTaMMOB OaKTepul,
KOTOpHE ObBUIM yOWUTH.

B OpelnouTUTEeJILHEIX BapMaHTax OCYIeCTBJIEHUA U300peTeHUud,

KOMIIO3SMIIMA IIO HaCTOAIlleMy MBO@peTeHMIO InoMeneHa B KallCyJly C LeJIBI
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obecrieueHusa OOCTaBKU faKTepnaJIbHOT'O mTamMMa B KUIIEYHUK .
VHKancymauua 3aliMiaeT KOMIIO3MIMI OT pPacllellJIEHMS OO HOOCTaBKM K
HeOoOXOOUMOMY MecCTy, HalpuMep, VHaKTUBUPY A XYUMUUYECKUE VI
busnueckue baKkTOopPEHL, TakKue Kak oaBJieHUe, bepMeHTaTHBHAA
AKTMBHOCTL WMJIM  QUBMUECKMUM pacrnanm, UTO MOXeT OHTBH  BH3BaAHO
uaMeHeHMsAMM pH. [IJIS MHKAIICYJSUMM MOXHO IMIPUMMEHSATH JIoOOoV MNPUIOIHBIM
crnoco®6. THUIIOBEE CIHOCOOB MHKAICYJALMM BKJIOUAT OKPYXeHMNe BHYTPU
IIOPUCTOV MATPUILE, IPUKPeIJieHMe WM aIcopOuuio Ha IIOBEPXHOCTAX
TBEepPIOHX HOCUTeJIeM, caMoarpeIlMpoBaHMe C TIIOMOMbID QJIOKYJISLUUM WIIU
CHIMBalMMX al'eHTOB M MexXaHuuecKoe YyIepXMBaHMe 3a MUKPOIOPUCTOM
MeMOpaHOM VIV MUKPOKAIICYJION . PYyKOBOICTBO 1o VHKATMCYJISLI1N,
KOoTOopoe MoOxeT OBTb IIOJIe3HO nOJ4 OIPUITOTOBJIEHMSA KOMIOSULMKM IO
n300peTeHnio, IOOCTYIIHO, HalpuMep, B CChUIKax [xxii] m [xxiii].

KoMrmosuumsa MOXeT BBOIMTBCS IIepopalJIbHO UM MOXEeT HaxXOOUTBCH B
dbopme TabigeTkM, KalCyJIE WM TIOPOmMKa. VHKAaICyJIMPOBaHHEE IMIPONOYKTH
ABJIAITCHA IPEeOIoUTUTEeJIbHEMKY, I[IOCKOJIBKY Enterococcus gallinarum
ABJIAKTCA aHaspobaMu. JpyI'Me MHIPEeIMeHTH (TakKue KakK, HallpuMep,
BUTaMyH C) MOTYT OBTH BKJIUEHH B KaueCTBe IOIJIOTHUTEJIeM KMCJIopola
7 npedbroTUYECKUX cyfbCcTpaToB oJis YIIy4dleHM S OOCTaBKM  U/UJIU
YAaCTUUYHOM WMJIM  IIOJIHOM  KOJIOHM3alMM M  BEDXMBAHMSA 1In  VIVo. B
aJlb TEPHATMBHOM BapMaHTe IIpobMOoTHMUeCKasd KOMIIOBMUMA 10 HaCTOAlleMy
N300peTeHux MOXHO BBOIOMTH I[IepopallbtHO B BMIOe I[IMIIEBOTO  WJIM
OUTaTeJIbHOTO IPOOYKTa, TakKoro KakK MOJIOKO MIM (epMeHTUPOBAaHHLM
MOJIOYUHEIN NIPOOYyKT Ha OCHOBEe CHBOPOTKMU VI B BUIE
bapMalleBTMUECKOTO IIpernaparTa.

KoMmosuumsa MoxeT OBTE COCTaBJIeHa KaK MNIpoOMOTHK.

KoMniozsuums infe) HaCTOAIeEMY n300peTeHnD BKJIOUAET
TepaleBTUUYECKM 30PeKTMBHOE KOJIMUeCTBO OaKTepuaJIbHOTO MTaMMa II0
HacToAlleMy M300peTeHUD. TepanerTruecKky 50PeKTUBHOE KOJIUUECTBO
faKkTepnaJIbHOTO mTaMMa ABJISETCSH OOCTaTOUHEM, UTOOH oKazaThb
IOJIOXUTEJILHEM  5bbekT Vv HalMeHTa. TepanerTUUueCKr 5OOeKTUBHOE
KOJIMYeCcTBO ©OaKTepuaJIbHOTO MTaMMa MOXeT OBTE JOCTATOUHBEIM IJIA
ofecrneuyeHrsa OOCTaABKM U/UJIM YACTHUUHOM WMJIM IIOJIHOM KOJIOHMS3ALUMU
KMIIeUHUKa IalllieHTa.

llonxomAmas CyTOUHas Io03a OaKTepui, HanpuMmep, MOJsS B3POCJIOTO
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JeJioBeKa, MOXeT COCTaBJIATL OT OkoJio 1 x 103 mo okojio 1 x 1011
KOJIOHMeoOpasywommx eanHul] (KOE); HampuMmep, oT okojo 1 x 107 mo
okoJio 1 x 1010 KOE; B mOpyroM IIpuMepe OT okoJo 1 x 109 mo okoJjio 1 X
1010 KOE.

B HEKOTOPHX BapMaHTax OCYMeCTBJIeHUSA M3I00peTeHMs, KOMIO3ULIUSI
comepxuT OaKTepMaJlbHEIM MTaMM B KOJMUeCcTBe OT okoJo 1 x 108 mo

okoJjijo 1 x 1011 KOE/I O OTHOINEHMIO K Macce KOMIO3MLMMK; HallpuMmep,

or okojyio 1 x 108 mo okosio 1 x 101° KOE/r. Iosa MOXeET COCTaBJIATE,
Hamnpumep, 1 r, 3 7, 5 u 10 1.

Kak npaBmjio, IOIpOOMOTHMK, TaKOM KaK KOMIIO3UIMA II0 HACTOAIEMY
N300peTeHnn, B HEKOTOPHX CJydadx KOMOMHMPYIT IIO MEHBIIeM Mepe C
OOHUM  [IPUTOIOHEM npednoTruue CKUM coeIMHeHMueM. [IpeBuoTnUeCcKoe
coenMHeHMe OOHUYHO IIpencTaBJigeT CcoOOM HelepeBapMBaeMEl YIJIEBOI,

TakoM KaK OJUITO— WM InojJimcaxapmn, WM caxaprHZ cimpT, KOTOpBIﬁ He

pacumelljiaeTCc4a I He a6cop6MpyeTCH B BEPXHMX oToneJiax
IIMmeBapmMTeJIEHOT'O TPpakKTa. M3BeCTHEIE Hpe@MOTMKM BKJIKUYAKT
KOMMEPpUEeCKN e IIPOOYKTEI, TaKve Kak VMHYJIVMMH n

TPaHCTAJaKTOOJIUTOCaAXaPUIH .

B HEeKOTOPEIX BaplaHTax oCcylmeCTBJIeHMA MBO@peTeHMF[,
npoBuoTrUecKas KOMIIO3MUMSA II0 HacTodmeMy M300peTeHMI0 BRJIUAEeT
opedruoTnUyeCcKoe COeIMHEHME B KOJMUECTEBe OT OKoJo 1 mo okojo 308

[I0 BeCy IO OTHOUWEHMI K OfleMy BecCy KOMIIO3ULIUU (HaanMep, or 5 1mo

20% 1o Becy). VYIJIEBOOH MOTYT OHTL BHOPAaHE M3 TPYIIIE, COCTOAmeN
nu3: OPYKTOOIUTOCAXaPUIOB (nam FOS), KOPOTKOLLEIIOUEUHEBIX
dpyKTOOIMUTOCAXapUIoB, VHYJIVHA, M30MaJlbTO—OJIMTOCaxXapuIioR,

[IEKTMHORB, KCcuJooJIurocaxapulok (mam XO0S), XUTO3aH-OJUIOCaxXapuIoB
(i COS), ©OeTa-TUIOKaHOB, MOOMUIUIMPOBAHHOM apaBUMCKOM KaMeIu U
YCTOMUMBHEX KpaxMaJioB, I[IOJMIEKCTPO3H, D-TaraTo3H, BOJOKOH akKalluu,
POXKOBOTO JepeBa, OBCa M BOJOKOH LIUTPYCOBHX. B OITHOM aclleKTe
npedbuoTUKA npencTaBJgnT cobon KOPOTKOLIEIIOUEUHEE
dpyKTOOIUTOCAXAPUOE (IJIA MIPOCTOTH YKa3aHH B HACTOSAMEM IOOKYMEHTE
HMXe Kak FOSs-c.c); ykKaszsaHHBHe FOSs-c.c. He 4BJIAOTCS YCBalMBaeMbIMMU
yTJleBOIOaMmu, OOBHUHO IIOJIydaeMee [OYyTeM [OpeBpalleHMI CBEKOJIBHOTO
caxapa M BKJOUAT MOJIEKYJY Ccaxapo3b, K KOTOPOM IIPMCOEeOMHEHH TpU

MOJIEKYJIEl TVJIIOKOS3H.
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Kowmriosmumm I10 HacCcToAleMy MSO@peTeHMD MOTYT COoIIepXaThb

bapMalleBTUUECKHU npueMJieMble BCIIOMOT'aTeJIbHEE BelleCcTBa VI
HOCHUTen. lIpuMepH TakKMx [NOOXONOANMX HOCUTEJIeM MOXHO HalTu B
CCEUIKE [].xx1iv [MpremiieMele HOCUTEJIN VI paszbaBuUTeIIN nj4a

TepaleBTUUEeCKOTO IIPUMEHEeHMI XOPOWo M3BECTHH B bapMalleBTUUeCKOM
oBJjlacTM M OIMCAaHH, HalpuMep, B paboTe [xxV]. I[IpyMepH TOIXOIAMNUX
HOCUTEJIeNM BKJIOUAT JaKTo3y, Kpaxmaly, IJIOKO3Y, MeTWILeJUInIosY,
cTeapaT MaTHMA, MaHHUT, COPOMT ¥ ToMy IomoOHoe. IIpUMEpPH
NPUTOOHHX pa30aBUTeJIel BKJIOUAT DTaHOJI, IJIMIEePUH ¥ BOOYy. BHOOP
bapMalleBTUUECKOTO HOCUTEJIA, BCIIOMOTATEJILHOTO BelecTBa VI
pasbaBuUTeNs MOXeT OHBTH OCYmMECTBJIEH C YUeTOM IIpellnojlaraeMoTo IIyTu
BBEIEHUSI u CTaHOapPTHOMT bapmMmalieBTHUUECKOM IPaKTUKA .
dapMalleBTUUECKYEe KOMIIO3UIMY MOTYT COINepPXaTh MJIM BKJIOUATH B

OOTIOJIHEHVE K HOCUTEJK, BCIOMOTATEJIEHOMY BEIeCTBY MM pa30aBUTETO

JoboM OPpUTOOHB CBA3YINUNM aTreHT (aTeHTH) , CMalHBaKLIMM AaT'eHT
(aTeHTH) , CYyCHeHIVPpYIIUM aTreHT (aTeH”TH) , areHT (aTeHTH) oJis
IIOKPHTUA, COJOOMIMBUPYIIMM aTreHT (areHTH) . [IpuMepH OPUITOIHHX

CBA3YKIMX aTleHTOB BKJIOUAKT KpaxmalJl, XeJlaTuH, IPpMPONOHEEe caxapa,
TakKrMe Kak IJIlKOo3a, ©0e3BogHad JlakTo3a, CBOOOIOHO TeKyllad JaKTo3a,
OeTa-JylakTosa, KYKYPY3HEE roOcJjacTuUuTeNn, IPUPOLOHEE u
CMHTeTHUEeCKMe CMOJIB, TakMe KakK akaluusa, TparakaHT WiIM ajibTMHaT
HaTpu4d, KapBOKCHUME TUJILLEJIJIIIO3a n [IOJIUD TUJIEHTVJIUKOJIE . MpuMeps
INIPUTOOHEIX CMa3HBaKIMX AaleHTOB BKJOYAKT oJieaT HaTpusa, CcTeapartT
HaTpusa, CcTeapaT MaTHUA, ©OeH3o0aT HaTpudg, alleTaT HaTpusig, XJIopul
HaTpus M ToMy TI[omodHoe. B  papMalleBTMUECKOV KOMIIO3ULUM MOTYT
comepXxaTbCcs KOHCEPBAHTH, CTabUIMn3aTOPH, KpacuTeJn u oaxe
apoMaTrU3aTOpPH. [IpMMepsl KOHCEPBAHTOB BKJOUalT OeH30aT HaTpuUL,
COPBOUMHOBYID KUCIJIOTY WM CJIOXHEE D2QUPH P-ITUIPOKCUOEH3O0MHOM KUCJIOTH.
MoTyT Takxke IIPUMMEHATHLCSH AHTHMOKCUIAHTEHE UM CYCIEHOUPYKIME aTeHTH.
KoMmosuumm [0 HACTOAleMY M300PeTeHUI MOTYT OHTH COCTAaBJIEHH
B BMIOe IIMIEeBOTO IMIPOOyKTa. Hamopumep, IMMEeBOM MIPOOYKT MOXeT
oBecCneunTs OUTATEJNLHYKD IIOJIBE3Y B OONOJIHEHMe K TepaleBTUUeCKOMY
50dekTYy HacToAmero wu300peTeHMA, HaOpuMep, B IIuIeBor podaBKe.
llogoBHeM oOpa30oM, MOUIEBOM MNIPOOYKT MOXeT OBTHL COCTaBJIEH MOJIA
YIYUIleHMS BKyCa KOMIIO3MUMM I[1IO HaCTOoAlleMy M300peTeHMI WM OJId9

TOTO, UTOOEBL croeJjiaThb KOMIIO SMIIMIO OoJiee HpMBHeKaTeHbHOﬁ IJIA
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yrnorpebiyeHuda, ©OoJee IIOXOXely Ha OOBUHBM OUIEeBOM IPOOYKT, a He Ha
bapMalleBTUUECKYD KOMIIO3ZMLMI. B HEKOTOPHX BapMaHTax OCymeCTBJIeHUA
n300peTeHrsa, KOMIO3ULMI II0 HaCTOAmeMy M300peTeHMIO COCTaBJIAT Kak
IpOOyKT Ha OCHOBe MoOJiIoKa. TepMuMH "IDpoOyKT Ha OCHOBe MoJioka"
o3HavaeT JIoOOM KUIOKUNM WMJIM I[IOJIYTBEPIHY NIPOOYKT Ha OCHOBE MOJOoKa
WM CHBOPOTKM, XapPaKTepUIYMUNCS pPasJIMUHEM CcOoIOepXaHMeM Xupa.
MOJIOUHBEIM MPOOYKTOM MOXeT OHTL, HalpUMMep, KOPOBbe MOJIOKO, KO3be
MOJIOKO, OBeube MOJIOKO, OOe3XMpeHHOe MOJIOKO, LeJIbHOe MOJIOKO,
MOJIOKO, BOCCTAHOBJIEHHOE M3 CYXOTO MOJIOKA U CHBOPOTKM 0e3 KaKoM-—
Iubo o0b6pabdoTKM, WIM MOJIOUHHM [OPOIYKT MOXeT IMIpeICTaBJIATL Ccobon
00paboTaHHHM OIPOOYKT, TakKoM Kak MorypT, I[IpOCTOKBAama, TBOpPOT,
KH1cJjoe MOJIOKO, KUCJIoe HeJIbHOe MOJIOKO, naxra u opyrue
KMCJIOMOJIOUHEE IMIPOOYKTH. IpyTrad BaxHasd TIpylla BKJIOUaeT MOJIOUHLE
HaOIMTKU, TakMe KakK HalMTKM U3 CHBOPOTKH, bepMeHTHMpPOBAaHHOE
MOJIOKO, CTYIeHHOe MOJIOKO, MOJIOUHEE HalMTKM IJS »OeTel TPYyIHOTO
WIn BoJiee cTapmero BO3pacTa; apoMaTuU3UpOBaHHOe MOJIOKO,
MOpPOXeHoOe; IMPOOYKTEH, CcoIepXalre MOJIOKO, TakKMe KaK CJIagoCTH.

