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OIIMCAHHUE U30BPETEHHUSA
2420-563927RU/092
KOMBHUHHUPOBAHHASA TEPAIIUSA JJIAA JTEYHEHUSA NN TPOPUJIAKTUKHN PAKA

OBJIACTb TEXHUKU

JlaHHOe n300peTeHne OTHOCUTCS K 00nacTh KOMOWHUPOBAHHOHN Tepamuu AJs JICYSHUs
WM NpOQUIAKTUKY paka: KOMOMHALMKM KOMIIO3UIIMH, COAepsKaleil OakTepuasbHbII IITaAMM U
unrunourop CTLA-4, nnst neveHns win npouIakTHKU pakxa.

YPOBEHb TEXHUKHU

Cunraercs, 4YTO KHUIIEYHHMK 4YeJIOBEKa CTEPUJICH in utero, HO cpa3y MOCIe POXKACHUS
MIOJIBEPraeTCsl BO3ACHCTBUIO OOJBIIOTO KOJUYECTBA MATEPHUHCKUX MHUKPOOOB M MHKPOOOB
okpyskaromei cpenbl. [Tocne 3Toro HacTynaeT AMHAMUYECKUH epHoa MUKPOOHOH KOJIOHU3ALUH
U TIPEEMCTBEHHOCTH, Ha KOTOPBIN BIUSIIOT Takue (PaKTOPBI, KaK CIIOCO0 TOCTABKH, OKPY KAOLIasT
cpena, IueTa M FeHOTHIT X0351HA, BCE U3 KOTOPBIX BIMSIOT HA COCTAB KHIIEYHOH MHKPOOHOTBHI,
0COOEHHO B HAYaJbHBIA NEPUOJ KU3HHU. BIOCIENCTBHM MHKpPOOMOTa CTaOWIM3HPYETCs H
CTaHOBUTCS MOXOKEH Ha B3poCHyr []. MukpoOHoTa KHIIEYHHKA HEIOBEKa COINEPXKHUT Ooiee
500-1000 pa3nuyHbBIX (HUIOTUIIOB, OTHOCSIIMXCS B OCHOBHOM K JIBYM OCHOBHBIM THIIAM
Oakrepuii, Bacteroidetes u Firmicutes []. VYcnemHble CcUMOMOTHYECKHE OTHOLIEHUS,
BO3HHKAIOIINE B pe3yjbTare OaKTepHaJbHON KOJOHU3AIMHM KHIIEYHUKA YEJIOBEKa, NMPHUBENH K
IIUPOKOMY CIIEKTPY META0OJMUECKUX, CTPYKTYPHBIX, 3aAIIUTHBIX U JPYTUX MOJE3HBIX (PYHKIHUI.
YcunenHas merabonndeckass aKTMBHOCTb KOJIOHH3MPOBAHHOI'O KHIIEYHHKA TapaHTHUPYET, YTO
MHaye HeyCBaMBaeMble IMHINEBbIE KOMIIOHEHTBI Pa3jlaraloTCs C BBIACICHHEM MPOMEXYTOUHBIX-
NPOAYKTOB, O0ECTIEYNBAIOINX BAXKHBIH MCTOUYHUK IMHUTATENBHBIX BELIECTB IS XO3sMHA. TOYHO
TaKk >k€ MMMYHOJIOTHYECKOE 3HAY€HHE MHUKPOOMOTHl KHUIIEYHHKA XOpOLIO M3BECTHO U
WUTIOCTPUPYETCs Y Oe3MUKPOOHBIX JKUBOTHBIX C HAPYLIEHHONW MMMYHHOH CHCTEMOM, KOTOopas
(YHKLIMOHAJILHO BOCCTAHABIIMBAETCS TIOC/Ie BBEACHUS KOMMEHCAIbHBIX OakTepuii [-].

bbutM  3aperucTpupoBaHbl CUJIbHBIE HM3MEHEHUs] B KOMIIO3MLIMH MHKPOOHMOTBI MpH
JKEJTyJOYHO-KUIIEYHBIX PACCTPOMCTBAX, TAKMX KaK BOCMAJIHUTENIbHOE 3a00JIeBaHHE KUILICYHUKA
(B3K). Hanpumep, ypoau Oakrepuii kinacrepa XIVa Clostridium CHIWXXArOTCS y MAIlEHTOB C
B3K, B TO Bpems kak koimuectBo E. coli yBennynBaeTcs, 4To yKa3blBaeT Ha U3MEHEHHe Oalanca
CUMOMOHTOB W TATOOMOHTOB B KHINEYHUKE [v-vi]. HHTEpecHO, 4YTO 3TOT MHUKPOOHBIH
IUCcOaKTepHO3 TAKKe CBSA3AH ¢ AUCOATAHCOM B oy isiusix T-3(h(heKTOpHBIX KIETOK.

C y4eroM mOTEHUHAJIBHOTO TOJOXHUTEIBHOTO 3((dekra, KOTOPBIH HEKOTOPBIE
OakTepuanbHBIE IITAMMBl MOTYT OKAa3blBaTh Ha KHINEYHHUK >KUBOTHOTO, OBUIM TMPEAJIOKEHBI
Pa3NUYHBIE ITAMMBI JUJIs1 IPUMEHEHUs! [IPH JICYEHUN PA3IMYHBIX 3a00JeBaHMi (CM., HApuMep,
[vii-viii]). KpoMe Toro, HEKOTOpbIE IITaMMBbI, BKJIIOUas B OCHOBHOM InTammbl Lactobacillus u
Bifidobacterium, OblIH TIpENIIOKEHBI U1 TPUMEHEHHUS B JICUSHUU PA3JIMUHBIX BOCMIAJIHUTEIBHBIX
U ayTOMMMYHHBIX 3a00JI€BaHHH, KOTOPbIE HE CBS3aHbI HAPSMYIO C KMIIEYHHUKOM (CM. 0030pBI
[v] u [vi]). OnHako B3aWMOCBSI3b MEXKIY pPa3IMYHBIMU 3a00JEBAHUSAMH W Pa3JIUIHBIMU
ImTaMMaMy OaKTEPHi, a TAK)KE TOYHOE BIMSIHUE OTAEJbHBIX IITAMMOB OaKTepUil HA KMIIEYHUK U
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oxapakrepuzoBaHbl. Hanpumep, Hexotopsle Buabl Enterococcus Obuid BOBJIEUYEHBI B PAa3BHTHE
paka [vii]. B mpoTuBomonoxxHOCTE 3TOMY, mTaMMbl Oaktepuii Buna Enterococcus gallinarum
Tak>ke OBLIIM OMMCAHBI AJIs IPUMEHEHUS B JIeueHNH U npodunaxkTuke paxa [54].