B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHUA WU300peTeHus, KOMIO3UIINA
IO HacTodmeMy M300peTeHMI colepXaT OIOMH OaKTepMaJIbHBM MTaMM WK
BUMIOI ¥ He CcoIepXaT HUKaKMX IpyIux OaKTepuaJlbHHX MITaMMOB WJIM
BUIOOB. TakMe KOMIIOZMUIMM MOTYT COIOEPXaTh TOJBKO de minimis WK
OMOJIOTUUECKM  HeCyleCTEEeHHEe KOJIMYECTRBa  IOPYyTHUX BakTepralbHBIX
mTaMMOB WMJIM BUIOOB. TakMe KOMIOBUIMM MOIYT IIPeICcTaBJIATL CcoBomn
KYJILTYPY, KoTOpasa 1o CymecTBY  He COOEPXUT IpYyTUX BUIOB
opraHm3Ma. TakuM ofpa3oM, B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUS
n30bpeTenre obecleurBaeT KOMIIO3ULMID, CcoIepXallyl OoIVMH WiIn ©OoJiee
mTaMMOB M3 Buma Enterococcus gallinarum, KOTOPHM He COIEPXUT
BakTepuM U3 KaKUX-JMOO IPYIUX BUIOB WJIM KOTOPHM COOEPXUT TOJIBKO
de minimis MIIN BMOJIOTMYEeCKHU HeCOOTBEeTCTBYIIIMME KOoJIMUeCcTBa
BakTepu M3 IOPYyTOoTOo BUIa OJSA IPMMeHeHMS B TepaluMu.

B HeKOTOPHX BapMaHTax OCYINEeCTBJIeHMA U300peTeHMsI, KOMIO3UILINUNA
no wumszobpeTeHMID comepxaT O0oJlee OOHOTO OaKTepMaJlbHOTO MmTaMMa WK
BUIOa. HamopuMep, B HEKOTOPHX BapMaHTax OCYMeCTBJIeHMA u30bpeTeHmUd,
KOMIIOBUIIMM TI0 M300peTeHMI0O comepxaT O0oJiee OOHOTO mTaMMa M3 OIHOTO
M TOTO Xe BMIa (Hamnpumep, ©Gojee 1, 2, 3, 4, 5, 6, 7, 8, 9, 10,

15, 20, 25, 30, 35, 40 wmmm 45) wu, HeoOA3aTeJIbHO, He comepXarT
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BakTepu mu3 IPYI'MX BUIOB. B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHUI
n300peTeHNa, KOMIIO3ULUNM I[I0 M300peTeHU comepXaT MeHee 50 mTaMMOB
M3 OIOHOTO M TOTO Xe BuIa (HamopuMmep, MeHee 45, 40, 35, 30, 25,
20, 15, 12, 10, 9, 8, 7, 6, 5, 4 wmiam 3 mramMMmMa) U, Heobsa3aTeJILHO,
He cozepxaT OaKTepu¥ U3 OpyIMX BUIOB. B HEeKOTOPHX BapMaHTax
OCYIEeCTBJIEHUA M300pEeTeHNs, KOMIO3MUMUKM II0 M300peTeHMI comepxaT 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 wmym 31-50 mraMMOB M3 OOHOTO M TOI'O Xe BuUIa U,
HeoBdA3aTeJIbHO, He coIepXaT 0OaKTepul M3 IPpyTMX BUIOB. B HEKOTOPHX
BapuaHTax OCYIWEeCTBJIEHUSA M300peTeHusd, KOMIIO3UIUM II0 U300peTeHU
comepxaT OOJiee OOHOT'O BMIaA M3 OOHOI'O M TOI'O Xe pola (HalpuMmep,
tojee 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 12, 15, 17, 20, 23, 25, 30,
35 wmiam 40 BuOoB) u, HeoBA3aTelJIbHO, He coIepxaT OaKkTepuy u3
Kakoro—Jmbo IOpyl'oT'0 poha. B HeKOTOPHX BapMaHTax OCylleCTBJIeHU
n300peTeHna, KOMIO3ULUMM I[I0 M300peTeHMK colepXaT MeHee 50 BUIOOB
M3 OIOHOTO M TOTO Xe pola (Hampumep, MeHee 50, 45, 40, 35, 30,
25, 20, 15, 12, 10, 8, 7, 6, 5, 4 maum 3 BMUOa) M, HeobI3aTeJILHO,
He coOepXaT OaKTepuM M3 KaKoro—-JmMbOo Ipyrol'0 pola. B HEeKOTOPEIX
BapMaHTax OCYILEeCTBJIEHUA MW300peTeHud, KOMIO3UUMM I[I0 MU300peTeHUO
comepxaTr 1-50, 1-40, 1-30, 1-20, 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 BMOOB M3 OOHOTO M TOTIO Xe poIa Wu,
HeoBsa3aTeJIbHO, He colepXaT OakTepuM M3 KaKoTo-Jubo IpyToro pola.
V306peTeHre BKJOUAET JIOOYH KOMOMHALMK BHIIEW3JIOXEHHOTO.

B HeKOTOpPEHX BapMaHTax OCYHEeCTBJIEHUSA WU300peTeHus, KOMIIO3UILINA
COOEPXUT MUKPOOHEIM KOHCOpPLUMyM. HamopuMep, B HEKOTOPHX BapraHTax
OCYWEeCTBJIEHUA MU300peTeHuUd, KOMIIOBULIMA BRJOUaeT 0OaKTepMaJlbHEMN
mTaMM, MMeRNUNM I[IOCJIeOoBaTesJIbHOCTE pPHK 16s, koTopas, IO MeHbIeM
Mepe, Ha 95% wumeHTHMuHa SEQ ID NO: 2, Hanpumep, Enterococcus
gallinarum, KaK 4YacTb MUKPOOHOT'O KOHCOPLUUYyMA. Hanpumep, B
HEeKOTOPHX BapMaHTax OCYWLEeCTBJIeHUS WM300peTeHus, BaKTeprallbHEM
mTamMM I[OIPUCYTCTBYeT B  KOMOMHalUMM C  OOHMM MJM  HECKOJbKMMU
(HanpuMep, IO MeHbmen Mepe, 2, 3, 4, 5, 10, 15 wmmm 20) »npyrumm
DakTepraJbHEMM MTaMMaMy M3 OPYIMX PONOEB, C KOTOPHMM OH MOXET

XNUTh CHUMOMOTMUECKM 1n Vivo B KUIIeUHUKE. Hanpyﬂvlep, B HEeKOTOPEX
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BapuaHTax OCyWleCTRBJIEHM A n300peTeHNnd, KOMIIO 3ULIU A BKJIIOUAET
OaKTepMaJIbHEM  MTaMM, VMMEKMNWY  [IOCJeOOBaTeJILHOCTE pPHK 1é6s,
KoToOpad, IO MeHbmerm ™Mepe, Ha 95% wugedTumuHa SEQ ID NO: 2,
HanpuMep, Enterococcus gallinarum, B coueTaHuM C OaKTepMaJlbHBEM
mTaMMOM OT OPpyT'oTr'o poma. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUI
nzobpeTeHNnd, MUKPOOHEM  KOHCOPLUUYM  COIEPXUT oBa wiam  doJiee
BaKkTepralbHEIX MTaMMa, TIIOJYYeHHHX M3 obpas3lla ofekaJdui OoOHOTO
opTraHmu3Ma, HallpyMep JeJIOBeKa . B HEKOTOPEIX BapMaHTax
OCyIEeCTBJIeHUS M300peTeHNrsa, MUKPOOHHM KOHCOPLUMYM He BCTpeduaeTCs B
npupone. Hanpuwmep, B HEKOTOPHIX BapMuaHTax OCYyIeCTBJIEHUA
n300peTeHnsa, MUKPOOHEM KOHCOPLUUYM COIEPXUT OaKTepMallbHBEE MTaMMH,
IIOJIyUeHHEEe U3 00pasloB OGekalui, IO MeHbBIEeMW Mepe, U3 OBYX PasHBX
OpPI'aHM3MOB. B HEeKOTOpPHX BapMaHTax OCYIeCTBJIeHMs M300peTeHus, IBa
Pa3HEX OpraHM3Ma ABJARTCSA OOHMMM M TeMu Xe BuUIaMM, HallpUMep
OBYMS pPas3HEMM JIOOBEMM, HaIpyMep, IOByMS pPa3JIMUHEM MIaleHllaM. B
HEeKOTOPHX BapMaHTax OCyWeCTBJIEHMA  MN300peTeHNUd, IoBa  PasHEX
opraHM3Ma [IPeAOCTaBJIAKRT CcoBoM MiIameHIla M B3pPOCJOTO UYeJIoOBeKa. B
HEKOTOPHX BapMaHTax OCYWeCTBJIEHMA  M300peTeHNnd, IoBa  PasHEX
opraHmM3Ma [NPpeOCTaBJIAlRT CcoDOM UeJIOBEUEeCKOe U HeUeJIOBeueCKoe
MJIeKONMTaKIee .

B HeKOTOpPHX BapMaHTax OCYHEeCTBJIEHMA U300peTeHMda, KOMIO3ULINA
II0 M300peTeHMI0 HOOIOJIHUTEJILHO COHNepXUT OaKTepHuaJlbHEM  MITaMM,
KOTOPEM  obJamaeT TeMM K&  XapaKTepucTukamy  06e30MIacHOCTM U
TepalleBTUUYeCKON BbdekTMBHOCTM, UTO M mTamMM MRX518, HO KOTOPHM He
apjsercda MRX518, »DenoHMpOBAHHEM IIOH HOMepoM nocTylla NCIMB 42488,
MM KOTOPHM He gBigeTcsa Enterococcus gallinarum.

B HeKOTOpPHX BapMaHTax OCYWeCTBJIEHMA WM300peTeHMs, B KOTOPHIX
KOMIIOBULIMA I[1I0 MUI30OPEeTeHU COHepXuT O0oJlee OOHOT'O 0OaKTepMaJibHOI'O
mraMMa, BMIOa WIM pola, OTHeJIbHEe OaKTepMalJibHbBle MTaMME, BUIE WU
POOEH MOTYT OHTH IIpelHa3HaudeHbB IJIS OTIEeJIEHOI'O, OOHOBPEMEHHOI'O WJIU
[IOCJIeDOBATEJIEHOTO BBeleHMd. HalpuMep, KOMIIO3MLMSA MOXeT COmepXaThb
BCce 0OoJjiee dYeM OOMH OaKTepMaJbHHIN MTaMM, BUOH WJIM POOH, WU
fDakTepralilbHEE WMTaMMEl, BUIOH WM POOH MOI'YT XPaHUTBECH OTOEJIBHO U
BBOOUTLCHA OTHOeJIbHO, OOHOBPEMEHHO W [IoCJIeOBaTEJIbHO. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUA M300peTeHusd, BoJjlee  OOHOTO

GaKTepmaanoro mTaMMa , B IOIa WJIM POIOOB XPaHATCA OTOeJIBHO, HO
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CMENMBAKTCA Iepen IIPVMMEHEHMVEM.

B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHUA n3obpeTeHusd,
BakTepraJIbHEM MTaMM JS [OIPMMEeHeHMsS B UM300peTeHrM [DoJIydalT U3
bexanui wMJIameHlla dYeJIoOBeKa. B HEKOTOPHX BapMaHTax OCyIeCTBJIeHUA
n300peTeHusa, B KOTOPHEX KOMIIOBULMA I[I0 M30OPEeTeHMI COOepXUT Oojee
OOHOTO OaKTepHualJIbHOTO ITaMMa, BCe OaKTepHualibHBE MITaMMHEL II0JIy4dalT
3 dekanuM MIaleHlla uUeJIOBeKa WM, eCJIM IIPUCYTCTBYIT OPYyIHUe
fakTepraJibHEE MTaMMBE, OHM IIPUCYTCTBYIT TOJBKO B MMHMMAaJbHEX
KOJIMUeCTBax. bBaKTepuM, MOIJIM OHTH KYJIbTUMBUMPOBAHH IIOCJIe IIOJYUYEeHUS
u3 dexaJuM MIamdeHlla UYeJIoBeKa U MCIOJbL30BAJMCE B KOMIIO3MIMKM IIO
N300pEeTeHUD.

Kak yIoMMHaeTCs BHIIE, B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEeHUSA
nzobpeTeHus, oovH wIM ©OoJjee OaKTepHMaJIbHHX MTaMMOB, MMEKIMUX
nocJjienoBaTelbHOCTE pPPHK 16s, KoTopasd IO MeHbBIeM Mepe Ha 95%
umeHTuuyHa SEQ ID NO: 2, HaopuMep, KoTopasd IOpelcTaBjgeT cobon
Enterinococcus gallinarum, HABJISeTCHA eIMHCTBEHHEIM TepaleBTUUECKHU
AKTMBHEIM al'eHTOM (aMMi) B KOMIIOBUILIMM II10 M300peTeHui. B HEKOTOPHX
BapMaHTax OCYyIecTBJeHud u3obpeTeHud, ©OaKTepMaJbHBEM MmTaMM (H) B
KOMITO 3ULIUA aBJIgeTCca/ ABJIARTCA eOMHCTBEeHHEM TepalleBTUYECKHU
aKTMBHEIM al'eHToOM (aT'eHTaMM) B KOMIIOBULIMM I[10 M300peTeHUD.

IO KOMIIOBMUMM, [NIpedHa3HAUeHHHX MJg [IpUMMeHeHMsS COIJIaCHO
HacToglleMy n300peTeHND, MOXeT OBITH obsazaTeJIbHBEM WIIn
HeoOda3aTeJIbHEM OJIS IIOJIYUeHUS paspelleHMsa Ha Ipodaxy .

B HEKOTOPHIX BapMaHTax OCYIIEeCTRBJIEHUSA n3obpeTeHus,
npenjaraeTcs BHIIEONIMCaHHAa g bapMalLeBTHUUECKASA KOMITO3ULNUSA, B
KOTOpOM yKa3aHHHM BakTepnallb HEl T aMM ABJIAETCSH
JIMOPUIIM 3P OBaHHEIM . B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHNA
nzobpeTeHnsd, npenjlaraeTcsd BHIIEOIMCaHHAa 4 bapmMalleBTHUUECKA S
KOMIIOBUIIMA, B KOTOPOM YyKa3aHHHM OaKTepMallbHHM ITaMM BHCYMMBaeTCA
pachneiieHVeM. B HeKOTOPHX BapMaHTax OCYHMeCTBJIeHUMA U300peTeHusd,
npenjlaraeTcs BHIIEOTIMCAaHHAa g bapMalleBTUUYECKASA KOMITO3ULIUA, B
KOTOpOM BakTepraJlb HEM T aMM JIMOPUIIN3NPOBaH VI BEICYIIEH
PacIeUIeHMeM M B KOTOPOM OH ABJIAETCH XMBHM. B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHUA n3obpeTeHms, npenjlaraeTcs BHIIEOIMCaHHAasA
bapmMaleBTHUUeCKaAsd  KOMIIO3ULMA, B KOToOpoM OaKTepMaJIbHEM  MTaMM

HMO@MHMBMPOBaH VJivM BEHCYUIIEH PacCIllBEJIeHMeM WM B KOTOpOﬁ OH ABJIAETCA
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XKNUBHECIIOCOOHEIM. B HEKOTOPHX BapMaHTax OCYIMeCTBJIeHUS M300peTeHusd,
npenjaraeTrcsa BHIIEONIMCAaHHAL bapMalleBTUUECKAA KOMIIO3ULINSA, B
KOTOpOM BakTepraJlb HEM T aMM JIMOQUIINBUPOBAH WA BEICYIIEH
pPacHeieHreM, ¥ B KOTOPOM OH CHOCOOeH UYaCTUMUHO WM IIOJIHOCTEIO
KOJIOHM3MPOBATE KUIIEUHMK. B HEKOTOPHIX BapMaHTax OCYIeCTBJIEHUA
n3obpeTeHuUd, npenjaraeTrcsa BEIIEONIMCaHHAa4d bapmMalleBTHUUECKA S
KOMIIOBUIIMS, B KOTOpOM OaKTepMaJbHEM MTaMM JIMOOUMIM3UPOBAH WUJIMU
BHICYIIEH PAaCIBJIeHMEM, ¥ B KOTOPOM OH 4ABJISeTCS XUIHECIIOCOOHEM U
Crioco®eH YacCTUUHO MM IIOJIHOCTBI KOJIOHM3UPOBATE KUIIEUHUK .

B HEKOTOPHX cJydasax JIMOOUIIM 3UPOBAHHEI W BEICYIIEHHBIN
pachneuieHreM OaKTepMalJibHBEM IITaMM BOCCTAaHaBJIMBAT IIepell BBeIeHMEeM.
B HEeKOTOPHX CJIydasxX BOCCTAHOBJIEHME OCYIIEeCTBJIIAIT C IIPUMeHEeHUeM
pasbaruTeNyig, OIMCAHHOTO B HACTOMAMEM JOKYMEeHTe.

KoMmriosmuumm 1o HaCTOAlleMY M300peTeHN0 MOTYT comepxaThb
bapMalleBTUUECKM IIpUeMJIeEMEEe BCIOMOT'ATeJIbHEE BelleCTBa, pas3faBUTeln
WMJIM HOCUTEJIN.

B HeKOTOPHIX BapMaHTax OCYIMEeCTBJIeHUSI M300peTeHrMe OTHOCUTCH K
bapMalleBTUMUECKOM KOMIIO3ULMM, CcoIepxXamel: ©OaKTepMaJIbHBEM MTaMM,
VICIIOJIb 3Y eMEIM B n300peTeHnn ,; " bapMalleBTUUECKU IpMeMIIeMbI
SKCUUIIMEHT, HOCUTEJbL MIM pa30aBUTeNb; OpuueM OaKTepMaJibHBEM IITaMM
HaxOIUTCS B KOJIUUYECTBE, IOCTATOUHOM IJIA JIeUueHUS PacCTpOMCTBa IIpU
BBeOeHUM CYOBeKTy, HYXIalleMyCs B STOM; U IIpPUUEeM PacCTPOMCTBO
npencraBJjgeT cobo¥ pak MOJIOUHOM  XKeJIe3H. B OpennouTuTelIbHBIX
BapMaHTax OCYINeCTBJIEHUS U300peTeHUsa, Ppak IOpelcTaBjisgseT coboM pak
MOJIOUHOM KeJIe3H . B NPenrnouTU TEeJIbHEIX BapMaHTax peaau3sanmm
HacToAmero u300peTeHMsa Ppak IOpelcTaBlgeT coboM pakK MOJIOUHOM
XeJie3sl IV cTaigmum.

B HeKOTOPHIX BapMaHTax OCYIMEeCTBJIEHMS M300peTeHre OTHOCUTCH K
bapMalleBTUMUECKOM KOMIIO3ULMM, CcoIepxamel: ©OakTepMaJIbHBEM MTaMM,
VICIIOJIb 3y €MEI B n300peTeHnn ; " bapMalleBTUUECKU IpreMJIeMBIN
SKCUUIIMEHT, HOCUTEeJIL MM pa3baBUTelb; OpuueM OaKTepMaJIbHBM MITaMM
HaxXOOMUTCHA B KOJMUECTBe, OOCTATOUHOM MOJIA JeUeHMHA pacCTPOMCTBa IIpH
BBeIeHUM CyOBeKTy, HyXIalleMycsa B D2TOM; U IIpUUYeM pacCTpPOMCTBO
opencraByggeT coboM pakK JerKux. B [OpedlouTUTEeJILHEIX BapMaHTax
OCYMeCTBJIEHMSA pak OpedcTaBJgeT coboM pakK JIeTKOoTO.

B HEeKOTOPEX BapMaHTaxX OCYyIeCTBIJIEHUA MgoépeTeHme OTHOCUTCHA K
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bapMalleBTMUECKOM KOMIO3MUMM, CoOIepXamel: ©OaKTepMaJIbHEM MTaMM,
VICIIOJIb 3y €MEIM B n300peTeHnn; u bapmMalleBTHUUECKU IpUeMIIeMEIN
SKCUUIIMEHT, HOCUTeJIb WM paszfaBUTelb; IpuueM OaKTepMaJibHEM ITaMM
HaxOIMUTCSA B KOJMUECTBe, IOCTATOUYHOM IJISA JIeUueHUSd pPacCTpOMCTBa IIpU
BBeleHUM CyOBeKkTy, HyXIallleMycsa B BTOM; U IIpUMUEeM pacCTPOMCTEO
IpencTaBjsgeT coBoM pak IIedeHM. B [IpedlOoUTUTEeJIbHHX BapMaHTax
OCYWECTBJIEHUS  M300peTeHMa pak OpencTaBJIsgeT coBo¥  remnaTomy
(renaToleJUTIOJIAPHAS KaplMHOMA) .

B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMA WU300peTeHMe OTHOCUTCHA K
bapMmalleBTHMUECKOV KOMIO3MLMM, CcoIepxamel: ©OaKTepMaJIbHBEM MTaMM,
VICIIOJIb 3y €MEIM B n300peTeHun; u bapmalleBTHUUECKU IpUeMIIEMEN
SKCUUIIMEHT, HOCUTeJLE WM pas3daBUTelb; OpuueM OaKTepMaJlbHHM ITaMM
HaxOIUTCS B KOJIMUECTBe, IOCTATOUYHOM IJIA JIeUueHUS pPacCTpPOMCTBa IpU
BBeOeHUM CyYOBeKTy, HYyXIakMleMyCsa B STOM; M TIIpUUeM PacCTPOMCTRO
IpencraBjseT coboM pakK  TOJCTOM  KMIIKMK. B OpeONOoUYTHUTENbHEBIX
BapMaHTax OCYmMeCTBJIeHUs pak IpencrTaBsisaeT coOolM KOJIOPeKTaJIbHY
aOeHOKapLVHOMY .

B HEKOTOPHX BapMaHTax OCYMeCTBJIEHMS WU300peTeHMe OTHOCUTCHA K
bapMalleBTMUECKOM KOMIIO3MUMM, CoIepXamel: OaKTepMaJIbHEM MTaMM,
VICIIOJIb 3y €EMEIA B n300peTeHnn; u bapMalleBTUUYECKU IpUeMIIeMEI
SKCUUIIMEHT, HOCUTEJL MM pa30aBUTelNb; OpudueM OaKTepMaJIbHEM MTaMM
HaxXoOUTCsAa B KOJMUECTBe, OOCTATOUHOM IJIA JIeUeHUMS pacCTpPOMCTBa IIpU
BRBeOeHUM CyOBeKTy, HYyXIalleMyCs B STOM; M TIIpPUUEeM PacCTPOMCTRBO
IpencTaBJisgeT COOOM KaplMHOMY .

B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMA WU300peTeHMe OTHOCUTCHA K
bapMmalleBTHMUECKOM KOMIO3MUMM, CcoIepxamel: ©OaKTepMaJIbHBEM MTaMM,
VICIIOJIb 3y €MEIM B n300peTeHUn; u bapmalleBTHUUECKU IpUEeMIIEMEN
SKCUUIIMEHT, HOCUTeJLF WM pas3dfaBUTelNb; OpuueM OaKTepMaJlbHHM ITaMM
HaxOIUTCS B KOJIMUECTBe, IOCTATOUYHOM IJIA JIeUueHUS pPacCTpOMCTBa IIpU
BBeOeHUM CyYOBeKTy, HYyXIakIleMyCsa B STOM; M TIIpUUYeM PacCTPOMCTRO
IpeIcCTaBJIgeT COOOM HEMMMYyHOTEeHHHM pak.

B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUA WU300peTeHMe OTHOCUTCHA K
bapMalleBTMUECKOM KOMIIO3ULMM, CoOepXamel: OaKTepMaJIbHEM MTaMM IO
n300peTeHMD; ¥ dapMalleBTHUUECKM [IPpMEeMJIeMEI BKCUUIMEeHT, HOCUTEeJb
i  pasz3baBUTEb; oprudyeM  OaKTepMalIbHEM  IITaMM  HaxXOOUTCS B

KOJIMYeCTBE, OJOCTaTOYHOM IIJIA JI€UEeHIMA paCCTpOﬁCTBa 1P BBEIOEHNUUM
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cyOBeKTy, HyXIaoleMyCcs B STOM; M IIpMUEeM PacCTPOMCTBO BHOpaHO U3
TPYIIIIH, cocToAmen ns3 HeMeJIKOKJIE TOUHOM KapLVHOMEL JIETKOTO,
MeJIKOKJIE TOUHOT O paka JIETKOTO, [IJIOCKOKJIE TOUHOM KapLVHOMEH,
aleHOKapLMHOME, XKeJIE3UCTHX  OIIyXOJIeN, KApUMHOMIHEIX  OIIYyXOJIe,
HeInddepeHIMPOBAHHEX KapLMHOM.

B HeKOTOPHX BapMaHTax OCYIECTRJIeHUS M300peTeHMe OTHOCUTCH K
bapMalleBTUUECKOM KOMIIOBMUILUM, cCcoIepxamel: OaKTepMrallbHEIM MTaMM II0
nz3obpeTennio; U QpapMalleBTUUECKM IIPUEeMIIEMB DSKCUUIIMEHT, HOCUTeJb
nim pazbaBuUTeIb ; opuueMm BakTepraJbHEM  ITaMM  HaxXOOUTCSA B
KoJIMUecTBe, JOCTATOUHOM IJIA JieUueHUSI PacCTpOMCTBa I[IPpUM BBeIeHUU
CyOBeKTy, HyXIaoleMyCcs B STOM; M IIPpMUeM PacCTPOMCTBO BHOpaHO U3
TPYIIIH, cocToAmen nus3 rernaTobjiacToOMH, XOJAaHTVOKAPLVHOMEL,
XOJIaHTUMOLeJJIIJIAPHOM HMCTaleHOKAPLUMHOME nIm paka neyeHu,
BHI3BAHHOTO BUPYCHOM MHbeKLMeN.

B HeKOTOPHX BapMaHTax OCVYIeCTBJIeHUS MU300peTeHMe OTHOCUTCH K
bapMalleBTUUECKOM KOMIIO3MUIIWKM, cCcoIepxXamel: OaKTepMaJbHHM MTaMM IO
nzobpeTeHnro; ¥ OQapMalleBTUUECKM [IPpUEeMIIEMBEI SKCUUIMEHT, HOCUTeJb
WM pa3baBuUTeEJIb ; opuyeMm BakTepraJbHEM  MTaMM  HaxXOOUTCSA B
KOJIMUYeCcTBe, IOOCTATOUYHOM IJIA JiedeHUuSd PacCTpOMCTBa IIpU BBEeIeHUU
CcyOBeKTy, HyXIaoleMyCcs B STOM; M IIPpMUYEeM PacCTPOMCTBO BHOpPaHO HU3
TPYIIOE, COCTOSAmMEeY M3 MHBA3UBHOM KAPUMHOME IIPOTOKOB, KapLMHOME
IPOTOKOB 1n situ MaM MHBA3UMBHOM OOJIEKOBOM KapPLMHOME.

B HEeKOTOPHIX BapMaHTax OCYIEeCTBJIeHUS U300peTeHMe OTHOCUTCHS K
bapMalleBTUUECKOM KOMIIO3MUIUM, coIepxalel: OaKTepMalIbHEM MTaMM II0
nzobpeTennio; U OQapMalleBTUUECKM IIPUEeMIIEMBI DSKCUUIIMEHT, HOCUTeJIb
nim paszbaBuTelb; I'OIe OaKTepMallbHHM mMTaMM HaxXOIUTCSI B KOJMUEeCTBE,
OOCTAaTOUHOM mOJIA JleueHUSI pPaccTpoMCcTBa IIpM BBeIeHUM CyObBekTy,
HyXJawnmeMyCsS B STOM; M B KOTOPOM PACCTPOMCTBO BHOpPaHO M3 TPYIIIH,
BRJIOUAKIEeNn OCTPHIM JIMMOO BJIaCc THHM JIeMKO3 (ALL), OCTPOTO
MUeJIOMOIHOTO JieMKo3a, aIpPEeHOKOPTUKAJILHOM  KAapLWHOME, BasajlbHO—
KJIETOUHOM  KapLMWHOME, paka KeJIJUHBX IIPOTOKOB, paka MOUeBOTO
IYy3HPS, ONYyXOJM KOCTU, OCTEeOCaAPKOMH/3JI0KAUeCTBEHHOM (UOPO3HON
TUCTUOLMTOME, TUIMOMH MO3Ta, OIYyXOJM TOJIOBHOTO MO3Ta, aCTPOLMUTOME
MO3XeuKa, aCTPOLMTOME TOJIOBHOTO MO3Ta/3JI0KAUEeCTBEHHOW  TJIMOMEH,
SIIEeHOVMOMEL, MenyJi1o0JaCcTOMH, CyIpaTeHTOopPMalIbHOM IPUMUTUBHOM

HeMPORKTOOEPMaJIbHOM OIIyXOJIM, paka MOJIOUHOM XeJle3h, OpOHXMaJIbHOM
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aIeHOME/ KaplUMHOUIOB, JMMOMEl BepkmuTTa, KaplUMHOUOHOM  OIIYXOJIU,
paka merKrM  MaTKM, XPOHUYUECKOT'O JIuMdoJIerKo3a, XPOHUUECKOTO
MUEJIOJIEMKO3HOTO JIeMKo3a, XPOHUUECKOTO MMEJIONPOJIMPEPaTUBHOT O
paccTpoMCcTBa, paka TOJICTOM KMIKM, KOXHOM T-KJIETOUHOM JIMMOOMEH,
paka 5SHIOMeTPUS, DIIeHOVMMOMEl, paka IUleBona, cCapkoMel OmHTa,
BHYTPUIJIABHOM MeEJIAHOME, PeTHHOOJACTOMH, pPakKa XeJIJUHOTO IIY3HpPSH,
paka xeJlyokKa, KEeJIYIOUHO—KUIeUHOM KapLUMHOUIHOM Oy XOJIN,
KEeJIYIOUHO—KUIIeUHOM CTpOMAaJIbLHOM Oy XOJIN (GIST) TJIMOMEI,
SMOPUOHAJILHO-KJIETOUHOM  OIIYyXOJIN, TJIMOMHI, OeTCKOTO 3PUTEJILHOTO
OyTHM ¥ THIoOTajJlaMyca, JUMPOME XOIXKMHa, MEJIJaHOMHB, KapLMHOME
OCTPOBKOBHX KJIETOK, CapKOMH Karomm, paka IIO4Yek, paKa TOopTaHwu,
Jerkoz3a, JIMIMPOMEI, Me30TeJIMOMH, HeMpoBJlaCTOMEH, HeXOIXKMHCKOM
JMMPOMEI, OpPOQapMHIMAJIEHOTO pakKa, OCTeOCapKOMH, pakKa SWYHUKOB,
paka IOIOXeJIyIOUHOM XeJle3H, pakKa I[IapallUTOBMIHOM KeJie3H, paka
TJIOTKU, aIleHOMEI rurnodmnsa, HeOoIlIa3un KJIETOK [1JIa3MH, paka
OpencTaTelIbHOM XeJle3h, KapLUMHOME [IOUeK, pPeTUMHOOJIAaCTOME, CAapKOMH,
paka AaMuek, paka MUTOBUIOHOM XeJIe3H MJIM paKa MaTKHU.

B HekKOTOpPHIX BapMaHTax peajiM3allMM HaCTOAMETIO M300peTeHUsd

npenjaraeTcs BHIIEONIMCAaHHASA bapMmalleBTHMUECKASA KOMIIO3UIINA, B
KOTOPOM KOJMUeCTBO OaKTepMallbHOT'O ITaMMa COCTaBJIgeT OT OKOJIO 1 X

102 pmo oxkojso 1 x 10! kojoHMeOOpalylmyx eOMHMI, Ha TI'paMM IO
OTHOIIEHMIO K BeCy KOMIIO3UILINUA .

B HEKOTOPHBIX BapuaHTax OCYyMeCTRBIJICHU S n3o0BpeTeHns
openjaraeTcs BHIIeOoNMCaHHasa ¢apMalleBTHUUecKas KOMIIO3UIMS, IIPU DSTOM
KOMIIOBMLMIO BBOOSAT B mose 1 r, 3 1, 5 0 mym 10 1.

B HEKOTOPHIX BapuaHTax OCymeCTBJIEHU S n300peTeHnsa
npenjaraeTcsa BHIIeoNMcaHHasd ¢apMalleBTHUUecKas KOMIIO3UIMSA, IIPU STOM
KOMIIOBUIIMIO BBOOAT C IIOMOMmbI clIocoBa, BHEHOPaAHHOTO U3 TPYIIIH,
cocTodmey M3 IIepopalIbHOTO, PeKTaJlbHOTO, I[IOOKOXHOTO, HasaJlbHOTO,
OYVKKaJBLHOTO M CYOJMHIBAJILHOTO IIYyTH.

B HEKOTOPHIX BapmMaHTax oCymeCcTBJIEHUS n3006peTeHnsa
openjaraeTcsa BHIIEONMCAaHHAa g bapMalleBTHUUECKA S KOMIIO3UIINSA,
comepxamas HOCHUTeJIb, BHOPAaHHHM M3 TPYIIH, COCTOANeN M3 JIaKTOS3H,
KpaxMmaJja, IJIOKO3H, MeTWJLeJJIJIO3E, CcTeapaTa MalHMi, MaHHUTa WU

copbura.
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B HEKOTOPHIX BapraHTax OCYMeCTBJICHU S n300peTeHns
npenjaraeTcsa bapmMmalleBTHUUECKAS KOMIIO 3ULINS, comepxaias
pazfaBuTelb, BHIOPAHHLM us TPYIINE, cocrTodmen us 2TaHoJa,

TJIMLEPUHA UM BOIHL.

B HEKOTOPHIX BapMaHTax OCYIIEeCTBJIEHU I n3obpeTeHmsa
openjiaraeTcs bapMalleBTHUUECKASA KOMIIOBMLMA, coepxalasa
BCIIOMOTaTeJIbHOEe BelleCcTBO, BHOpaHHOEe M3 TPYIIIH, COCTOogmer us3
KpaxmaJja, XxeJjlaTMHa, IJIOKO3H, O0e3BONHOM JIaKTO3H, CBOOOIHO TeKyleM
JIaKTO3HI, BeTa-JIaKTO3H, KYKYPY3HOTO noncjacTUTesNd, akaumu,
TparakaHTa, aJlbTMHaTa HaTpUH, KapBOoKCHMe TUJIILLEJIIIIIIO 31,
[IOJIND TUJIEHTJIMKOJIA, oJileaTa HaTpu4, CcTeapaTa HaTpuA, cTeapaTa
MaTHusa, ©OeH30aTa HaTpusda, alleTaTa HaTpUAa M XJopula HaTpud.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHU ST n300peTeHud
npenjaraeTcs BHIIEOTIMCAaHHAa g bapMalleBTUUYECKASA KOMITO3UILIN A,
OOIIOJIHUTEJNILHO coIepXalasd II0 MeHbIelM Mepe OIMH M3 KOHCEepPBaHTOB,
AHTMOKCUIAHTOB M CTabMIM3aTOpPOB.