U3-3a pazHooOpas3HON mpUPOIbl paka pa3padaThIBAIOTCS Pa3IMYHbIE CIIOCOOBI JEUEHUS
I JIeYeHHUs] pasHbIX Tpynn nauueHToB. OIHUM M3 METOAOB JIEUEHMs, KOTOPBIH OKazajcs
5 QPEeKTUBHBIM, SIBJISIETCSI HCIOJB30BAHUE WHTUOUTOPOB MMMYHHBIX KOHTPOJIBHBIX TOYEK
(MUKT). UMKT npencraBimsitor coOOH COeAMHEHHS, KOTOpble HHIMOMPYIOT CIOCOOHOCTB
PAKOBBIX KJIETOK MPEAOTBPALIATh ATAKY UMMYHHBIX KJIETOK XO35iMHA Ha pakoBbie kietku. MUKT
MOTYT OBITh, HAIPUMED, TEPATIEBTUYECKUMHU aHTUTENIAMH, KOTOpPbIe ObUTH pa3pabOTaHbl MPOTHB
B3aUMOJIEHCTBUS MEXIY TPAHCMEMOPAHHBIM PELeNTOPOM OeNika 3amporpaMUpOBAHHON ruOeH
kietok 1 (HaseBaembiM PDCDI, PD-1, PD1 wnmu CD279) u ero juranaom, nurasaom PD-1
(raseBaembiM PD-L1, PDLI1 nmu CD274).

XOTd Jle4YeHHe MalUeHTOB ¢ AuarHo3oM pak ¢ nomowpio MHUKT B ciyuae, korma oHO
3¢ (}eKTUBHO, MOXKET MPHUBECTH K JJIUTEIBHBIM U 3HAYUTENbHBIM KIMHUYECKUM > deKxTam, Bce
eIe CYI[ECTBYeT 3HAYHMTENbHBbIH MPOLEHT MALMEeHTOB, KOTOpPbIE HE OTBEYAIOT WJIHM TOJBKO
gactuyHO orBedaroT Ha jeueHne MUKT. Ilostomy B maHHOH OONACTH TEXHHMKH CYIIECTBYET
noTpeOHOCTh B HOBBIX M YJYULIEHHBIX CIMOCO0aX MPEAOTBPALICHUS W JICYCHUS paka U, B
YaCTHOCTH, B CIIOCO0axX, KOTOPbIE MOTYT YIy4IIuTh 3 ekt nedenns naruonropom CTLA-4.

CYIIHOCTD U3OBPETEHUA

Hacrosimee n3o0pereHne OTHOCUTCSA K HOBBIM KOMOWHUPOBAHHBIM CIIOCO0AaM JIEYEHUS U
npodunakTuku paka. B wacTHOCcTH, Hacrosiee H300peTeHHEe OTHOCUTCS K YIJIyUILIEHHBIM
TepanusiM, NPH KOTOPBIX IOCJIENOBATENbHOE W/ MM YaCTHYHO Tapajule]IbHOE BBEICHUE
OaxrepuanpHoro mramMma Buaa Enterococcus gallinarum u marun6buropa CTLA-4 mpusoaut k
6osnee >(h(eKTUBHOMY JICUEHHMIO paka, 4YeM JIeUYeHHe TOJbKO C TMOMOLIBK OaKTepUaTbHOTO
mtamma uian uaruoutopa CTLA-4.

Komnosuuuu, copepskamme OakTepuaibHbIA ImTaMM BHaa Enterococcus gallinarum
3¢ (eKTUBHBI B TEPAIUU B LIEJIOM, a TAKXKE JJIS JICUSHHsI HITH PO UIAKTUKH paka, B YaCTHOCTH,
KaK MPEICTABJICHO B JAaHHOM OIMHCAHUU HIoke U B [54]. Hacrosimee uzobpereHue, Kpome TOro,
YaCTUYHO OCHOBAHO HAa HEOXHJIAHHOM 3(QeKTe, NOCTHUIHYyTOM MpPH BBEIEHUU HHTHOUTOpA
CTLA-4 1 xoMIo3uLuy, coaep Kameii OakTepuanbHblii mramm Buga Enterococcus gallinarum.
TepmuHbl  «KOMOWHAILIUS  COTJIACHO  HACTOAIIEMY  H300pPETEHUIO»,  «TEpareBTUYeCKast
KOMOMHAIMS COTJIACHO HACTOSIEMY H300PETEHHIO» W «TEparneBTUYeCKass KOMOWHALMA», B
KOHTEKCTE HACTOSIIEro JOKYMEHTa, MOTYT HUCIOJb30BAThCS B3aUMO3aMEHSIEMO U OTHOCATCS K
TeparneBTHYECKONH KOMOMHAUMU: (a) KOMITO3UIUH, coaep:Kamel OakTepuaabHBIA IITAMM BHIA
Enterococcus gallinarum, u (b) uurmburop CTLA-4. Crnemyer mnoHUMAaTh, YTO TEPMHH
«KOMOWHALMS» B KOHTEKCTE TEPAIMEBTHUECKONH KOMOMHALIUN HE OTHOCHUTCS K KOMITOHEHTaM (a) U
(b) xomMOuHamMM, KOTOpBIE 00SA3aTENBHO HAXOAATCS B ONHOW M TOW K€ KOMIO3MLMWHU W/WJIH
BBOJATCS] OHOBpeMeHHO. COrjlacHO MpeArnouTUTENbHBIM BapuaHTaM ocyiuecTsieHus (a) u (b)
TEPareBTHUECKOH KOMOMHALIMK HAXOIATCS B OTAEIbHBIX KOMIIO3MLMAX. B cooTBercTBHU C
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COTJIACHO HACTOSIIEMY M300PETEHHUIO ISl IPUMEHEHUS B CrIOco0e JIeUeHHs WK MPOQUIAKTUKH
paka y cyOpekTa. B cOOTBETCTBMM ¢ HEKOTOPBIMH BapHaHTAMM OCYLIECTBJIEHHS B HACTOSINEM
TOKYMEHTE TPECTAaBJIEH CIIOCO0 JIEUeHUs] UM MPOPUIAKTUKU paka y cyObeKTa, BKIIOYAOIIUN
BBEJIEHHE CYOBEKTY TepaneBTHUECKOH KOMOMHAIIUN COTJIACHO HACTOSIIEMY H300pETEHHIO.