B HEKOTOPHIX BapMaHTax OCYIIECTRBJIEHU I n300peTeHud
npenjlaraeTcsa QapMalleBTMUeCKasd KOMIIO3MIMS, CcoIepXallasd KOHCEPBAaHT,
BHOPAHHHM M3 TPYIIH, CcocTodmer wm3 OeHz0aTa HaTpui, COPOMHOBOM
KMCJIOTH M CJIOXHHX 20UPOBR P-IUIPOKCUOEH30MHOM KMCJIOTH.

B HEKOTOPHIX BapMaHTax OCYIIEeCTBJIEHU I n3obpeTeHmsa
openjlaraeTCsa BHIIEONMCaHHasa dapMalleBTUUeCKas KOMIIO3ULMA, [IpUUeM
KoT'Ia KOMIIOBUIIMIO XPaHSIT B IepPMEeTMUHOM KOHTeMHepe IPpU TeMIepaTrype
okoJio 4°C wmim okoJio 25°C, ¥ KOHTeMHep IIoMemalT B aTMochepy C
OTHOCUTEJILHOM BJlaxHocTbio 50%, 1o MeHblled Mepe 80% BakTepMalJibHOTO
mTaMMa, W3MEPEeHHOTO B KOJIOHMeOoOpalyKlMX eIVHMIlax, OCTaeTCHa II0CJIe
Ieprola IO MeHbIleM Mepe OKoJio: 1 Mecdua, 3 MecsdlleB, 6 Mecduer, 1
roma, 1,5 roma, 2 Jjer, 2,5 roma uiIm 3 JeT.

B HeKOTOPEX BapMaHTaX OCYyIeCTBJIEHNMA MSO@peTeHMH, KOMIIO3MIIMA

1o 1300peTeHU npenocTaBlIieHa B TepPMEeTUUYHOM KOHTelNHepe,
comepxameM KOMIIO3UIMIO, KaK ONMCAaHO B IaHHOM JIOKyMeHTe. B
HEeKOTOPHX  BapMaHTax  OCYmeCTBJIeHVa  u300peTeHurd, TepMe TUYUHBIN

KOHTeﬁHep npencTraBJjidaeT coboM IaKeTHuK WK OYTHIJIKY . B HEeKOTOPEIX
BapMaHTaXxX OCyleCTBJIEHUA MBO@peTeHMH, KOMIIO3MIIMA IIO MBO@peTeHMIO

IpengocCcTaBJIeHa B WIIpUile, comepXxameM KOMIIO3MIINMIO, KakK OIIMCaHO B
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OaHHOM HOOKYyMeHTe.

KoMImosuums IO HacTodmeMy M300peTeHMI MOXEeT B HEKOTOPHX
BapMaHTax OCYIeCTBJIeHUS u300peTeHMsa OHTH MIpeacTaBjieHa B BUIeE
bapMalleBTHMUECKOM KOMIO3MUMM. HamopuMmep, KOMIIO3ULUMSA MOXeT OHTh
npencTaBJjieHa B BuIe TabJleTKM WJIM KalcyJibl. B HEeKOTOPHX BapraHTax
OCyIlleCTBJIEHU S nzodpeTeHns, KarcyJa nperncTaBJisgeT cobon
XKeJIATHMHOBYIO KalcyJly («KeJjlaTMHOBAaS KallcyJjia») .

B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS M300peTeHMs, KOMIIO3UIIUNA
1o M300peTeHMId BBOOAT IIepopajlbHO. IlepopalJibHOe BBeleHMe MOXEeT
BKJIOUATL IJIOTaHMe, Tak UToO CcoelMHeHMe IolajaeT B XeJIyIJOUuHO-
KUIIEUHHI TpakT, uW/MWin OyKKaJlbHOe, JIMHIBaJbHOEe MM CYOJMHITBaJILHOE
BBeIOeHMe, IIOCPEeICTBOM KOTOPOIO COeIMHEeHMe IIOCTyIIaeT B KPOBOTOK
HEIIOCPEeOCTBEHHO M30 pPTa.

dapMalleBTHUECKME KOMIIO3MUMM, I[IOOXOIAmMe IJIS IIepOopalIbHOTO
BBeIeHUd, BKJIIOUAT TEBEPOYIO IPeCCOBAHHYI Maccy, TBepIHE
MMKPOYACTMLE, IIOJYTBEepPIOHEe M XMIKMe (BKJIOUAs MHOTOQA3HHE WM
OVCIIEPCHEE CHMCTEMH), Takue Kak TabJjleTku; MATKMEe WIM TBepIHe

KariCyJiel, comepXalre MYJIBETM— WJIM HaHOWYaCTHMIE, XMIKOCTU (Hanpwmep,

BOIIHEIE paCTBOpE:I) ’ OMYJIbE CUNM 12Nz ITOPOIWKI,; TabJIeTKA IJIA
pPacCcaCelBaHMA (BrIIIOUA A SallOJIHEHHEIE KUIKOCTBIO) ; XebBaTeJIbLHEIE
KOH@_}GTBI,’ reji; GBICTpO OVICIIeprmrpymommec4d JIeKapCTBEHHEIE (I)Opl\/ﬂ::I,’
IIJIEHKW ; BaT'MIHaJIbBHEE CYIIIO3MTOPUI,; Ccripeun; u

OyKKaJbHEEe/MyKoanTe 3MBHEE I1JIaCTHPN .

B HEKOTOPHIX BapMaHTax OCYMEeCTBJIEHN A nszobpeTeHud,
bapmanieBTUUECKAaS KOMIIO 3UIIN A npencTaBJIsgeT coBor  BHTepaJibHHM
npenapart, TO ecTh KUIMEeUYHOPaC TBOPUMEIA npemnapar (HampumMmep,
YCTOVMUVBEM K pPH  Xejynoka), KOTOPHIM  TIOAXOIMUT  IJIS  OOCTaBKU
KOMIIO3UIIMKM 10  M300peTeHrin B KUIMEeUHUK  [IyTeM  IIepopalIbHOTO
BBelleHMA . ODOHTepallbHHe MIpelapaTH MOTYT OHTb OCOOEeHHO II0JIe3HBIMHA,
KoTna OaKTepuy WM OPpYyTOM KOMIIOHEHT KOMIO3UIMKM UYBCTBUTEJILHHE K
KMCJIOTe, HalpuMmep, IMIOIBepPXeHH HeTpalalllM B XKeJIyIOUHHX YCJIOBUSAX.

B HeKOTOPHX BapMaHTax OCYUecCcTBJIeHUS MH300peTeHUd sSHTepalJibHasd
KOMIIO3UIMA COIEPXUT B2HTepalJibHOe TIOKPHTHMEe. B HEeKOTOPHX BapuaHTax
OCylleCTBJIEHU A n300peTeHNnsd, KOMITO 3L A IpeOCTaBJIgeT cobon
JleKapCTBeHHYID GopMy C DHTepaJlbHEIM IIOKPHTHMeM. Hamopumep, Openapar

MOXeT TIIpelCTaBJIATH coboun TabJeTKy C OHTEPAJIBEHEIM IIOKPEITHMEM WJIN
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KarcyJy C DHTepaJIbHEM IIOKPHTHEM, WJIM TOMY IIO0IOOHOe. OJHTepallbHOEe
IIOKPHETME MOXeT OBTH TUIMUHLEM SHTEPAJIbHEM IIOKPHTUEM, HalIpUMeEpP
OOBUHEIM IIOKPHTMEM mOJIS TabJeTKM, KalcyJs WIM TOMY IIOOOOHOTO MOJIf
nepopajbHOM IOOCTaBKM. [IpenapaT MOXeT comepXxaThb [JIEHOUHOE
IIOKPHETME, HalIpyMep TOHKOIJIEHOUHEM CJIOM SHTepaJIbHOTO IIoJIMMepa,
HalpuMep HepacTBOPMMEIM B KUCJOTE IIOJIMMEP.

B HEeKOTOPHIX BapraHTax OCyIeCTBJIEHU I nzofbpeTeHnd,
SHTepaJIbHAasgS KOMIIO3ULUMA HABJIAETCS B CYMHOCTM KMIIEUHOM, HaIpUMep,
TacTPOYCTOMUMBOM, 0e3 HeoOXOOMMOCTM B SHTepPaJIbHOM I[IOKPHTUM.
TakuMm o0Opa30M, B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS HM300peTeHMUsd,
KOMIIO3ULIMSA IMPEeOCTaBJigeT Cco0O0M KUIMEUHYID KOMIIO3UIMI, KOTOopas He
COOEPXUT SHTEPAaJIbHOTO IIOKPHTUA . B HEKOTOPHX BapraHTax
OCYIeCTBJIEHU S n30fpeTeHmns, KOMIIO 3ULINA IpencTaBJIgeT cobon
KarncyJy, M3TOTOBJIEHHYID M3 TepMOTeJIeBOTO MaTepuajla. B HEeKOTOPHX
BapMaHTax OCYIeCTBJIEHUS M300peTeHMus, TepMOTEeJIEBEIM MaTepualloM
ABJIAETCSH 11eJ1JTI0JIO 3HEIN MaTepral, TaKoM Kak Me TUJILeJIJInIIO3a,

TUOPOKCUME TMJIILEJJIIIOB3a WJIM TIUIPOKCUIIPONMIIME TMILeJnJIo3a  (HPMC) .

B HeKOTOPEIX BaprMaHTax oCcymeCTBIJIEHNA MSO@peTeHMH, RalricylJla
COOEpPXNT ODOJIOUKY, KOTOpad He COIOEepPXnT HneHKooépaBymmePo
I1oJjimMepa. B HEeKOTOPHX BaplmaHTaXx OoCymeCTBIJIEHMA MBO@peTeHMH,
KaricyJjla COOEepPXmMT O0BOJIOUKY, a oBoJiouKa COOEepPXmMT

TUOPOKCUNIPONMIIME TUJILEJIJIIIIO3Y WM He  COOEPXUT IIJIeHKOOOpas3yK leIo
[IoJIMMEepa (HanpuMep, CM. []) .xxvi B HEKOTOPEIX BapmMaHTax

OCyumeCTBJIEHNA ns3obpeTeHnd, KOMIIO3MLINMA IIpencTaBJIigeT cobom I10

CYIEeCTBY SHTepallbHYyID Kalcyiy (Haopumep, Vcaps® us Capsugel).

B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUI M300peTeHMd, KOMIIO3UIIMUI
npencraBjgeT cobol MATKYD Kalcylly. MArKue KalCyJis OIpelCTaBJISoT
coBoM KalcyJie, KOTOpHe OJjlaTromapsg »oOaBJIEHUI CMATUMTEJIeM, TaKux
KaK, HaOpuMep, NIMIEPUH, COpOuT, MaJbTUT ¥ IIOJUSTUIEHTJIMKOJINU,
IPUCYTCTBYINME B oBoJIoUKe KallCyJIH, ofJamanT omnpelneJIeHHOM’
SJIACTUUYHOCTRLI0D M MATKOCTBLI. MATKME KalcCyJiEl MOTYT OLBTL I[IOJIYUYeHEH,
HaopuMep, Ha OCHOBe XeJjlaTMHa WMJIM KpaxMaja. MAarKMe KalcyJe Ha
OCHOBe XeJlaTMHa KOMMEepPUeCKM HOOCTYIIHE YV Pas3JIMUHLHX IIOCTABIMUKOB. B
3aBUCUMOCTHU oT criocofa BBeOeHUd, TakKoTo Kak, HanapuMmep,

IIepopaljlIbHO WJIM PpPEeKTaJIbHO, MAT'KMEe KallCyJIEI MOI'YT VIMETE pas3JIMYHEIE
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bopMEI, OHU MOTYT OHTE, HalpuMep, KPYTJIEIMA, OBaJILHEMM,
[IPOOOJITOBATEIMY WJIM TOPIemoofpasHEMM. MAaIrKye KallCyJIEl MOT'YT OHTH
[IOJIYYEHE OOBUHEIMU  CIIOCOOaMu, TakMMM  Kak, Halpumep, npouecc
llepepa, mnpoluecc Accogel WMIM KaleJIbHHM IIpOollecC MM IIpollecc ofayBa
VU3HYTPU.

CriocoOBl KyJIbTUBUPOBAHMA

BakTepuajlbHEIE mTaMMBE OJIS [IPMMeHeHMS B HacToAmeM M300peTeHuM
MOXHO KYJIETUBUPOBATE c IpMMeHeHMEeM CTaHIapTHHX
MUKPOOMOJIOTMUECKKX CIOoCOB0OB, KaK OIMCaHO, HalpuMmMep, B paboTax
[xxvii-xxviii].

TBepmas WIM XMUIOKad cCcpela, IIpMMeHdeMasd IOJS KyJbTHUBUPOBAaHUA,
MOXeT IMpeACTaBJIATbL cobdon arap YCFA wmam cpeny YCFA. Cpema YCFA
MOXeT BKJIOUATE (Ha 100 w1, [OpubIU3UTEeJIbHEEe 3HadeHMsa): KasuToH
(1,0 1), gmpoxxeBoM 5»kcTpakT (0,25 1), NaHCOs (0,4 1), uUMCTeMH
(0,1 1r), KHPOs (0,045 1), KH2PO4 (0,045 1), NaCl (0,09 1),
(NH4) 2S04 (0,09 1), MgSOs - 7T7H2O (0,009 1), CaClz (0,009 1),
pezsasypuHa (0,1 wmr), remmHa (1 wMr), ©OmoTmHa (1 MKI), kKoOajlaMMHa
(1 MKT), p-aMMHOOEH3OMHOM KMCIOTH (3 MKI'), OGOJIMeBOM KUCJIOTH (5
MKI') MM OMpUIOOKCaMMHa (15 MKID) .

BakTepMallbHEE MTaMME OJIA [IPMMeHeHMSA B BaKLUMHHEX KOMIIO3ULMUAX

ABTOpPH MU300peTeHUd OIpenesiuiM, dYTo OaKTepMallbHBEE MITaMMHEL I10
MU300peTeHu0 IIOJIE3HE JIA JIeUeHUA WK OpodMIIaKTUKM paka. ITo,
BEepOSATHO, CBS3aHO C TeM, UuTo OaKTepuaJlbHHE MTaMMHE 10 M300peTeHU
"o®MaHHBALT" UMMMYyHHVYID CHUCTeMy XO034MHa. IlosToMy KOMIIO3MIMM IIO
N300peTeHnn MOTYT TakKxXe OBTH IIOJIe3HBEIMM IOJIA OPOOMIaKTHMKM paka,
KoT'la MX BBOIAT B BUIOEe BaKIUMHHHX KOMIOBUIMM. B HEKOTOPHEX TaKMUX
BapMaHTax OCYMeCTBJIeHUS u300peTeHMsa, OaKTepHaJibHEE MTaMME II0
n300peTeHUD ABJIAKTCSA KM3HECIIOCOOHEIMM . B HEKOTOPHIX TaKUX
BapMaHTax OCYIMeCTRBJIEHUS u300peTeHMsa, ©OaKTepHraJibHEHE MITaMMBE II0
n300peTeHun CIOCOOHH  YaCTMYHO MJM IIOJIHOCTBK  KOJIOHU3UPOBATH
KMIIEUHUK. B HEKOTOPHX TaKMxX BapMaHTax OCYIEeCTBJIEHMS M300peTeHUd,
fakTepraJibHEE IMTaMME 10 MW300PeTeHUK ABJIAKTCH XWU3HECIIOCOOHBEMM U
CIIOCOOHH YaCTUUYHO WJIM IIOJIHOCTBK KOJIOHUMBUPOBATE  KUIIEUHMK. B
OPpYyITMX HEKOTOPHIX TaKMX BapmaHTax peanu3auun HaCcTOAmMeIro
n3obpeTeHUsa OaKTepHraJibHBIE MTaMMHB [1O0 HaACTOAMEMY M300pPeTEeHMI MOTYT

OBITH yYOUTEHL, VMHAKTMBVMPOBAHEL WJIN ocJiaBbJIeHH . B HeKOTOPEIX TaKMXx
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BapMaHTax OCYHMeCTBJIEHUS W300peTeHUd KOMIIO3UIMM MOT'YT COOEepPXaTh
aloBlOBaHT BaKIIMHH . B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHN A
nz3obpeTeHms KOMIIO 3ULIUN npelHas3HadeHH oJis BBeIeHUSA nyTeMm
VMHBEKIUM, HaIpMUMEpP, IyTeM NOIOKOXHOW MHBEKLMUM.