B cooTBeTCTBHM ¢ HEKOTOPBIMH BaAPHAHTAMH OCYLIECTBJICHHS, BBEACHUE OaKTepHaIbHOM
KOMITO3MLIMM B KOHTEKCTE TEpAIeBTUUECKOH KOMOMHALMM NPENOCTaBIsAeT BO3MOXHOCTD
JIEYCHUs] TMALMEHTOB C JMArHO30M pak, KOTOpPbIE€ HE OTBEYAJIM Ha JICYEHHE MM IOKa3aju
HEIOCTATOYHBIN OTBET HA JIeYeHHEe HMHTUOUTOPOM HMMYHHOH KOHTPOJBHOH TOYKH, KOTOPBIH
BBOIMWIM Oe3 OakTepuasbHON KOMIO3UIMH. B COOTBETCTBHHM C HEKOTOPHIMU BapHAHTAMH
OCYLIECTBJIEHUS] MALMEHTBl, KOTOPbIE HE OTBEYAIOT HA JIEYEHUE WM YAaCTUYHO OTBEYAIOT HA
neuenue MWKT, moryt ObiTh HauBHBIME 110 oTHOmEeHNIO kK UMKT (T.e., OHM paHee He moydaiu
neuenne MUKT), wim OHM MOTJM CTaTh MAlMEHTAMH, HE OTBETUBLINMH Ha JICUEHHE WU
YaCTUYHO OTBETUBIIHMMH Ha JieYeHHe rocie paHee ycnemHoro seeaenus MUKT.

He sxenast ObITb CBSI3aHHBIMH KakKOW-TMOO TEOpUEH WM MEXaHHU3MOM, 3TOT 3(ddext
MOXeT OBITb CBsI3aH C MOAYJSILMEH MEeAHaTOPOB, KOTOPBIE MOBBINAIT 3(PPEKTHBHOCTD
unruoutopa CTLA-4, Hampumep, yBeTUYEHHE KOJIMYECTBA WHQUIBTPUPYIOLINX OIYyXOJb
CD8'T-Kk/1eTOK WM yBeIMYEHHE COOTHOLIEHUs HHpUIbTpUpyromux onyxonb CD8" T-kneTok k
kyetkaM FoxP3+.

CorynacHO OZIHOMY acCNeKTy B HACTOSALIEM AOKYMEHTE IPEICTaBjeHa TepareBTUYECKas
KOMOMHAIMA [JIsI NPUMEHEHHs B CIIOCOO€ JIeYeHUs WM NPOPUIAKTHKH paka y CyOBeKTa,
IpUYeM YKa3aHHas TepaneBTUYeckast KOMOMHALUS CONEPIKUT:

(a) KOMITO3MLIMIO, COAepIKaIIyI0 OakTepuabHbIl mTamM Buaa Enterococcus gallinarum;

(b) uarudurop CTLA-4.

B cooTBeTcTBUU C HEKOTOPBIMHM BAPHUAHTAMM OCYLIECTBJICHUS, B HACTOSILEM JTOKYMEHTE
NpEeACTaBJICHAa KOMIIO3ULMS, COAeprkamasi OakTepuasibHbIi ImTaMM BHaa Enterococcus
gallinarum nnsi mpuUMeHeHUss B criocoOe JiedeHuss Wi NpOQUIAKTHKUA paka y cyObekTa, B
KOTOPOM YKa3aHHAasi KOMITO3HULIUS UCTIONb3yeTcss B koMOuHarmu ¢ uaruouropom CTLA-4.

B cooTBeTcTBUU C HEKOTOPHIMHU BapHaHTaMM OCYIIECTBIIEHUS, B HACTOSILEM TOKYMEHTE
NpEACTaBJICHA TepBasi KOMITO3ULMS, COAepskamas OakTepuanbHbId mTaMM Bupa Enterococcus
gallinarum st npUMeHeHNs1 B KOMOMHALIMK CO BTOPOI KOMITO3UIIMEH, cofep Kaiieii HHruOuTop
CTLA-4, nnsa npumMeHeHHs! B criocobe JieueHust Uik NpOoPUITaKTHKY paka y CyObeKTa, B KOTOPOM
HEeOoOsI3aTeNIbHO YKA3aHHYI0 MEPBYI0 KOMITO3UIMIO BBOAST JO IEPBOrO BBEACHUS YKa3aHHOU
BTOPOW KOMITO3ULIMH W/WMJIM TApajule]bHO C BBEACHHEM BTOPOH KOMIIO3WLUH, HEOOs3aTEeNbHO,
Korga CyOBEKT HE OTBEYaeT Ha IPEAIISCTBYIOINEE JIEYEHHE C HCIOJIb30BAHHEM TOJBKO
MHrUOUTOpPAa IMMYHHOH KOHTPOJBHON TOYKH.

B cootBercTBHM C APYrHMM acleKTOM B HACTOSIIIEM JOKYMEHTE INPENCTaBJIEH CIOCOO
JeUeHNUs UM MPOPUIAKTUKH paka y cyObekTa, HyKJAOIIErocsi B 3TOM (Tak)Ke Ha3bIBAEMBbII B
HACTOSLIEM JOKYMEHTE «CHocOo0 COMTacHO HACTOSIIEMY H300peTEeHUI0»), MpUYeM Crocod

BKJIFOUaeT: (a) BBeACHHE CYOBEKTY KOMITO3ULIUM, COIepKalieil OakTepuaibHBIA IITAMM BHUAA



Enterococcus gallinarum; u (b) BBenenue cyonexry naruduropa CTLA-4.

B cooTtBercTBHM C ApPYyruM acrekTOM B HACTOSIIIEM TOKYMEHTe Ha0op BKIIIOUaeT: (a)
KOMITO3UIIMIO, COAepKallyro OakTepuanbHbli mramMMm Buaa Enterococcus gallinarum; u (b)
KOMITO3UIHIO, conepskamyto naruoutop CTLA-4.