Ofmee omnmcaHue

[Tpu IpakTUYeCKOM peanusaumnum HacToAmero n300peTeHnd
IPMMEHSIT, ecJM He YKa3aHO MHOe, TpaIMLIMOHHHE CIOCOOB XMMUMU,
BUOXUMUM, MOJIEKYJISPHOM OMOJIOTUM, MMMYHOJIOTUM U (apMakKoJIOI'UM,
KOTOPHE COOTBETCTBYIOT IaHHOM 06JlacTu TexHUMKM. Takue CIOCOOH
IoOpo®HO OIMCaHE B JHUTepaType. CM., HaIpUMep, CCHEJIKM [xXxXix] mu
[Xxx-xxxX1], 1 T.1.

TepMmH "comepxammi" OXBaTHBAET "BrIOUaa", a TaKXe
"cocrogmum", Halpumep, KOMIIOBULINSA, comepxamas "X, MOXEeT
COCTOATL MCKJUUTEJbHO M3 X WMIM MOXeT BKJIOYATL KaKOoM-HUOYIb
OOIIOJIHUTEJNILHEM 2JIeMeHT, HalpuMmep, X+Y.

TepMrH "oOKOJIO" OTHOCHUTEJIBHO UMCJIEHHOTO 3HaUeHMS X HSBJIAETCH
HeoOd3aTeJIbHEM M O3HadaeT, HallpuMep, x+10%.

CJIOBO «IIO CYIECTBY» He MUCKJKUAET «IIOJHOCTBI», HallpuMep,
KOMIIOBULIUSA, KOTOpas <«IIO0 CYIEeCTBY He COOEpPXUT» OT Y, MOXeT OHTb
[IOJIHOCTBhIO CBOOOOHOM OT Y. Ilpu HeOoOXOOMMOCTM CJIOBO «IIO CYIECTBY»
MOXeT OBITH OIYIEeHO M3 OlIpemesieHUAa M300peTeHUd.

CChUIKM Ha MIOEHTUUHOCTEL IIPOLEeHTHOM I[IOCJeIOBaTEeJIbHOCTU MexXxIy
OBYMS  HYKJIEOTUMIHEIMM IIOCJIeOOBaTeJILHOCTAMM  O3HauaeT, uyTOo  IIpHU
BHPABHUBAHUM STOT IIPOLEHT HYKJIEOTUIOBR HABJIAETCS OIMHAKOBHM IIPU
CpaBHeHUM IOBYX IIOCJIeIOoBaTeJILHOCTEeNM. OTO BHPaBHUBAHME U IIPOILEHT
TOMOJIOTUM WJIM UIOEHTUYHOCTM IIOCJIENOBATEJIEHOCTM MOXHO OIPenesIMThE C
IIOMOImbLI0 IPOTpPaMM, M3BECTHEIX B OaHHOM o06JlacTM TexXHUKM, HalpuMep,
Tex, KOTOPHE OIIMCaHE B paznerne 7.7.18 PadboTE [xxxii].
[lpennouTMTeJIbHOE BHPABHMBAaHME OIPeleJISseTCcsa C I[IOMOIBK aJITOPUTMOM
[IoMCKa T'OMOJIO TN CvuTa-YoTepMaHa c VICIIOJIb 30 BaHMEM rnorcka
apdMHHOTO TImHa co mTpadoM 3a OTKPHTMEe I'sna 12 u mTpadoM 3a
NIpomJieHre TIzna 2, MaTpuie BLOSUM 62. AJTOPMUTM IIOMCKa IT'OMOJIOTUMU
CMuTa-YoTepMaHa omoMcaH B paboTe [xxxiii].

Ecam He ykKazaHO OTIOeJbHO, IpPOolLecC MIM CcrIocod, BRIIOUYAIUN
MHOXECTBO 5STalloB, MOXeT COIepXaThb IOOIOJIHUTEJIbHEE BSTallel B HaudaJle

2NNz KOHILEe criocoba I MOXeT comepXxaTb OJOITIOJIHM T EJIE HEIE
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[IPOMEXYTOUHEEe 3Talk. KpoMe TOIo, DTalk MOTYT OHTb OOBEOMHEHEH,
ONyIeHH  WMJIM  BHIIOJIHEHHEL B aJlb TEPHATMBHOM IOpAlKe, ecJM 3TO
HeoOXoOMMO .

B HacToOAdAmeM IOOKYMeHTe OIIMCAaHH Pas3JIMdYHEIE BaAaPMAHTE peaJiM3alllit

HacToAmero u300peTeHud. CienyeT NpMHMMATLE BO BHUMAaHUE, uTo
XapaKTepuCcTUKHY, YKa3aHHEEe B KaXOoM BapraHTe peanmsaumm
n300peTeHnd, MOT'YT OBITH OO BbeOIVHEHE! C IPYyTUMHA YKa3aHHEMU

XapakTepucTuKaMi, UTOBE  O0eclHeuuTh  OOINOJIHUTEJIBHEX  BapMaHTOB
peanm3aumnm n300peTeHng. B JaCTHOCTH, BapUaHTH peanmzalunm
n300peTeHrsa, OIMCAHHEHE B HaCTOsAlleM IOKYMeHTe KaK IIPpUTOIOHHE,
TUIIOBHE WM [IPENIOUTUTEJIbEHEE, MOI'YT OHTE OOBeIMHEeHH »OpyID C
IpyTOM (za VCKJIUYEeHMEM clly4daes, Korma OHU ABJIAITCA
B3aUMOUCKJIIOUAKIVMA ) .

CIIOCOEER! OCYUECTBJIEHUA HACTOAWEI'C M3OBPETEHUA

Ipumep 1. -  DS0bekTMBHOCTE OaKTepualJIbHOT'O  MHOKYJIATa B
MBIIMHEX MOIOeJIAX pakKa

KpaTkoe M3JIOXKeHUEe COOepXaHUd

B 5TOM nccjenoBaHnu Owli1a IpoBepeHa 30PEeKTUBHOCTE
KOMIIO3UIMM, COOepXamyx OaKTepMaJlbHEHEe MTaMMEl B COOTBETCTBUU C
n300peTeHMeM B UeTHpeX MOINeJIAX OIlyXOoJiel.

MaTepmaJitl

VcoHTyeMoOe BeWeCTBO - BakKTepraJibHBEM mTaMMm # MRX518.

STajloHHOEe BemecTBO - AHTHUTeJso npotue CTLA-4 (xjoH: 9HI1O0,
kaTajor: BE0131, wmszoTtun: IgGl Cupmuyckuii xoMsak, Bioxcell).

TeCTOBHE M STAJIOHHHE BelleCTBAa HOCUTEJeM. baKTepuallbHasd
nMTaTelbHasd cpela (IpOoXKeBOM BKCTpaKT, KasWTOH, XMpHasd KUCJIOoTa
(YCFA)). ExeOHeBHBHEe MHBEKIMM MBIIAM, auTuTeJIO pasbaBiasanu  PBS

(ref: BE14-516F, JloHza, OpaHLUA) .

JleueBHEEe noBH - BakTepunm: 2x10%8 B 200 M. A-CTLA-4 BBOOMIU
opM  Oose 10 w™Mr/rv/uHbBEK. AuTu-CTLA-4 BBOOUJIM B  IOO3E 10
MII/kT/BBen. (T. e. IJigd OIHOM MbmIM Maccor 20 1T, BBommmM 200 MKJI

VCIIEITYeMOT'O BelecTBa) B COOTBETCTBUM C CaMOM IIOCJIeOHEeM MaccoM
MEIIEN .
[IlyTn BBeOeHMSI - DBaKTepMaJIbHBENM MHOKYJIAT BBOIMJIM I1€POPAJIBHO

yepes XKeJYIOUHHM 30HO (per os, II/0) uepe3 KaHoJL. KaHWOJINU
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ofeszapaXrBalM KaxXOeM »OeHb. AHTM-CTLA-4 BROOWIM B IIE€PUTOHEeAJBHYIO
IIOJIOCTHL MBIIEV (BHYTPUOPKOMMHHO, IP).

YenoBust  KYJIBTUBUMPOBAHMSI 0OaKTepMaJIBHOI'O  IITaMMa. YCIJIOBUA
KYJIE TUBMPOBAHMA OaKTepMaJIbHOTO WTaMMa OBJIM CJIeOYIIMMUMA

[IuneTrxko nepeHocun 10 wmin YCFA (M3 HOOOTOTOBJIeHHEX 10 MII
JabopaTopHEX OYTHUIOK E & O) B Hpobupku XaHTelTa.

[JIOTHO 3akporTe NpPoOUPKM M HOpomoMTe c CO2, MCIOJbL3YS CHUCTEMY
BBOIa M BHBOIA WMIIPULIEB

ABTOKJIABUPYUTe MNPOOUPKU XaHTenTa

[locjie OXJaXIeHMS MHOKYJUPYUTe NOpodupku XaHTedTa 1 MI
MCXOOHOTO pacTBoOpa IUIMLEPUHA

[loMecTUTe MOPOOUPKM B CTATUUHEM MHKyOaTop opu 37°C B TeueHUe
npuMepHO 16 uyacos.

Ha cienyomyit OeHb OepyT 1 MI 2TOM CYOKYJILTYPH M MHOKYJIUPYOT
10 min YCFA (IpeXBapUTEJIEHO pPas30l'pPeTHe CHOBa IIpOoOyThHe IPOOUPKU
XaHTelTa, BCe B IOBYX DK3eMILISApax)

[loMecTnTe ¥MX B CTATUUHHY WHKyOaTop npu 37°C B TeueHre 5-6
JacoB

JIMHMA KJIeETOK pakKa M YCJOBUSA KYJIbLTUBMPOBAHUA —

VICIIOJIE 3y eMEIE KIJIETOUYHEIE JIMHVI HO,JIpO@HO OIIMCAaHEL B TadJmie

HIIXKe ©
KrieTouHast JMHUST Tur llTaMM MbIUL [IponcxoxgeHue
EMT-6 Pak MOJIOYWHOM XeJie3bl BALB/c ATCC
LL/2 (LLC1) Pak JIeTKMX C57BL/6 ATCC CRL1642
Hepal-6 T'enaTolUeJUIJISPHEIM pak C57BL/6 IPSEN INNOVATION

JImHMsa kJjJeTok EMT-6 OpJla T[OoOJyUdeHa M3 TPaHCILIAHTMPOBAHHOTO
pakKa MOJIOUHOM KeJIe3H MM, KOTopad BO3HMKJIIA Yy Memel BALB/cCRGL
mocJjie MMIUJIaHTaluuMy  TUIIEePIJIaCTUUYECKOTO MOJIOUHOTO  aJIbBEOJISPHOTO
y3Ja [].xxxiv

Jimuma wJjeTok LL/2 (LLC1l) ©Opula I[oJiydeHa M3 JEeTKOT'O MEBIIU
C57BL ¢ onyxoJiblo, IIOJYUeHHOW B pel3yJjbTaTe UMILJIaHTalUuM [IepPBUUHOM
KapLUMHOMEL JIeTkOoTro JlpoMmca [] .XXXV

JImHMsa kJjeTok Hepa 1-6 4gBJIAeTCHA TIPOM3BOINHEM OT T'elaTOMB MEBIIU
BW7756, koTopas BO3HMKaeT y Mumy CH7/L [].xxXxXvi

YCJIoBUA RYJIETUBMPOOBaHMA KRJIETOK. Bce KIJIIETOUYHEIE JIMIHVII
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BHpAMMBAJIM B BMUOe MOHOCJOA mnpu 37 °C B yBJaXHeHHOW aTMochbepe (5%
CO2, 95% Bo3myxa). KynbTypalsbHad cCcpena M poaBKa YKas3aHB B

TadJIiMile HMXEe:

Knerounast
KynepTypansHasi cpena IoBaeka
JIMHUS
RPMI 1640, cogmepxammii 2 MM L-
10% deranpHOM OBHUbLEN CBIBOPOTKM
EMT6: rayTammuHa (ref: BE12-702F,
(ref: N 3302, Lonza)
Lonza)
RPMI 1640, cozmepxammii 2 MM L-
LL/2 10% deTanbHOM OHULEM CHEHBOPOTKM
ranyTamuHa (ref: BE12-702F,
(LLC1) (ref: M 3302, Lonza)
Lonza)

10% deTanbvHOM OHULEM CHEHBOPOTKU
(ref: M 3302, Lonza)

Hepal-6 |DMEM (ref: 11960-044, Gibco) 2 MM L-TmJayTaMmH

NeHUUMJUIMH- CTpenToMMUuMyE (Sigma G-

©6784)

IJIga D»KCIEepMMEeHTaJIbHOTO MCIIOJIE30BaAHMSA alIl'e3VMBHEE OIIyXOJIEBHE
KJIEeTKM OTOeJISJIM OT KyJbTYPaJIbHOM KOJOH C IIOMOMbID S5-MMHYTHOM
obpaborTku TpuncuH-SOTA (ref: BE17-161E, Lonza), B cCpelle XDHKCa
Be3 kajbluua uim MarTHuA (ref: BE10-543F, Lonza) ¥ HeUTpaJlMU30BaJH
nofaBJIeHMEM IIOJIHOM KYJIbTYpaJIbHOM cCcpenb. KiIeTKM TI[IOOCUMTHBAJIM B
TeMOLMTOMETPE, U UX XU3HECIOCOOHOCTH oleHuBau o 0,25% aHalusy
VCKJIOUEeHV S TPUIIaHOBOT'O CHUHETO.

Hcrniole30BaHME XMBOTHHIX -

3mopoBele caMku Balb/C (BALB/cByJ) MBIIEM, COBHADAKMUX 10
Becy M BO3pacTy, OwviM HOoJydeHn oT CHARLES RIVER (L'Arbresles)
OJIS MOIEJIBHEIX BKCIepuMeHTOB EMT6.

B3mopoBHe caMkm C57BL/6 (C57BL16J) MeIIel, coBIagalmyx IO
BeCcy ¥ BO3pacTy, OwvuiM nojgydenus oT CHARLES RIVER (L'Arbresles)
IJIS MOIEJIbHBEIX BkKclIepuMeHToB LL/2 (LLC1) m Hepal-6.

XMBOTHEIE IIOOOEPXUBAJIUCE B COCTOAHUU 300POBL A SPF B
COOTBETCTBUU C PYKOBOIOAIMMU [PUMHIUIIAMU FELASA, a Takxe
IIPOBOIMIINCE HaOJIoIeHN A 3a XK BO THEIMM u DKCIIEPUMEHTAJIbHHE
OpolelypEl B COOTBETCTBUM C QPaHUY3CKMMM M eBPOIeMCKMMM IpaBuJlaMM
n PykoromcTerOM NRC 10 YXOOYy ¥  HCIOJB30BaHMIL JIab®opaTOPHEBIX
KB O THEIX [,] . xxxviixxxviii XmBOTHEE cConepXaJjiMChb B KIMJIIBEIX

IIOMEMEeHMAX B KOHTPOJIMPY EMBIX YCIIOBUMAX <3prmammeﬁ: CpellB :
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TeMmnepaTypa: 22 = 2 °C, BjgaxHocTs 55 + 10%, doronepmonm (12 uacos
cBeTa/l12 uYacoB TEeMHOTEHI) , BO3OVX, OTOUILTPOBaHHEM  HEPA, 15
BO3OYIHEX OOMEeHOB B uYac 0e3 peuupkyjaduun. lxkadel O XKUBOTHEX

OBIM CHaOXeHEH CTEePMJIBHEIM M alde€KBaTHEM IIPOCTPaHCTBOM C MaTepMaJiOM

OJIA IIOOCTUMIIKN, KOpMOM u BOHOﬁ, SKOJIOTMYEe CKIMM u columaJlb HEIM

oborameHueM (TpyIIIIoBOe XwWjbe), Kak ommcanHo: 900 cm? rkjgeTku (ref:

green, Tecniplast) B BeHTWUJIMPYEMHX CTOMKaXx,

(AO4-10,

nomcTuJika Epicea

(SAFE), 10 xI'p ObinyyaemMas »OueTa SAFE), IloJsiHasg ouma nOJ4g

VMMMYyHOKOMIIETEHTHHX TI'PH3YHOB — DKCcTpyIaT R/M-H, Boma M3 OYTHUIOK C

BONOM.
InzaH sKCIepuMeHTa U oBpaboTKa
[[poTHMRBOOIIyXOJIeBasi aKTMBHOCTE, Mogenk EMT6
T'padur JleueHUs - HauaJlo IIepBOI'0 HO3MPOBaHMA cumuTajiock H0. B

ﬂO He IIPMBHMTEE MEIINM OBIN PAaHIOMUIMPOBaAHEI B COOTBETCTBMM C MUX

MHHMBMHyaHbHOﬁ MaccoM Tejla B T'OYIIIIEL  IIO 9/8 C MCIIOJIBE3OBaHMEM

IporpaMMHOTO ofOecneueHrs Vivo manager® (Biosystemes, KyoTepHOH,

Opanumda) . Ha [0 MBmmM [oJiydallM HOCUTEJIb (KYyJbTypallbHas cpela) WK

BakTepraJbHEM mTamM. B 014 Bce MM OBJIM I[IPUBUTH  OIIYXOJI€BEMM

KJIeTkaMu EMT-6, KkKak OIMCaHO HMXe. B 024 MBIIM M3 IIOJIOXUTEJILHOM
KOHTPOJIbBHOM TpyNIH Iojydasu aHTu-CTLA-4 aHTHUTesa.

Ppa@MK JiIedeHIMA TIPUMBOIMUTCA B Tabiulle HUXe:

Ne. Crioco6 I'padux
I'pynna JleueHnne Josa
XnMBOTHHX BBeOeHUS JledYeHUs1
1 8 Heobpa®oTaHHB - - -
2 8 Hocurenb (cpena) - 1o Q1lDx42
BakTepraJbHEL IITaMM 2x108
3 9 1o Q1Dx42
#1 (MRX518) BaxTepnit
4 8 AHTM-CTLA4 10 Mr/kr IpP TWx2
MOHMTOpMHP AKVMBOTHEX IIPOBOIMIIM, KaK OIIMCaHO HIMXe.
VHOyUMpOBaHME OIIyxXoJiel Y  KUMBOTHEIX . B 114 onyxojmu

VMHOYLUVPOBAJIM IOOKOXHOM WMHBekIrer 1x106

RPMI 1640 B mnpaBelM OOK MEBIIEN.

SOBTaHazRUAa

OOCTUIVIa I'yYMaHHOM KOHEUHOM TOUKM,

KaXOyln MBIIb

Kakr OIIlMCcaHO HIXe,

MaKCUMyM © HeleJlb I[IOCJIe HaudaJla OJOSVMPOBaAHMA.

rnogBeprajinm sSeTaHa3MM,

KJjleTok EMT-6 B 200 MKJ

KOI'dIa OHa

mJiM IIoCJIe
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[IpoTHMRBOONIYXOJIeBasi aKTMBHOCTL, Momenbk LL/2 (LLC1)

T'padur JiedeHMS - HayvaJlo IIepBOI'0 HOO3UpOBaHUA cumTajock 0. B
OO0 He TIPUBUTEE MbBIM OBJIM PaHIOMU3VPOBAHEL B COOTBETCTBUM C UX
VHOVMBMOYAJLHOM Maccol Teja Ha 7 Tpynn no 9/8 ¢ MCHOJIb30BaHMEM
NpoTpaMMHOTO ofeclneueHrda Vivo manager® (Biosystemes, KyoTepHOH,
OpaHuMa) . B OO0 MemIM [DOJIydaT HOCUTENE (KYJIbTYPalbHYIR Cpely) WK
BakTepralJibHEM mTaMmm. B 14 Bce MBIIM OBUIM TIIPUBUTHE  OIIYyXOJI€BHEMA
kJeTkaMu LL/2, KakK ONMCAaHO Huxe. B 27 MM M3 IIOJIOXUTEJILHON
KOHTPOJILHOM TpPYINNH IoJydasu aHTu-CTLA-4 aHTUTesa.

Ppa@MK JIeUeHNMA TIPMBOIOMTCHA B TabJjiMile HMXE :

Cnoco6 T'padux
I'pynna N XMBOTHRX JleueHnne Joza
BBEeOCHUST JIeYyeHUsT
1 8 HeoBpaboTaHHBM - - -
2 9 Hocurenbs (cpena) - 1o Q1lDx42
BakTepnrallbHBM 2x10¢8
3 9 110 Q1Dx42
mramm #1 (MRX518) BakTepnin
4 8 AuTu—-CTLA4 10 Mrp/kD Ip TWx2

MOHMTOpMHP XKVMBOTHEX IIPOBOINMIIM, KaK OIIMCaHO HIMXe.

MuoyurpoBaHMe omnyxoJjein LL/2 (LLC1) Yy XMBOTHHX. B 14

OMYXOJIM MHIYLUMPOBAJM IMOOKOXHOM MHBekumel 1x10° kjgerox LL/2 (LLCI1)
B 200 My RPMI 1640 B npabbli OOK MHIIEN.

SBTaHa3Md - KaxOyo MeIlbL [DOOBepraliM 5SBTaHasMM, KoI'la OHa
OOCTHIJIAa TYMaHHOM KOHEUHOM TOUKM, KaK OIMCAHO HMXe, WJIM II0ocJe
MaKCHUMyM 6 HeIOeJlb IIOCJIe HaudaJa OO3MPOBAaHMA.

[[pOoTHMBOOIIyXOJIeBasi aKTMBHOCTEL, Momenk Hepal-6

I'paduk JiedyeHMS - HayvaJlo IIepPBOTI0 OO3UpPOBaHUA cumTaJochk 0. B
00 He TNPMBUTEHE MBEIMM OBJIM PaHIOMM3MPOBAHEL B COOTBETCTBUUM C UX
MHIVMBUOYAJBLHOM MaccoM Tejla Ha 7 Tpynn oo 9 ¢ MCIOJb30BaHMEM
IporpaMMHOTO ofechneueHrs Vivo manager® (Biosystemes, KyoTepHOH,
Opanumga) . Ha [0 MM [OoJydallM HOCUTEJIb (KYJbTYypallbHas cpela) WK
BakTepraJbHEM mTaMm. B 14 Bce MMM OBJIM IIPUBUTHE  OIIYyXOJI€BHMA
KJeTkaM Hepa 1-6, kKakK oOMCaHO HMXe. B 16 MM M3 IIOJOXUTEILHOM
KOHTPOJIbLHOM TpyNH IoJydasiu aHTu-CTLA-4 aHTUTesa.

Ppa@MK JISUeHNMA TIPMBOIOUTCHA B TabJiMile HMXE :
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Criocob
I'pynna N XmMBOTHEX JleueHne Josa T'padux seyeHust
BBeIeHUS
1 9 HeoBpaboTaHHBM - - -
2 9 Hocurenbp (cpena) - 1o QlDx42
BakTepyajibHb 2x108
6 9 1o Q1Dx42
mramm #4 (MRX518) | GaxTepnit
7 9 AHTU-CTLAA4 10 mr/kr Ip TWx2

MOHUTOPUHT XUBOTHEX INPOBOOMIIM, KaK OIMCAHO HIUXE.

OpToTonMueckas MHOYKLUMS  OIYXOJIEBHX KJIeToKk Hepa 1-6 v
XMBOTHEIX IIyTeM BHYTPUCEJIe3eHOUHOM MHBeKIMu. B 014 oIMH MWMJIJIMOH
(1x10%) onyxoJieBHX KJeTokK Hepa 1-6 B cpeme 50 wMxjg RPMI 1640
TPaHCIIJIaHTUPOBAaJIN IyTeM BHYTPHUCEJIe3eHOUHOM UHBEKIIUN MBIIaM .
BxpaTiie, O crheJaH HeboJBLIOM pas3pe3s OOKOBOTO JeBoTOo nompebdepbid,
a ceJle3zeHKa OvbJla D»KCTepUopM30BaHa. CeJle3eHKY B3KCIOHMPOBaJM Ha
CTepUJILHOM MapJieBOM MpoKJamke U MHBEUMPOBaJM I[IOI BM3yaJbHBM
KOHTpPOJIEM KJIETOUHOM CyCIeH3uemn UTJION 27 pas3Mepa. ITocJie
VMHOKYJIALUNM KJIETOK CeJIe3eHKY BHpe3alll.

9BTaHa3Ma - KaxOylo MHIIL [DOOBeprajM SBTaHa3MM, KoT'Da OHa
OOCTHIJIa TYyMaHHOM KOHEUHOM TOUKM, KaK OIMCaHO B pa3neje HUXKe,
WM TIoCJie MaKCUMMyM 6 HeleJlb I[IOoCJie Haudajla OO3UMPOBAaHUSA.

OlleHKa HaTPy3KM Ha OINyxXOJib IIpM  SBTaHa3UMU. Bo BpewMmd
IpeKpalleHMa [IedeHu cobupalM ¥ B3BelMBaJIM.

MOHMTOPMHI' XMBOTHHX

KiIMHMYUeCKUM MOHUTOPUHI . IJMHY U MUPUHY OINYXOJM UIMEPSIM IOBa
paza B HeIeJllo mMTAaHTeHUUPKYJIAMM, U o0OBbeM OIIYXOJM OlLeHMBAJICA IIO
aTOoM dopmyJie []:xxxix

Iupuunas2 x JoauHa
OBbBeM OnNy xXoJdmwu =

I'yMaHHEIE KOHeuHEe ToukM []:x1 Ilpu3Haku O0JIM, CTpalaHUd WU
YTHEeTeHusa: TIo3H 0o0JM, Macka ©OO0JIM Ha Jmle, TI[oBeleHre; ONyxoJib
npeBemaeT 10% OoT HOPMAJIBHOM MACCH TeJjla, HO He mnpesBbmaeT 2000 MM3;
OonyxoJu, NPeNAaTCTBYKRIME [NEPEIBMKEHVD WM [IUTAaHUD; A3BeHHad
ONIYXOJIb WMJIM TKaHeBad »po3mua; 20% noTepsa Beca TeJjla OepXUuTcd 3 OHSA
nonp4an; imoxoe COCTOSHME TeJsa, VCTOIleHUE, KaxeKCcusd,

oDe3BOXMBAHUE; HinTeJIbHOE OTCYyTCTBUIE HO@pOBOHbHHX OoTBETOB Ha
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BHeIIHNVE CTVIMYJIBL; BricTpoe SaTpyYOHEHHOE OEIXaHME, aHeMm4g,
SHaAUMTEJIEHOE KpPOBOTEUEHNE, HeBpoJioTuueckme OIPU3HAKM: KPpYXeHNMe,
cynooporm, IiapaJiind, YCToOMUMBOE CHMXEHME TeMllepaTyps TeJia,; Bs3noyTue
XMBOTaAa.

AxecTesud - MBO@ﬂypaHOBaH rasoead aHeCcTe3nAa OwBlIa
VICIIOJIBES3OBaHa HJIA BcCeX IIpoliendyp.: XMPYPIMA MM VMHOKYJIALUMA OITYyXOJIM,

BHYTPVMBEeHHEEe MHBEeKIVNM, C@Op KPOBM. KoTaMrMHOBasS ¥ KCUJIasMHOBASL

aHeCcTesuUd VCIIOJIL 30BaJIUCh 0JId XUPYPTIUUECKON IpOoLENYPH
CTepeOoTakKCUM .
OBeszboymeaHve - I[IpoTOKOJI 00e300JIMBaHMA KaplIpodeHOM MU

MyJIb TUMOIAJIbHEN KaplpobeH/OynpeHopduH OBJI amalTHPOBAaH K TSKECTU

XUPYPTUUECKOV IMpolelyphl. [Jg Bcex OOJIe3HEHHHX IIpolenyp Owa
npelyCMOTpeHa  He-dapMakKoJjioTMuecKkas  I[IOMOIE. Kpome  ToOTO, 1o
peKoMeHIalum IPUCYTCTBYIETO BeTepMHapPHOTO Bpaua Brlta
npenocTaBlieHa bapmakosornueckas IIOMOIE , He Memanma g

MCCcJIeJOBaHMAM (TeMa JIeueHUsd) .

SBTaHasug - DOBTaHa3uga XV BO THEIX OBLIIa BEIIIOJIHEHA noyTeM
Iepedo3UpPOBKM C IIOMOmBLI T'a30BOM  aHecTe3UHu (nsodiypaH) , 3a
KOTOpPOM cJenyeT liepBMKaJbHaA IMUCJIOKALMA MIM O00eCKpPOBJIMBAHUE.

PesyJibTaTEL

[IpOTHMBOOIIYyXOJIeBAasT aKTUMBHOCTEL, Momesik EMT6

PesyJbTaTH TIIOKa3aHe Ha Ourype 1. JleueHue OakKTepHrallbHBEM
MTaMMOM TII0 M300peTeHMI OIPUBOOMIIA K SBHOMY YMEHBIIEHUID OO0BEeMa
OIIYXOJIM IIO CPaBHEHUI C OTPMULATEJILHBEIM KOHTPOJeM. IIOJIOXUTEJILHEM
KOHTPOJIE TakKXe TIIPUMBEJI K YMEHBIIeHMK o00beMa OIIyXOoJiu, Kak u
CJIenIoBaJio OXMIOATH.

[IpoTUBOONIYXOJIeBasl aKTUMBHOCTL, Momenk LL/2 (LLC1)

PesyJbTaTH TIIOKaszaHe Ha Odurype 2. JleueHue OaKTepHUaJibHEM
MTaMMOM TI0 M300peTeHMI NOPUBOOMIIA K SBHOMY VYMEHBIIEHMID OOBeMa
ONIYyXOJIM IO CPaBHEHMUI C OTpULATEeNIbLHEM KOHTPOJIEM.

[lpoTHBOOIIyXOJIeBasi aKTUMBHOCTEL, Momenk Hepal-6

PesynbTaTH IIOKa3aHH Ha durype 3. HeobpaboTaHHLM
OTPUIlATEJILHEM KOHTPOJIL He IMPOABJIAeTCd Tak, KaK OXMIAJIOCh, IIOTOMY
UTO BEeC IIeUueHM B BTOM TIpylne OBJI HMXe, UeM B IPpyTMX Tpylrnax. Tem
He MeHee, OTpHMllaTeJIbHEM KOHTPOJb HOCUTEJA u TPYIIIIE

TITOJIOXMTEJIEHOT'O KOHTPOJIA IIPOABJIAKTCA TaK, KakK OXNMIOaJIoChb,
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IIOCKOJIBEKY MHIIM, O0O0pa®OoTaHHEE TOJBKO OIOHMM HOCUTEJIEM, UMMeln O0oJiee
KPYIIHYK II€UeHb, 4YeM MeIM, oOpaboTaHHHE aHTUTeJaMu npoTue CTLA4,
yTO OoTpaxaeT OoJIBMYID HaTrpy3KYy Ha OIyxXOoJb B OTpULATEJLHOM
KOHTPOJILHOM TpyIllle HocuTeJda. JleueHre OaKTepMaJIbHEIM MITaMMOM IO
n300peTeHuw IIpMBOOMIIa K  SBHOMY  CHMXKEHMIO MaCCH IIeUeHU (1,
cJIenoBaTeJIbHO, K OIYyXOJIeBOM HaIrpy3Ke) II0 CpaBHEHUIO C MHIaMMU B
OTPUILIATEJILHOM KOHTPOJILHOM TpPYyIIIe.

9T @»maHHBHE IIOKalHBalT, uUTOo mTaMM MRX518 MoxeT OHTH IIOJIe3eH
OJISA JIeUeHUS WM OPpOoOMIJIaKTUMKM pakKa M, B YaCTHOCTM, OJ4 YMEHBLIIEeHUSA
obbeMa OIYXOJIM IIPM pakKe MOJIOUHOM XKeJIe3H, JIeTKUMX U IIeUeHM.

Ipumep 2. [IIP-aHan3 I'eHa.

UncTyio KyJbTypy OakTepurt MRX518 usyuanamu B IIIIP aHaJlM3e T'eHa.
B oskcnepmMeHTe  OBJIO OBe  JIMHUN: 1) MRX518 OBLJI  COBMECTHO
KYJIE TUBMPOBAaH C KJIETKAMU KUIIEeUHUKE JeJioBeka (CaCo2) 0JIsd
uccJenoBaHua 20bexkToB OaKTepuM Ha xX03fAMHa, ¥ 2) MRX518 Own
COBMECTHO KYyJBTHMBMPOBaH Ha kileTkax CaCoZ, KOTOPHE CTUMYJMPOBAJM
IL]1l, 4uTOo®OH MMMTUMPOBATL IeMCTBMe OaKTepMu¥ B BOCHAaJIUTEJILHOM cpele.
S0bexTEH B odomx CLLeHapuAax OLIEeHVBAJIUCE C [IOMOIIBID  aHaJlM3a

OKCIIpeCClM T'€eHOB. PesysbTaTH I[IOKa&3aHLE HMXE:

I'en KpaTHOE PYHKILIUSA
MBMeHeHNe
CXCL3: 28412,73 CXCR2 JmmraHm,
CXCL2: 135,42 CXCR2-mmraHnm, 90% romoJormsa c CXCLIL.
CXCL9 34,76 CXCR3-ymraHm, npexne BCero,

paccMaTpMBaeMB Kak xemMoaTTpakTaHT Thl-

KJIETOK (MHOYUMPYEMBEM C DoMmombio MOH-g)

IL8 31,81 LIMTOKMH, XeMoaTTpaKTaHT (ocobenHO
HeMTPOOUIIH) , MHOTMEe pPellellTOPH, BKJIOUASA

CXCR1 m CXCR2/

CXCL1 16,48 CXCRZ2-JmuraHn, CTUMYJMPYET IIpOoJindepalyn
KJIETOK, a Takxe MUTPaLND,
CBEPXBKCIpEeccuda ABJIAETCH

HeMpPONpPOTEeKTURBHOM B EAR.