CornacHo HEKOTOPHIM BapUAaHTaM OCYILECTBIIEHHs, PaKk BHIOPAH M3 TPYIIIBL, COCTOSIIEH
U3. paka MOJIOUYHOM >KeJe3bl, paka JIETKUX, paka TOJCTONW KMIIKH, paka IO4YeK, paka INeueHH,
auMpoMbl (TakOi Kak HEXOMKKHHCKas JuMdoma), renatoMbl U HEHPOIHAOKPUHHOIO paxa.
CormacHo  HEKOTOPbIM  BapHaHTaM  OCYINECTBJIEHUS]  TEpaneBTHUeCKass  KOMOHMHALUs
npeAHa3HaYeHa Uil MPUMEHEHHs] B CIOco0e JieueHHsI WM NPOQIIIAKTHKH paka JIETKHUX, paka
MOJIOYHOH JKeJIe3bl, paka MOYeK, paKa NneueHH, JUM(OMBI, remaToOMbl, HEHPOIHIOKPUHHOTO paKa
WK paka ToJcToN KUIIKU. COrJIaCHO HEKOTOPBIM BapUaHTaM OCYINECTBJICHUS, paK BBIOpaH W3
TPYIIIBI, COCTOSIIIEH HM3. MEJIAaHOMBI, HEMEJKOKJIETOYHOH KapIMHOMBI JIETKHX, PaKka MOYEBOTO
Ny3bIpsI M paka rojiOBbI U IIeH. B ompeneneHHpIX BapHaHTax OCYLIECTBICHHS TEPAIleBTUYECKAs
KOMOWHALMS WM CIOCO0 COTJIACHO HACTOSINEMY HM300pPETeHHIO TMPEeIHAa3HAYeHbI IS
NPUMEHEHHUs] JUI1 YMEHbIIEHHsI pa3Mepa OIMyXOJd I MPEeNOTBPAIIECHUSI POCTa OMYXOJH IPH
neyennn paka. CorjiacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHUS TEPareBTHUECKas
KOMOWHALMS WM CIOCO0 COTJIACHO HACTOSIIIEMY H300PETeHHI0 MpPEeIHAa3HAYeHbI IS
NPUMEHEHHs 110 MEHbBIIEH Mepe B OZHOM U3 CIENYIOLIEro: YMEHBIIEHHE pa3Mepa OIyXOJIH,
YMEHBLIEHHE pOCTa OMyXOJH, NPENOTBpPAIIEHHE METACTA3MPOBAHUS WIM NPEAOTBPALICHNE
aHTUOTeHE3a.

CornmacHO HEKOTOPbIM  BapuUaHTaM  OCYLIECTBIEHHS TEPMUHBI  «KOMIIO3ULUSY,
«OakTepuanbHasi KOMITO3ULMS» U «KOMITO3UIMS COINIACHO HACTOSIEMY H300PETEHHIO» MOTYT
UCITIONBb30BAaTbCSl  B3aMMO3aMEHSIEMO U OTHOCATCS K KOMIIO3HMIMH, BKJKOYEHHOW B
TEpareBTUUECKYI0 KOMOMHALIMIO COIJIACHO HACTOSIIEMY H300pPeTeHHI0, KOTOpas BKIFOYAeT
OakrepuanpHblii mTamMMm Buzpa Enterococcus gallinarum. CorimacHO HEKOTOPHIM BapHaHTaM
OCYILIECTBIICHHsI, KOMIIO3MLIUS, conepkamas OakrepuaiabHbI wmTaMM Buaa Enterococcus
gallinarum He copep:kuT OaKTEepUU OT IPYTUX BUAOB HIIH COAEPIKAT TOJBKO MUHHUMAJIbHbBIE WU
OHMONOTNYeCKH HepeJIeBaHTHBIE KOMUUeCTBa OakTepuil u3 apyroro Buaa. CoriacHO HEKOTOPBIM
BapHaHTaM OCYILECTBJIEHHs, TECHO CBsi3aHHbIE TaMMbl Enterococcus gallinarum Takxe MOTyT
OBITH HCITOJNB30BAHBI KaK YaCThb TEPANEBTHUYECKOH KOMOWHAIMM, TaKWe KakK OakTepuasbHbIC
ITAMMBI, KOTOpPbIE UMEIOT TocienoBaTeabHOCTh 165 pPHK, koTopast mo menbieit mepe Ha 95%,
96%, 97%, 98%, 99%, 99.,5% wm 99,9% wunenarnuna nocnenosarenpHocTd 16s pPHK
6akrepuanpHoro mramma Enterococcus gallinarum. IIpennouturenbHo OakTepHaNbHBIN ITAMM
umeet nocnenoBareapbHocTh pPHK 16S, xoTopas nmo menbueln mepe Ha 95%, 96%, 97%, 98%,
99%, 99.5% wm 999% wupgentnuna SEQ ID NO:1 wumu 2. IlpennmodrurenbHO
nocienosatenbHOCTh uaeHTHdHa SEQ ID NO:2. [IpennoutnrensHO OakTepUaIbHBIN [ITAMM IS
NPUMEHEHUs] B TEPaNeBTUYECKON KOMOWHALIMK COTJIACHO HACTOSIIEMY H300PETEHHIO HMEEeT
nocnenosatenbHOoCcTh pPHK 16S, npeacrasiennyro SEQ ID NO: 2.

CoOTBETCTBEHHO, TepamneBTHYecKas KOMOWHAIMSA COTJIACHO HACTOSIIEMY H300pETEHHIO
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nocnenosarenbHocTh  16s pPHK, kotropas mno wMeHbwelr wmepe Ha 95% uIeHTUYHA
nocienosarenbHoct  16s pPHK  OaxrtepuanpHoro mramma Enterococcus —gallinarum,
HeoOs3aTenpHO SEQ ID NO: 2, nnst nmpuMeHeHus B criocoOe JieueHus Win NMpOoQUIAKTUKU paKa.
Enterococcus gallinarum B HeKOTOpBIX BapHaHTaxX OCYIIECTBIEHMs OAaKTEpUAbHBIM IITAMM B
KOMITO3MLMK He oTHocutcs K Enterococcus gallinarum, HO siBisieTcss OGIU3KOPOACTBEHHBIM
LITAMMOM .