CDh40 14,33 Co-cruMynupywomasa MoJiekyJa, crnocod T-

KJIETOUHOM SBaBUCUMOM DC-aKTHUBALIMM.
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TNF 13,50 OCHORBRHOM MNPOBOCHAaJUTENBLHEM LIUTOKUH

IL17C 12,18 CrnocofBcTByeT aHTHUOaKTepMallbHOMY OTBETY
OT DBIUTEJNHA, CUHEepIMUYHOMY C I1L-22,

CXCL10 10, 66 B3akKpHTL ToMoOJIoTMIO C CXCL9, mnomymamTe
Takke O JuraHne CXCR3?

HSPA1B 10,19 BeJlky TeIllJIOBOTO IOoKa

NFKBIA 8,87 CurHagmHr NFkB; PI3K

JUN 7,01 AHTUOAKTEePMAJIbHEM OTBET; GPCR
CUTHaJMHT .

TNFAIP3 6,63 TNFE CcUI'HaJIMHT

DUSP1 6,36 [MpoTUBOBOCHANIUTEJIEHA A dochpaTaza,
MHakKTuUBMUpyeT MAPK

JUNB 5,36 daxkTOop TPaHCKPUIILUA, JAK-STAT
CUTHAJMHD

BIRC3 4,86 AnresuBHHE coegMHeHnsd, I1IJIO THEIE
COeIMHEHNH

DUSP2 4,59 [MpOoTUBOBOCHANIUTEJILHOE, VHaAKTUBUPYET
MAPK.

IL32 4,29 [IpoBOCHIAIUTEJIE HEM LUUTOKUH,
MHIOIYUMPOBAHHEM C IoMombilo MOH-g, IL-18

DUSP5 3,12 [lpoTUBOBOCHANIUTEJIEHOE, VHaKTUBUPYET
MAPK.

FOS 3,03 ®axkToOpeE TpaHckpunuum, TLR cCcHUTIHaJIMHT,
COCTaBJIAT uacTb AP-1

GADD45B | 2,89 PocT m npoimbepalls KJIETOK

CLDN4 2,61 I[IJIOTHEIE COeIVMHEeHUSA

ADM 2,57 NFkB cHMIHaJIMHT

KLF10 2,49 YTHeTeHMe KJeTok, TGF-b curHammur.

DEFB4A -2,34 AHTUMUKPOOHEI TIEeNTUO

APBA1 -2,53 CUTHaJIMHT

IGFBP1 -2,72 CHUIHAJILHHEM IIVThH

IL28B -2,73 NoH-s1aM0na, NIPOTUBOBMPYCHasa MMMYyHHasa
3amnTa,

IL10 -3,38 [IpOTUBOBOCHAJMUTENLHEM LUTOKUH
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NR4A1 -5,57 SAnepHL pelenTop,
IIPOTHUBORBOCIIAJUTEJILHE, pPeryaaTop
nposipepaumun T-KJIeTOK. IUdOepeHUIMPOBKA

T-xeJIlIepHOW KJIeTKU

NOD2 -14,98 PRR, aKTHMBATOP VMH)JIaMMa COMHI,

criocobcTByeT ayTodparum

INOS -26,88 [IpoBOCIIAIUTEJIL HEM, TeHepaTop oKCcHULa
azsora
CLyYi IOaHHHE, [IO—BUIVMOMY , [IOKAa3EBAKT oBe CUTHaATYPH

sKcHOpeccum TeHoB - CXCR1/2 smranHgwm (CXCL3, CXCL2, CXCL1l, IL-8),
KOTOpPHE CBA3aHHE C IPOBOCIAJIUTEJNLHOM MHUIpallMel KJIeTOK U JIMTaHIaMM

CXCR3 (CXCL9, CXCL10), uTo OoJiee KOHKPETHO VYKa3EHBaeT Ha OTBETH

VOH-y-Tua, TakKXe HOOOOepXMBaeMeX I1L-32, KOTOpPHM gABJaseTcsa WOH-y-
MHOYLUMOEJILHEIM.

IlpuMep 3 - TecTHpoOBaHHE CTAGCHILHOCTH

KomMmnosuummo, oIMcaHHas B HacToAlleM OOKYyMeHTe, coIepXamas IIo

MeHbIIeMn Mepe OINMH GaKTepMaﬂbHHﬁ mTaMM, ONIMCAHHEIM B HaCTOAIEM

OOKYMEHTe, XpPaHST B TepMeTUMUYHOM KOHTelMHepe npu 25°C mam 4 °C, a
KOHTeMVHep IIOMemaknT B aTMochepy C OTHOCHUTEJILHOM BJaXHoCTh 30%,
40%, 50%, ©60%, 70%, 75%, 80%, 90% wnmm 95%. Uepes 1 wmecqdu, 2
Mecsdua, 3 Mecdua, 6 Mecsaues, 1 ronm, 1,5 roma, 2 roma, 2,5 roma
i 3 roma He MeHee 50%, 60%, 70%, 80% wmmm 90% OakTepualIbHOTO
mTaMMa ocCTaeTcs B KOJIMUEeCTBe, UM3MEPEeHHOM B KOJIOHMeoOpasyomMUX
eIVHULIAX M OIpeleJIEHHOM CTAaHIOAPTHHEIMM IPOTOKOJIaAMM .

Ipumep 4 - I[IpoOylLIMPpOBaHME LIMTOKMHOEB B HEBPEJIHX IeHIPUTHHX
KJIeTKaX, MHOYLMPOBAaHHEX MRX518, mo cpaBHenmio ¢ MRX518+LPS

KpaTroe wnsJIoX)eHHue COoOepXaHNUA

B 3ToM MCCIeIOBaHMM TeCTHPOBaJM BJIMAHME OaKTepraJIbHOT'O
mrTamMmMa MRX518 oTHesIkHO M B COUEeTaHMM C JMIonoJmMcaxapuaom (LPS)
Ha TNPONYKUIMKD LMTOKMHOB B HEB3PEJIHX IeHIOPMTHEX KIeTKax.

[MonyJsaumsa MOHOLMTOR OBJIa BHIOEJIEHA M3 MOHOHYKJIEAPHEX KJIETOK
nepudpeprudecKromn KpOoBU (PBMC) . BarTeMm KJIETKU MOHOLIUTOB
onddepeHInPOBaln B He3peJIHe OEHIPUTHHE KJIETKA . Hespewe
OEeHIPUTHHE KJIeTKM BhCeBaju o 200000 KJIeTOK/JYHKY ¥ MHKYOUPOBAJIMU

¢ MRX518 mnpm KOHEUHOM KOHUeHTpaumyu 107/Mi1, Cc HeoBsa3aTesbHBM
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nodaBJjieHMEM LPS npu KOHeUHON KOHLeHTpalUuu 100 HT'/MJI.
OTpHLaTeJIbHEM KOHTPOJIE BKJIKUAJ MHKYyOallMio KJIeTOK TOJBKO CO CpeIoun
RPMI, a B I[OJOXUTEJILHOM KOHTPOJIE MUHKYyOMpOBaJIM KJeTKM ¢ LPS npwm
KOHEeUHOM koHIeHTpauuu 100 HI/MI. 3arTeM aHaJIM3UPOBAJIM COIOepXaHMUe
IMTOKMHOB B KJIeTKax.

PesyJieTa TEl

Pe3yJIbTaTH 5STUX DKCIEPMMEHTOB MOXHO YBUIOETH Ha Odurypax 4a-
d. IobaBjeHMe ToOJbKO MRX518 HOPpMBOIMT K CyMeCTBEeHHOMY YBeJMUEHU
YPOBHA LIUTOKMHOB IL-6 u TNF-o 1O CpaBHEHMI C OTpULATEeJIbHEM

KOHTpoJeM (0ur. 4a u c). HobarjeHue LPS ([IOJOXUTEJILHEM KOHTPOJD)
OPUBOIOUT K yBeJiMueHMK ypoBHA IL-6 wu TNF-o 1[I0 CpaBHEHUKD C
OTpHUllaTeJIbHEM KOHTpoJieM, HO He IL-1fB (dur. 4b). KomOuuaursa MRX518
n LPS npuBeja K CUHEPTETUUECKOMY YBeJIMYeHND YPOBHSA
nponyurpyemoro IL-1B (our. 4d).

BrniBoz.

MRX518 o6igamaeT CHOCOOHOCTBER MHIOYLUIMPOBaATH OoJiee BHCOKOE
nponyumpoBaHmre I1L-6 wn TNF-o LUTOKMHOB B He3pPeJIEX JeHIPUTHHX
kJeTkax .o KomObuHaumsa LPS wm  MRX518 MOXeT yBEIJIMUUTH YPOBHU

INMTOKMHOB IL‘lB B He3peJlbIX OJEHOPMTHEX KRJIeTKaxXx. 2T IO aHHEE

IoKasz3eBanT, uYuTo MRX518 oTmeslbHO WMJIM B coueTaHMM C LPS MOXeT

YBEJIMUMUTL BOCHAJUTEJIbHEE UUMTOKMHE I1L-1[3, IL-6 wm TNF-o, 4TO
CIIOCOOCTRBYET BOCIAJIEHNI, KOTOpoOe MOXeT IIOHaBJIATL pak. JleueHue C
noMomelo MRX518 oTmespHO WMJIM B KOMOMHALMM MOXET MHIYLUMPOBATH
LUMTOKMHE, KOTOPEE MOTI'YT OTPAHUUMTEL POCT OIIYXOJIMA.

Dpummep 5 - IIpomoyLupoBaHMEe LIMTOKMHOB B kKileTkax THP-1,
MHIOYLIMPOBaHHEX MRX518, mno cpaBHeHmo ¢ MRX518+LPS

KpaTroe wn3JIOXeHHe COoOepXaHUA

B »TOM MCCIeIOBaHMM IIPOTEeCTUPOBAHO BJMAHME OaKTeprallbHOT'O
mrTamMmMa MRX518 oTmeJbHO M B codeTaHumM C LPS Ha OpooylLUMpPOBaHMKE
LUMTOKMHOB B KJIeTKax THP-1, MOIeJILHYIO KJIEeTOUHYID  JIMHUK oJid
MOHOLMTOB M Makpodaros.

Kimerxkn TI'0-1 muddbepeHumMporasin B cpele MO B TeueHue 48 u c b
Hr /M1 dopbos-12-Mmprcrar—-13-aneTara (PMA) . BaTeM 5BTM KJETKHU
MHKYOMpoOBaau C MRX518 mnpm KOHEeUYHOM KOHUeHTpauuu 108/m, C

nobaBJjieHrMeM WIu 0Oes pmobaBJjeHMsa LPS nOpu KOHeUHOM KOHUeHTpaumm 100
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KJIeTKaM IaBaJlit

BOSMOXHOCTB

MHKy@MpOBaTbCH B HOPMaJIBHEIX YCIJIOBMAX BEPallMMBaHMA B TeUeHNMe 24

dacos.

aHaJIM3MPOBaJIM Ha CcoIepXaHVre LHVMTOKMHOB.

PesyJibTaTE

3aTeM KJIETKU HeHTpM@yPMpOBaHM n HOﬂyquHHﬁ CYIIlepHaTaHT

Pe3syJsibTaTE S2TUX DSKCIEPMMEHTOB MOXHO YBUIETH Ha Odurypax 5a-

c. JobarjeHHne

uMToKMHOB IL-1f3,

BakTeput u OaKTepMraJibHBMHA

MRX518

Hes3

IL-6 m TNF-o 110

LPS

ocalgKaMll.

IIpmneoomT

K

JDoBaBJjieHMEe

YBEJIMUEHUD YPOBHEN

CPpaBHEHUI0 C KOHTpoJaMu 0es

LPS wm MRX518

IIPMBOIMT K CHMHepPI'eTUMUYEeCKOMY VYBEJIMUEHNMI IIPOOYLUMPOBaHMA LIMTOKMHOB.

BriBor.
MRX518 oBJjlamaeT CIIOCODHOCTHIO MHOYIUPOBATH IIPOOYKLMIO
LIMTOKMHOB B  KJIeTKax THP-1, yTo  MOXeT OBITH CHUHEPTEeTUUEeCKHA

yBeJIMdeHO C pobarJjieHueM LPS.

OTOeJIbLHO WM B COUYeTaHMM ¢ LPS MOXeT YBeJIMUUTH

UMTOKMHEL IL-10,

KOoTOopoe MOXeT IIoOoaBJIATE pPak.

MJin B

IL-6 u

KOMOMHALIMM MOXET

OT'PaHNUNMTE POCT OITYyXOJIM.

CIMCOK IIOCJIeOOBATEJNIBLHOCTEN

SEQ
AF039900)
1 taatacatgc

aaagaaaaag

ID NO: 1

(ren

aagtcgaacg

TNF-0o,

VMHOYLIMPOBaTh

uTo

16S pPHK Enterococcus

ctttttecttt

61 agtggcgaac gggtgagtaa cacgtgggta

taacacttgg

121 aaacaggtgc
aaaggcgctt

181 ttgcgtcact
acggctcacc

241 aaggccacga
tgagacacgg

301 cccagactcc
agtctgaccg

361 agcaacgccg

taataccgta

gatggatgga

tgcatagccg

tacgggaggc

cgtgagtgaa

taacactatt

cccgeggtge

acctgagagg

agcagtaggg

gaaggttttc

IMTOKIMHEI,

OTM IOaHHBE II0OKa3HBBalT,

CIIOCODCTBYET

acctgcccat

ttccgecatgg

attagctagt

gtgatcggcc

aatcttcggce

ggatcgtaaa

KOTOPEIE

yTo MRX518

BOCIIaJIMTEJIBEHEE

BOCIIaJIeHMIO,

JleueHMe ¢ @noMombio MRX518 oTmeJibHO

MOT'YT

gallinarum -

caccggagct tgctccaccg

Ccadaaddggga

aagaaagttg

tggtgaggta

acactgggac

aatggacgaa

actctgttgt



tagagaagaa

421 caaggatgag
cacggctaac

481 tacgtgccag
tattgggcgt

541 aaagcgagcg
accgggagg

601 gtcattggaa
tgtgtagcgg

661 tgaaatgcgt
gtctgtaact

721 gacgctgagg
agtccacgcc

781 gtaaacgatg
gcaaacgcat

841 taagcactcc
tgacgggggc

901 ccgcacaagc
ttaccaggtc

961 ttgacatcct
gtgacaggtyg

1021 gtgcatggtt
aacgagcgca

1081 acccttattg
cggtgacaaa

1141 ccggaggaag
gctacacacg

1201 tgctacaatg
ctcttaaagce

1261 ttctctcagt
cgctagtaat

1321 cgcggatcag
cccgtcacac

1381 cacgagagtt
gccgcctaag

1441 gtgggataga

agtagaacgt

cagccgcggt

caggcggttt

actgggagac

agatatatgg

ctcgaaagcg

agtgctaagt

gcctggggag

ggtggagcat

ttgaccactc

gtcgtcaget

ttagttgcca

gtggggatga

ggaagtacaa

tcggattgta

cacgccgcgg

tgtaacaccc

tgattggggt

59

tcatcccecttyg

aatacgtagg

cttaagtctg

ttgagtgcag

aggaacacca

tggggagcga

gttggagggt

tacgaccgca

gtggtttaat

tagagataga

cgtgtcgtga

tcatttagtt

cgtcaaatca

cgagttgcga

ggctgcaact

tgaatacgtt

gaagtcggtyg

gaagtcgtaa

acggtatcta

tggcaagcgt

atgtgaaagc

aadaggadag

gtggcgaagg

acaggattag

ttccgeecett

aggttgaaac

tcgaagcaac

gcttcccecett

gatgttgggt

gggcactcta

tcatgccect

agtcgcgagg

cgcctacatg

cccgggectt

aggtaacctt

caaggtagcc

accagaaagc

tgtccggatt

ccceggcetcea

tggaattcca

cggctctcetg

ataccctggt

cagtgctgca

tcaaaggaat

gcgaagaacc

cgggggcaaa

taagtcccgce

gcgagactgc

tatgacctgg

ctaagctaat

aagccggaat

gtacacaccg

tttggagcca

gtatcggaag
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gtgcggctgg

1501 atcacc

SEQ ID NO: 2 (KOHCEHCyCHasd IIOCJIeIOBaTeJIbHOCTE 16S pPHK s
mramMMa Enterococcus gallinarum MRX518)