B ompeneneHHpIX BapuaHTaX OCYLIECTBJICHHs KOMIIO3MLHUS COIJIACHO HACTOALIEMY
n300peTeHHIO MpeIHa3HaueHa JUIsl IEPOpabHOrO BBeneHus. [lepopaabHOoe BBEIEHHE LITAMMOB
COTJIACHO HACTOSALIEMY H300PETEHHIO MOXKET ObITh 3(P(EKTUBHBIM JJIsl JICUEHUs paka, B
YaCTHOCTH, KOTAA OHU BBOMSTCA KAaK 4YacTb TEPANeBTUYECKOH KOMOWHAIIMM COTJIACHO
HacrosimeMy u3zoOpereHnto. Kpome Toro, mepopanpHoe BBeneHHE yAOOHO Ui MALHEHTOB U
NPAKTUKYIOIUX Bpayei, U MO3BOJIIET OCYIIECTBIIATh JOCTABKY /MM YaCTUYHYIO HJIH MOJIHYIO
KOJIOHM3ALMIO0 KHUIIeYHUKAa. B COOTBETCTBUM C HEKOTOPBIMH BapHaHTaMM OCYILECTBIIEHMUS,
uaruourop CTLA-4, ucnonb3yemblii B KadeCTBE YACTH TEPANEBTUYECKOH KOMOHMHALIIH
COTJIACHO HACTOSIEMY H300PETEeHHUI0, BBOIST BHYTPHUBEHHO. COrIacHO HEKOTOPHIM BapHaHTaM
OCYIIECTBIIEHHsI Kakaasi OakrepuanbHas komno3uuus u uaruoutop CTLA-4 TepaneBTuyeckoit
KOMOMHAIIMM TPUCYTCTBYIOT B OTHENBbHOM KOMIIO3MIMH, KaXkgasi M3 KOTOPBIX, BO3MOXKHO,
CONEPKUT HOCUTENb W/WIN BCIOMOTATENbHOE BEIIECTBO, MNOAXOJsIee AN crocoda ero
BBEICHNUS. B HEKOTOpPBIX BapHaHTaX peaJH3alMM HACTOSINEro H300pETeHUs] KOMIO3HLHMSA IO
HACTOSIIEMY H300pPETEHUIO CONEPKUT OAHO WM Oonee (hapMaleBTUUECKH MPUEMIIEMBIX
BCIIOMOTaTeNbHBIX BEIIECTB WM HOcUTeNell. B ompeneneHHbIX BapuUaHTax OCYILECTBIICHMUS
unruoburop CTLA-4 HaxomauTcs B KOMIIO3MLIMM, COAep)kalled onuH wium  Oonee
(bapmMareBTHIECKH TPUEMIIEMbIX BCTIOMOTATEIbHbBIX BEIIECTB WIN HOCUTENEH.

B ompeneneHHbIX BapHaHTax OCYIUECTBJIEHUS OakTepuasbHas KOMIIO3HLHUS COTJIACHO
HACTOSIIEMY U300PETEHHUIO CONEPKUT OaKTepUAbHBIH ITAMM, KOTOPBIH ObLT THO(GUIN3UPOBAH.
JInopunuzauusi npeactaBiseT coOOH APQPEeKTUBHBIA U yAOOHBIA CMOCOO NPUTOTOBJICHUS
CTa0WJIbHBIX KOMIIO3MLIMH, TO3BOJSIIOIINE JOCTaBIsATh Oaktepun. COIMNIACHO HEKOTOPBIM
BapUAHTAM OCYINECTBJICHUS] OAaKTEpPHAJbHBIN INTAMM B KOMIIO3ULUU CIIOCOOEH YaCTUYHO WIIH
MOJIHOCTBIO KOJIOHU3UPOBATh KUIIEYHUK.

B onpeneneHHbIX BapUaHTaX OCYIIECTBJIEHHUs OaKTepUaIbHAS KOMITO3UIMS CONEPIKUTCS
B TMPOAYKTe THTaHUs. B onpemeneHHBIX BapHaHTaX OCYINECTBJICHUs OakTepHabHAs
KOMITO3ULIUS COAEPIKUTCSI B BaKL[MHE.

CorimacHo HEKOTOPHIM BAapUAHTAM OCYIIECTBJICHUs, OakTephaibHAs KOMIIO3HMLIUS
comep>kuT oauH mraMMm Enterococcus gallinarum. CorjnacHO HEKOTOPbIM — BapHaHTaM
OCYIIECTBIIEHHsI, OaKTepHabHasi KOMITO3ULIUS CONEPKUT OakTepuanbHblid mtamm Enterococcus
gallinarum B cocraBe MHUKpOOHOro KoHcopuuyma. llpeamoururensHo OakTepuanbHas
KOMIO3ULMs copepkutr mraMMm Enterococcus gallinarum, aenoHMpOBaHHBIN NOA HOMEPOM
noctyna NCIMB 42488.

CornacHo HEKOTOpPHIM BapuaHTaMm ocyuecteieHus, uaruourop CTLA-4 npexncrasmiser

coboii unmnmumymad. CornacHO HEKOTOpPhIM BapuaHTaM ocyuectsieHust uaruourop CTLA-4



BbIOpaH M3 IPYMIIbL, COCTOAIIEH U3: HMUIMMyMalda, Tpemennumymada, RebMab 600, AGEN1884,
RebMab 600, MK-1308 1 ux KOMOMHAIIUH.

CornmacHo HEKOTOPBIM BapHAHTAM OCYIIECTBJIEHUS Croco0a COMIACHO HACTOALIEMY
n300peTeHNI0  OaKTEepHAJbHYI0 KOMIIO3MLIUIO BBOAAT CYyOBEKTYy 1O TIEPBOrO BBEIEHHS
unruouropa CTLA-4 cyOpexTy. B COOTBETCTBUM ¢ HEKOTOPBIMU BaPHAHTAMHU OCYLIECTBJICHHS
crocoba COTIaCHO HACTOSIIEMY M300peTeHUI0 OaKTepHaJIbHYIO KOMITO3ULIUIO BBOIST CYOBEKTY
B T€YEHHE IO MEHbLIEH Mepe OAHOMW, BYX, TPEX WM YEThIpEX HeAelb JO NMEPBOrO BBEACHMUS
unruouropa CTLA-4. Cnenyer moHUMaTh, YTO B KOHTEKCTE CroOcoOa COTJIACHO HACTOSILIEMY
u3obperennto nepoe BBeneHue uHruoOuropa CTLA-4 OTHOCHUTCS K MEPBOMY BBEIECHHUIO Kak
YaCTH TEPANEeBTUYECKOH KOMOMHALIMH COTJIACHO HAcTosLeMy n3o0petenuto. [lepen BBeneHuem
TepareBTHYECKONH KOMOWHALIMK COTJIACHO HACTOSILIEMY H300pETEeHUI0 CyOBEeKTy MOKHO OBbLIO
BBonuTh uHruOuTop CTLA-4 0Oe3 mnpumeneHus: OaKTEPHATBHONH KOMIIO3UIIMH COTJIACHO
HacTosimeMy Hu300peTeHHI0 BO Bpemsi/mepen BBenenueM wuaruoOutopa CTLA-4. Cormacuo
HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHS MEXIY BBEICHHEM TEPaIeBTUYECKOH KOMOHMHALIUH
COTJIACHO HACTOSIIIEMY H300pPETeHHI0 U MPEIIIECTBYIOIINM BBEIEHHEM TOJBKO HHIHOUTOpPA
CTLA-4 wnu GakTepuasbHOW KOMITO3MLMHU MPOILIO 1O MEHbINEH Mepe OIHA, JBe, TPHU WIIH
YETBIPE HEACIIH.