TGCTATACATGCAGTCGAACGCTTTTTCTTTCACCGGAGCTTGCTCCACCGAAAGAAAA
AGAGTGGCGAACGGGTGAGTAACACGTGGGTAACCTGCCCATCAGAAGGGGATAACACTTGGAA
ACAGGTGCTAATACCGTATAACACTATTTTCCGCATGGAAGAAAGT TGAAAGGCGCTTTTGCGT
CACTGATGGATGGACCCGCGGTGCATTAGCTAGTTGGTGAGGTAACGGCTCACCAAGGCCACGA
TGCATAGCCGACCTGAGAGGGTGATCGGCCACACTGGGACTGAGACACGGCCCAGACTCCTACG
GGAGGCAGCAGTAGGGAATCTTCGGCAATGGACGAAAGTCTGACCGAGCAACGCCGCGTGAGTG
AAGAAGGTTTTCGGATCGTAAAACTCTGTTGTTAGAGAAGAACAAGGATGAGAGTAGAACGTTC
ATCCCTTGACGGTATCTAACCAGAAAGCCACGGCTAACTACGTGCCAGCAGCCGCGGTAATACG
TAGGTGGCAAGCGTTGTCCGGATTTATTGGGCGTAAAGCGAGCGCAGGCGGTTTCTTAAGTCTG
ATGTGAAAGCCCCCGGCTCAACCGGGGAGGGTCATTGGAAACTGGGAGACTTGAGTGCAGAAGA
GGAGAGTGGAATTCCATGTGTAGCGGTGAAATGCGTAGATATATGGAGGAACACCAGTGGCGAA
GGCGGCTCTCTGGTCTGTAACTGACGCTGAGGCTCGAAAGCGTGGGGAGCGAACAGGATTAGAT
ACCCTGGTAGTCCACGCCGTAAACGATGAGTGCTAAGTGTTGGAGGGTTTCCGCCCTTCAGTGC
TGCAGCAAACGCATTAAGCACTCCGCCTGGGGAGTACGACCGCAAGGTTGAAACTCAAAGGAAT
TGACGGGGGCCCGCACAAGCGGTGGAGCATGTGGTTTAATTCGAAGCAACGCGAAGAACCTTAC
CAGGTCTTGACATCCTTTGACCACTCTAGAGATAGAGCTTCCCCTTCGGGGGCAAAGTGACAGG
TGGTGCATGGTTGTCGTCAGCTCGTGTCGTGAGATGTTGGGTTAAGTCCCGCAACGAGCGCAAC
CCTTATTGTTAGTTGCCATCATTTAGTTGGGCACTCTAGCGAGACTGCCGGTGACAAACCGGAG
GAAGGTGGGGATGACGTCAAATCATCATGCCCCTTATGACCTGGGCTACACACGTGCTACAATG
GGAAGTACAACGAGTTGCGAAGTCGCGAGGCTAAGCTAATCTCTTAAAGCTTCTCTCAGTTCGG
ATTGTAGGCTGCAACTCGCCTACATGAAGCCGGAATCGCTAGTAATCGCGGATCAGCACGCCGC
GGTGAATACGTTCCCGGGCCTTGTACACACCGCCCGTCACACCACGAGAGTTTGTAACACCCGA
AGTCGGTGAGGTAACCTTTTTGGAGCCAGCCGCCTAAGGTG

SEQ ID NO: 3 (xpoMocoOMHasd IIOCJIENOBaATEJIEHOCTEL mTamMMa MRX518)
- CM. 3JIEKTPOHHHM CIMCOK IIOCJeNOoBaTeJIbHOCTEN.

SEQ ID NO: 4 (mjgasMmMIHas I[DocJefoBaTeJIbHOCTL mmTaMMa MRX518)

- CM. 9J'IeKTpOHHBIﬁ CIIMCOK IIOCJIeIoBaTeJIbHOCTEMN.



6l

CIIMCOK JINTE TAPYPEI

[1] Spor et al. (2011) Nat Rev Microbiol. 9(4):279-90.

[2] Eckburg ef al. (2005) Science. 10;308(5728):1635-8.

[3] Macpherson et al. (2001) Microbes Infect. 3(12):1021-35

[4] Mazmanian ef al. (2005) Cell 15;122(1):107-18.

[5] Frank ef al. (2007) PNAS 104(34):13780-5.

[6] Machiels ef al. (2013) Gut. 63(8):1275-83.

[7] WO 2013/050792

[8] WO 2014/167338

[9] Goldin and Gorbach (2008) Clin Infect Dis. 46 Suppl 2:596-100.

[10] Azad et al. (2013) BMJ. 347:f6471.

[16] Strickertsson et al.11 (2014) Genes. 5(3): 726-738.

[17] Collins et al.12 (1984) Int J Syst Evol Microbiol. 34: 220-223.

[13] Masco et al. (2003) Systematic and Applied Microbiology, 26:557-563.
[14] Sratkova ef al. (2011) J. Microbiol. Methods, 87(1):10-6.

[20] Haabeth et al.15 (2012) Oncolmmunology 1 (1): 1146-1152.

[21] Lejeune et al. 16 (2006) Cancer Immun. 6.6

[22] Pace et al.17 (1983) PNAS 80:8782-6.

[23] Sgadari et al. 18 (1996) PNAS 93:13791-6.

[25] Sgadari et al.19 (1997) Blood. 89:2635-43.

[20] Miyamoto-Shinohara et al. (2008) J. Gen. Appl. Microbiol., 54, 9-24.

[27] Cryopreservation and Freeze-Drying Protocols, ed. By Day and McLellan, Humana Press.

[28] Leslic ef al. (1995) Appl. Environ. Microbiol. 61, 3592-3597.

[29] Mitropoulou ef al. (2013) J Nutr Metab. (2013) 716861.

[30] Kailasapathy ef al. (2002) Curr Issues Intest Microbiol. 3(2):39-48.

[31] Handbook of Pharmaceutical Excipients, 2nd Edition, (1994), Edited by A Wade and PJ Weller

[32] Remington's Pharmaceutical Sciences, Mack Publishing Co. (A. R. Gennaro edit. 1985)

[33] US 2016/0067188

|34] Handbook of Microbiological Media, Fourth Edition (2010) Ronald Atlas, CRC Press.

[36] Strobel (2009) Methods Mol Biol. 381:247-61.

[37] Gennaro (2000) Remington: The Science and Practice of Pharmacy. 20th edition, ISBN: 0683306472.
[38] Molecular Biology Techniques: An Intensive Laboratory Course, (Ream et al., eds., 1998, Academic Press).
[44] PCR (Introduction to Biotechniques Series), 2nd ed. (Newton & Graham eds., 1997, Springer Verlag)
[45] Current Protocols in Molecular Biology (F.M. Ausubel ef al., eds., 1987) Supplement 30

[46] Smith & Waterman (1981) Adv. Appl. Math. 2: 482-489.

[47] Rockwell et al., (1972) J Natl Cancer Inst. 49:735-49.

[48] Bertram and Janik (1980) Cancer Lett. 11:63-73.

[49] Darlington (1987) Meth Enzymol. 151:19-38.

[50] Principe d’éthique de 1’expérimentation animale, Directive n°2010/63 CEE 22nd September 2010, Décrét n°2013-
118 1st February 2013.

[51] Guide for the Care and Use of Laboratory Animals: Eighth Edition. The National Academies Press; 2011
[52] Simpson-Hcrren and Lloyd (1970) Cancer Chemother Rep. 54:143-74.

[53] Workman et al.40 (2010) Br. J. Cancer. 102:1555-77.

] Spor et al. (2011) Nat Rev Microbiol. 9(4):279-90.
i] Eckburg et al. (2005) Science. 10;308(5728):1635-8.
ii] Macpherson et al. (2001) Microbes Infect. 3(12):1021-35
v] Mazmanian et al. (2005) Cell 15;122(1):107-18.
] Frank et al. (2007) PNAS 104 (34):13780-5.

i] Machiels et al. (2013) Gut. 63(8):1275-83.

ii] WO 2013/050792

viii] WO 2014/167338

ix] Goldin and Gorbach (2008) Clin Infect Dis. 46 Suppl 2:596-

[x] Azad et al. (2013) BMJ. 347:f6471.



62

[16] Strickertsson et al.xi (2014) Genes. 5(3): 726-738.

[17] Collins et al.xii (1984) Int J Syst Evol Microbiol. 34:
220-223.

[xi1i] Masco et al. (2003) Systematic and Applied Microbiology,
26:557-563.

[xiv] Srutkovad et al. (2011) J. Microbiol. Methods, 87(1):10-6.
20] Haabeth et al.xv (2012) OncolImmunology 1 (1): 1146-1152.

[

[21] Lejeune et al.xvi (2006) Cancer Immun. 6:6

[22] Pace et al.xvii (1983) PNAS 80:8782-0.

[23] Sgadari et al.xviii (1996) PNAS 93:13791-06.

[25] Sgadari et al.xix (1997) Blood. 89:2635-43.

[xx] Miyamoto-Shinohara et al. (2008) J. Gen. Appl. Microbiol.,

54, 9-24.

[27] Cryopreservation and Freeze-Drying Protocols, ed. By Day
and McLellan, Humana Press.

[28] Leslie et al. (1995) Appl. Environ. Microbiol. 61, 3592-
3597.

[29] Mitropoulou et al. (2013) J Nutr Metab. (2013) 71686l.
[30] Kailasapathy et al. (2002) Curr Issues Intest Microbiol.
3(2):39-48.

[31] Handbook of Pharmaceutical Excipients, 2nd Edition, (1994),
Edited by A Wade and PJ Weller

[32] Remington's Pharmaceutical Sciences, Mack Publishing Co.
(A. R. Gennaro edit. 1985)

[33] US 2016/0067188

[34] Handbook of Microbiological Media, Fourth Edition (2010)
Ronald Atlas, CRC Press.

[36] Strobel (2009) Methods Mol Biol. 581:247-061.

[37] Gennaro (2000) Remington: The Science and Practice of
Pharmacy. 20th edition, ISBN: 0683306472.

[38] Molecular Biology Techniques: An Intensive Laboratory
Course, (Ream et al., eds., 1998, Academic Press).

[*4] PCR (Introduction to Biotechniques Series), 2nd ed. (Newton
& Graham eds., 1997, Springer Verlag)

[45] Current Protocols in Molecular Biology (F.M. Ausubel et

al., eds., 1987) Supplement 30

[46] Smith & Waterman (1981) Adv. Appl. Math. 2: 482-489.
[47] Rockwell et al., (1972) J Natl Cancer Inst. 49:735-49,.
[48] Bertram and Janik (1980) Cancer Lett. 11:63-73.

[49] Darlington (1987) Meth Enzymol. 151:19-38.

[50] Principe d’éthique de 1’expérimentation animale, Directive
n°2010/63 CEE 22nd September 2010, Décrét n°2013-118 1st
February 2013.

[51] Guide for the Care and Use of Laboratory Animals: Eighth
Edition. The National Academies Press; 2011

[52] Simpson-Herren and Lloyd (1970) Cancer Chemother Rep.
54:143-74.

[53] Workman et al.xl (2010) Br. J. Cancer. 102:1555-77.



63

$OPMYJIA MBOEPETEHNA

1. Komniosuums, comepxamas BakTepnalibHEM T aMM s
IpUMeHeHudI B Tepanuu, T'Ie OaKTepMaJIbHBEM MTaMM:

a. uMeeT IocjenmoraTesJbHOCTE pPHK 16s, koTopas IO MeHbIEM
Mepe Ha 95% mIOeHTMUHa HocJeloBaTeJIbHOCTM SEQ ID NO: 2; wmiu

b. wuMeeT XpoMOCOMYy C TIIO MeHbme¥ Mepe 98% UIEHTUUHOCTLIO
nocjenoBaTeJgbHoCcTM SEQ ID NO: 3 1o MeHbBIIeM Mepe Ha YyuyacTKe,
cocraBagapmeM 90% mocJjemoBaTeJibHOCTM SEQ ID NO: 3; wmam

C. uMeeT ILJlasMMOy C IO MeHbllel Mepe 98% UOSHTUUHOCTLIO
nocyiemoBaTeJibHOCTM SEQ ID NO: 4 1o MeHbBIIeM Mepe Ha YyuacTkKe,
cocraBagapmeM 90% mocjemoBaTeJibHOCTM SEQ ID NO: 4; wnum

d. gABJAeTCHd IMOJOXMUTEJILHEM IJsS ¢(epMeHTaluM I[I0 MeHbIeM Mepe
omHOTO ™u3: L-apab®uHo3H, D-pubosw, D-KCUJIO3H, D-TajlakTo3H, D-
TJIIOKO3E, D-dpyKTO3H, D-MaHHO3H, N-alleTUJIIJIDKO3aMMHa, aMuUITOajvHa,
apbyTHHa, caJIMiMHa, D-11eJ1510610 3H, D-MaJib TO3HI, caxapo3sH, D-
TPerajio3k, I'eHTMOOMO3H, D-TaraTos3b M IJIOKOHaTa KaJlu4g;

U/ NI ABJISEeTCS IIPOMEeXYyTOUHEM IJIA O(epMeHTaLMM IO MeHbIeNl
Mepe OIHOTO M3: D-MaHHUTa, MeTUJI-o—D-TUIMKONMpaHO3uIa, D-JIaKTO3H,
KpaxMaJjia UM L-QyKO3H.

2. Kowmmosuuusa 1o ImI.l, Toe OakTepuaJbHHEM MITaMM I[IpeICcTaBJIgeT
cofoy OUMOTHUIIHHY mITaMM OaKTepuabHOTO mTaMMa, IJelIOHMPOBAHHHM 10
MHBEHTapHBEIM HOMepoM NCIMB 42488,

3. Kommosmuums 1o II.2, I'Ie mTaMM OMOTHUIIA MMeeT II0 MeHbIlen
Mepe 98% MIOEHTMUHOCTH IIOCJIEOOBATEJILHOCTM TeHOMy ©OaKTepMaJIbHOT'O
mTaMMa, OEeIOHMPOBAHHOT'O IIOH MHBeHTaApHEM HoMepoM NCIMB 42488 Ha
ydyacTKe, cocTaBJdmeM IO MeHblle Mepe 90% ero TIeHoMa W,
HeoOsaA3aTeJIbHO, MMeeT IocjiefoBaTeJibHOCTE pPHK 16s, koTopas IO
MeHbIIeV Mepe Ha 99, 5% mMIOeHTHMUHa NocjeloBaTeJibHoCcTM SEQ ID NO: 2.

4. KomMmosuumusas 1no 1.1, roe OaKTepMaJbHBM MTaMM MMeeT
nmocjienoBaTeJibHOCTE pHK 16s, npemcTaBieHHyK SEQ ID NO: 2.

5. KomMriozsunmsa 1o JoboMy U3 Ipe by I[IyHKTOB oJis
[IPVMMEeHEeHU TIPpY JIEUeHUM MM [IPOPMIIaKTUKE pakKa.

6. Kommosuumsa no Jmwodomy u3 5, I'Ie pak IOpencTarjsgeT coboun
paxk JerKux, pPpakK MOJIOUHOM XeJle3H, Ppak IIedeHM WIM pakK TOJICTOMN
KMIIKM .

7. Kowmmosuumsga o .5 wuiu 6, rope KOMIIO3MIMA ITIpeldHa3HadeHa
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0JI [IPMMEHeHMsa B CclIocofe YMeHBIeHMA pasMepa OIyXOJM, YyMeHbBIEeHWUA
pocTa Oy XOJIN, npenoTBpalleHN A MeTacTa3upOBaHUA VI
IpenoTBpalleHrsa aHIMoTeHesa.

8. Kowmmosmuma o JmoboMy M3 IOPEeOUeCcTBYRIMX I[IYHKTOB, IIOe
KOMIIO3ULMSA COOEPXUT eOUHCTBEHHHM OaKTepualJlbHHM mTaMM M He
COOEPXUT KaKOTO—-JMOO OpyIoro OaKTepMasJbHOT'O MTaMMa WM COOEPXUT
TOJILKO MMHMMAJIbHEIE (de minimis) WM OMOJIOTUUECKM HepeJleBaHTHHE
KOJIMUeCTBa IPpyTUx OaKTepuy MTaMMOB.

9. Kowmmosuuusa 1o JwoboMy M3 IIPedlleCTBYKRIMX IIYHKTOB, TIIOe
KOMIIO3ULUA nIpenHasHadeHa 0JId IepopallIbHOTO BBeIeHUS, roe
KOMIIO3ULU A COOEpPXUT OOVIH NI HEeCKOJIBKO bapMalleBTUUECKU
NpreMJIEMBIX HAIOJIHUTEeJIeV WM HOCUTeJel u/WiIu TIoe OaKTepraJlbHLI
mTaMM SABJISAETCH JIMOQUIIN3UPOBAHHEIM.,

10. Kowmmosuiusa 1o 0.1, oTIe OaKTepUalbHEM DITaMM CHocoBeH
YaCTUUYHO WMJIM IIOJIHOCTBI KOJIOHU3MPOBATE KUIIEUHUK .

11. Kowmmnozsuumsa II0 JoOOMy W3 NPedlleCTBYKIMX IIYHKTOB, IIOe
KOMIIOBUIIMA COOEPXUT OT TIpuMepHo 1x10¢ mo npubiamsmuresbHO 1x1011
KOE/T GakKTepraJIbHOTO MTaMMa 10 OTHOMEHMI K Macce KOMIO3WLNWN.

12, IumeBOV NPOOYKT WMJIM BaKUMHHaSA KOMIIO3MUMA, COIepXallasd
KOMIIO 3ULINIO 1o JIIO0oMy ns3 npenuecTBYRINX IIyHKTOB bopMy JIBL
n300peTeHna OJ4 I[IPMMEeHeHMI B COOTBETCTBMM C JIOOBEM I[IpeIbOyIVM
IIYHKTOM GOPMYyJIEl M300peTeHUd.

[Io mDOBepeHHOCTHU
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