CorimacHo HEKOTOPBIM BapHAHTAM OCYIIECTBJIEHUS Crocoda COTIACHO HACTOSALIEMY
N300pEeTeHNI0 OaKTEPUANBHYI0 KOMITO3ULIMIO BBOIAT CYOBEKTY IO MEHBINEH Mepe HacTHYHO
napamnensHo ¢ BBeneHueM uHruomropa CTLA-4 cyOwekry. B KOHTEKCTe BpeMeHHU BBEIEHHS
OaxrepuanpHOll koMno3uuuu U uHruoutopa CTLA-4, BBeneHue Mo MeHbIIEH Mepe YaCTUYHO
napajieNbHO, OTHOCUTCS K BBEACHUSAM, KOTOPbIE MOTYT MOJHOCTBIO TMEPEKPhIBATHCS (HAIIPUMeED,
BBeJleHHe OOOMX KOMIIOHEHTOB B Te4eHHe 12 MecsleB) WM YacTUYHO (Hampumep, BBEIEHHE
OJJHOTO KOMIIOHEHTa B TedeHue 12 MecsleB U BBEAECHHE BTOPOrO KOMIIOHEHTAa B TeUeHHE §
MECSLIEB, KOTOPbIE MOTYT IOJHOCTBIO WJIM YAaCTUYHO MEPEeKpbIBaTbCS C  12-MeCAYHbIM
nepuogom). Crieiyer NOHUMATh, YTO MapAJUICTIbHOE BBeEHHE 000MX KOMIIOHEHTOB HE O3HAYAET,
YT0 00a KOMITOHEHTa O0sI3aTEeJIbHO BBOIATCSl C HCIIOJNIb30BAHHEM OJHOTO M TOTO K€ PEeKUMa
JIO3UPOBaHUS. B COOTBETCTBUU C HEKOTOPHIMH BAPHAHTAMM OCYLIECTBJIEHHs CIIOCO0a COTJIAaCHO
HACTOSIIEMY H300pPETeHHI0 OaKTepUAbHYIO KOMIIO3HMIMIO BBOIST CYOBEKTY Mepern MepBbIM
BBeneHueM nHruoutopa CTLA-4 w/unu no MeHbIIel Mepe YaCTHYHO MapajlieJIbHO C BBEIEHUEM
unrnouropa CTLA-4 yka3zaHHOMy CyOBEKTy. B COOTBETCTBMM C HEKOTOPbIMH BapHAHTAMH
OCYIIECTBIIEHHsI OAKTEPHAIBHYIO KOMIIO3ULIUIO BBOIST CYOBEKTY IO MEHBLIEH Mepe 3a ONHY,
IBEe, TPU WM 4YeTbIpe Helenu N0 mepBoro BeemeHuss unrudOuropa CTLA-4 ¢ mocnemyromum
BBeICHHEM OakTepuaibHON kKommo3uimu U uHruonropa CTLA-4 mo mMeHbLIeH Mepe YaCTUYHO
NapajyieIbHO B TEUEHUE [0 MEHBLIEH Mepe BYX, YETBIPEX WM IIECTU HEAEIb.

CorimacHo HEKOTOPbIM BapUaHTaM OCYLIECTBIEHHs, OaKTE€pPHaJbHBIM INITaMM BHIA
Enterococcus gallinarum wu wuaruoburop CTLA-4 HaxomsTcss B OTHENBHBIX KOMITO3HIIHSIX,
NPEATIOUYTUTENbHO, TpUYeM OakTephasbHas KOMIIO3ULMSI COCTaBJE€HA Ui MEPOPATbHOTO
BBeneHus, B TO Bpemsi kak wuHruoburop CTLA-4 HaxomuTcsi B JIGKApCTBEHHOU (opme,

COCTaBJICHHOM JJIs1 BHYTPUBEHHOT'O BBEICHUSI.



CorjmacHo HEKOTOPBIM BapHUaHTaM OCYIUNECTBJICHUS TepaneBTUYecKas KOMOHMHALUS
COTJIACHO HACTOSIIEMY M300pETeHUI0 NMpEeAHa3HA4YeHA AJIS JICYeHUs WM NPOPUIAKTUKU PaKa y
cyObeKTa, KOTOpBIM HE OTBeYaJ] Ha NPEALIECTBYIOLIEE JIEUEeHHE C HCIOJIb30BAHHUEM OJIHOTO
UHruOUTOpa UMMYHHOM KOHTPOJIBHOM TOYKH. B KOHTEKCTE HACTOAIIErO TOKYMEHTa, CYOBEKT,
KOTOPBIH HE OTBEYAET HA JIEYCHHUE MHTUOUTOPOM MMMYHHOW KOHTPOJIBHOHM TOYKH, OTHOCUTCS K
CyOBeKTy, KOTOpBIH He OTBEYaeT Ha JieueHHue B cooTBeTcTBHU ¢ kputepussmMu RECIST (kpurepun
OLEHKH OTBETa COJNHIOHBIX Omyxoied) wimn B coorBercTBUM ¢ Kputepusimu irRECIST
(MIMMYHO3aBUCHMBbIE KPUTEPUH OLIEHKH OTBETA CONIUAHBIX OMyXOJIEH).

CorjacHo HEKOTOPBIM BapUAaHTAM OCYINECTBJICHUS TepaneBTHYECKas KOMOWHALUS
COTJIACHO HACTOSIIEMY H300PETeHUIO MPEeAHA3HAYCHA JJIS JICYSHUs WA NPOPUIAKTHKU paKa y
cyObekTa, B KOTOpoM ToJbKO MHrHOUTOp CTLA-4 mnu OakrepuaibHas KOMIO3HLUS HE MOTYT
obecrieunThb 3P PEeKTUBHOE JICUCHNE WIH NPOPIIIAKTHKY paka y cyobekTa. COrnacHO HEKOTOPBIM
BapHaHTaM OcCyllecTBlieHus 3((EeKTHBHOE JieUeHUE paka y CyObeKTa BKIJIIOYAET MO MEHBIIeH
Mepe OJHO W3 CIEAYIOINEro: yMEHbIIeHHE pa3Mepa OIyXOJH, YMEHBLIEHHE POCTa OMyXOJH
W/WIM TIPEAOTBPALICHHE METACTa3UPOBAHUS O TAKOW CTENEHH, KOTOpas MPHUBENET K IOJHOM
WJIA YaCTHYHOW PEMHUCCHHU Paka y CyOBeKTa.

CorimacHO HEKOTOPBIM BapUaHTaM OCYINECTBJICHUS TepaneBTHYECKass KOMOMHALUS
COTJIACHO HACTOSIIIEMY M300PETEHHIO CIIOCOOHA YMEHbIIATh pa3Mep OMyXOJH H/MIIM YMEHbINATh
POCT OMyXOJIH, WM NMPeNOTBPAIlaTh METACTA3UPOBAHNE, W/WIIN MPENOTBPAILATh AHTHOTEeHE3 B
Oonbiueii creneny, yem otaenbHo nHruonTop CTLA-4 unn OakTepuanbHasi KOMIO3HIUS.

B cooTrBercTBUM C HEKOTOPbIMH BapHaHTAMM OCYLIECTBJIECHHsS TepaneBTU4ecKas
KOMOMHAIMSA COIJIACHO HACTOSsIIEMY H300pETeHUI0 MpedHa3Ha4deHa M JIEYeHUs paka y
cyOBeKTa, Tak 4To y cyObekTa HaOJIoAaeTCs MOHAsl PEMUCCHUS paka, MPEAIOYTUTEIbHO B Oojee
KOPOTKHE CpPOKH, Ye€M IpU MNpPUMEHEHHH JedeHus otaenbHO uHruouropom CTLA-4 wmm
OaKkTepraTbHON KOMITO3ULIHEH.

Hacrosimmee n3o0peTeHne Takke OTHOCHUTCS K KOMITO3HLIMH, COAEpIKaieil MHrHOUTOp
CTLA-4, nnst npuMeHeHus: B crioco0e JIeYeHusl WId MPOPHUIAKTHKH paka y cyObeKTa, KOTOPOMY
paHee BBOOWIM KOMIIO3ULIMIO, COJIEPKAIly0 OakTepHaibHBIA INTaMM BHAa Enterococcus
gallinarum, npeANOYTUTENPHO IUTaMM, AENOHUPOBaHHBIM mox HomepoMm noctyna NCIMB
42488.

Hacrosimee m300pereHne  Takke OTHOCHUTCA K  KOMIIO3WLHMH, COAEpIKallen
OakrepuanpHBIi mTaMM BHzaa Enterococcus gallinarum, mnpenmnoyYTHTENBHO LITAMM,
JIeNOHUPOBaHHBIN o HoMepoM noctyna NCIMB 42488, nnst mpuMeHeHUs B criocobe JTeueHust
WM TpOPUIAKTUKUA paka y CyObeKTa, AMArHOCTHPOBAHHOTO KakK TPEOYIOIIMHA JIeUeHHs C
nomorneto naruoutopa CTLA-4.

KPATKOE OIITMCAHUE 'PA®UYECKHNX MATEPHAJIOB

Ha ¢ur. 1A: MpIyHAas MOZIETh paKa MOJIOUHOM XKeJe3bl - 00beM OMyXOJIH.

Ha ¢ur. 1B: Bepxuss nanenb: 30Ha Hekposa omyxoneir EMT6 (6e3 meuenus n=6,
Hocutenb n=6, MRx0518 n=8). HuwxHss maHenp: NMPOLEHT AENSAIUXCA KJIETOK B OMyXOJSIX

EMT6. P=0,019 (6e3 neuenuss n=4, oOiiee KOJIMYECTBO TOACUUTAHHBIX KJIeTOk=37201,



HOCUTENIb N=06, 0O0llee KOJUYECTBO IMOACUYMUTAHHBIX KIeTOK=04297, MRx0518 n=6, oOmee
KOJIMYECTBO IMOJACYMTAHHBIX KJIETOK=33539).

@ur. 1C: MpIIHasE MOJENb paka MOJIOYHOH >Kese3bl - MHQUIBTPUPYIOLINE HMMYHHBIE
kjeTku. TouedHble AMarpamMmbl IMPEACTABISAIOT KOJHYECTBO KIETOK PA3JIMYHBIX HWMMYHHBIX
MapKepOB OT OTAENbHBIX JKUBOTHBIX U3 KaKAOH IPYIIIIbI JIEUEHUS.

®ur. 1D: mbinuHAsS MOIeNb paka MOJIOYHOH Jkeje3bl - BbIpAOOTKAa IIMTOKMHOB B
ornyxoneBbIX Jn3arax. CTonOLbl MPEACTaBNAIOT CpenHee 3Ha4deHHWe mr/mi odmero Oenka B
KaKaou rpymme jedeHus. *p < 0,05 Mexnay rpynmamu ¢ HCIOJBb30BAHUEM OJHOCTOPOHHETO
ANOVA c¢ nocnenyromnm TeCTOM MHOXKECTBEHHbBIX cpaBHeHHH JlaHHeTTa.

@ur. 1E: MbimHas MOzeb paka MOJIOUHOM JKeJe3bl - BBIPa0OTKA [IUTOKUHOB B TIA3Me
kpoBu. CTOJOIBI MPEACTABIAIOT CPEAHee 3HAUEHUe NI/MJT JUIsl KaKAOH rpymmbl jJedeHus (+/-
CO0C).

@ur. 1F: THnosele u300pa’keHHs] KPUOCPE30B MOMAB3IOIIHONW KHIIKH W3 TPYIIIBI
HocuTessi, Mblnel, oopaboranHbix MRx0518 u CTLA-4, uMMyHOMEYEHHBIH AHTHTEJIAMH K
CD8oa (HmkHUE aHenn) U KoHTpokpameHHbii DAPI (BepxHue manenn).

@ur. 1G: rpadpuk KOJUUECTBEHHOTO OINpPENENICHUs] MOAMHOXKECTB HCCIEAOBAHUS Ha
JKUBOTHBIX ¢ Oosiee yem 3 CD8at+kieTkaMu Ha TOJiE, B3ATHIX M3 OOJACTH KPUITTHI TIOAB3IOIIHOM
KHIITKU MbInel, obpaboranHbix HocuTeneM, MRx0518 wimu CTLA-4.

@ur. 2: MBIIINHAS MOZEIb PaKa JIETKUX - 00bEM OMyXOJIH.

®ur. 3A: MbllIMHAsA MOZIEb paKa NIEYeHH - Macca MeUeHH.

@ur. 3B: MpirHAsS MOAENb paka MOYKH - 00BEM OIyXOJIH.

@ur. 4A: ypoBHH LIUTOKUHOB (NII/MJI) B HE3PENbIX ASHIPUTHBIX KJETKaxX (OTCYTCTBHUE
Oaxrepuii).

®ur. 4B: ypoBHM LMTOKMHOB (II/MJI) B He3peNbIX IEHAPUTHBIX KIETKaX MOCie
nobasnenust LPS.

@ur. 4C: ypoBHM UUTOKMHOB (II/MJ) B HE3pPEJbIX ACHAPUTHBIX KJIETKAaX IOCHe
nobasnenust MRX518.

@ur. 4D: ypoBHM UMUTOKMHOB (II/MJ) B HE3pPEJbIX ACHAPUTHBIX KJIETKAX IOCHe
nobasnenust MRX518 u LPS.

@ur. 5A: ypoBHU uuTOKHHOB B KiieTkax THP-1 (oTcyrcTBHe OakTepuii).

@ur. 5B: yposHu nurokuHoB B kierkax THP-1 mocie noGasnenus ocanka OakTepuid.

®@ur. 5C: ypoau nurokuHoB B kietkax THP-1 mocne nobasnennst MRX518 otnenpHO
i B komOuHamu ¢ LPS.

®ur. 6: rucTorpaMmMa, JeMOHCTPUPYIOMIAs TIPOLEHT mpoJudepupyromux kietok CD8+
nociie pasnudabix odpaborok (NCD - 6e3 knerounoro aenenusi, IRCD - onmHO kjeTodHOe
nenenue, 2RCD - nBa knetounsix aenenus, 3RCD - tpu kierousbsix aeneHusi, 4RCD - deTbipe
KJIETOYHBIX JIEJICHUS).

dur. 7A: cxemaTudeckoe TMpencTaBieHHe rpaduka JIEYeHUS Pa3UYHBIX TPYIIIL,
ucnonb3yembix B [Ipumepe 6, onucaHHOM B HACTOSIIIEM OIUCAHUU HIDKE.

@ur. 7B: cpenumii 00BEM ONYXOJIU Yy MbIIIEH C OMyXOJblOo, 0OpPa30BaHHON KJIETKaMHU



EMT-6. Mpbiuneii nubo He moanmaBainu JjedeHuro, jgudo obOpabareiBanmm Hocutenaem Y CFA
(Hocurenp), OGakrepusimu MRx518 B cpene YCFA (MRx518), anturenom k PD1 u cpenoit
YCFA (antu-PD1), anturenom k CTLA-4 u cpenoii YCFA (antu-CTLA-4), xomOunHaumein
MRx518 u antutena k PD1, win komOuHanueit MRx518 u anturena k CTLA-4.

OIIMCAHUME M30BPETEHUA

baxrepuanpHble IITAMMBbI

Komnosunuu coriaacHo HacTosIneMy H300peTeHHI0 cozmepkaT OaKTepHasbHBIA LITaMM
Buzaa Enterococcus gallinarum. [TpuMepsl AEMOHCTPHPYIOT, YTO TepANeBTUYECKash KOMOMHALIUS,
cozepakariasi 0aKTepUH STOrO BUAA, TIOJIE3HA AJIs JICYSHUS HITH PO(YUIAKTHKY paKa.

CorimacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHHS B HACTOSINEM JOKYMEHTE
NPEACTABICHA TEPaleBTUYEeCKass KOMOWHALMSA /Jisi NMPUMEHEHUS B CHOCOOe JICUEHUs WM
PO HIAKTHKHU paka y CyObeKTa, MPUUeM yKa3aHHAas TePareBTUIECKask KOMOMHALNS CONEPIKUT:

(a) KOMIO3HMLIUIO, ConeprKaInyo OakTepHaabHbIN mTaMM Buaa Enterococcus gallinarum;

(b) uarun6urop CTLA-4.

CornacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJIEHMs, KOMIIO3MLIMA, COAep:Kalas
OakTepHaNbHBIN IITAMM, KOTOPBII HMeeT rocnenoBareabHocTh 16s pPHK, koTopast mo MeHbei
mepe Ha 95% wupentmuna 16s pPHK mnocnenoBarenpHOCTH OakTepUaIbHOrO IITaMMa
Enterococcus gallinarum MoeT OBITh HCIIONB30BAHA B TEPANEBTUYECKONH KOMOWHAIMHU U
crioco0e COrNIaCHO HaCTOsIeMy H300peTeHH:0. B COOTBETCTBUHM C HEKOTOPBIMH BapHaHTaMU
OCYIIECTBIIEHHsI HACTOsIIee H300pETeHHe TaKKe OTHOCUTCS K KOMIIO3UIMHM, COnepsKaiei
OaxkTepHaNbHBIN IITAMM, KOTOPBIH UMeeT rocnenoBarenbHocTh 16s pPHK, koTopas mo mMeHbIeit
Mmepe Ha 95% unentuuna nocneaosareabHOCcTH SEQ ID NO: 2, niist npuMeHeHus B JISYeHUH WJTH
npopunaktuke paka B coueraHun ¢ wuHruoutopom CTLA-4. B HEKOTOpBIX BapHaHTax
OCYyLIEeCTBJIEHHsT OaKTepHalbHbIM IITAMM B KOMIIO3MIIMHM HE OTHOCUTCS K Enterococcus
gallinarum, HO mpencTaBisieT cO0O0 OIU3KOPOACTBEHHBIHN LITAMM.

B HekoTOpbIX BapuaHTax OCYIIECTBJIEHHS KOMIIO3HUIMS COTJIACHO HACTOALIEMY
U300pPETEHHIO CONEPKUT OaKTepUANbHBIA INTAMM, KOTOPBIH HMMEET MOCIeNOBATENbHOCTh 168
pPHK, koropast mo menbineit mepe Ha 95% wunmentuyna nocnenosarenbroctu SEQ ID NO: 2,
Harpumep, KOTOpBIH npeacTasisieT codolt Enterococcus gallinarum, u He conepKUT KakoH-1ud0
Apyroi OakTepuaNbHBIA poa. B HEKOTOPBIX BapHaHTaX OCYILIECTBICHHS KOMIO3HULIUS COTJIACHO
HACTOSIIEMY H300pPETEHHIO COAEPKUT OAWH OaKTepUANbHBIA INTAMM, KOTOPBIA HMMeEeT
nocnenosarenpbHocTh  16s pPHK, koropas mo wmenbwmelr wmepe Ha 95% umeHTUYHA
nocienosarenbHoctd SEQ ID NO: 2, Hanmpumep, KoTopblil ipeacrasisier codoii Enterococcus
gallinarum, ¥ He COIEPKUT KaKOH-THOO0 Ipyroit OaKkTepuaNbHbIA PO WIH BUA.

Enterococcus gallinarum obpa3yer KOKKOMIHBIE KJIETKH, B OOJbIIEH Mepe B mapax WiIu
KOpoTkux wemsx. OHa sBiseTCSs HENOJBMXKHOW, & KOJIOHMM Ha KpPOBSHOM arape WiH
MUTATEeJIbHOM arape SIBJISIOTCS KpymiibIMU M riagkumu. Enterococcus gallinarum npuBopsT B
KOHTaKT C aHTUCBIBOPOTKOH rpymmbl D mo Jlannedunpay. Tumosoi mramm Enterococcus
gallinarum  mpencraBisier  coboit  F87/276=PB21=ATCC 49573=CCUG 18658=CIP
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103013=JCM 8728=LMG 13129=NBRC 100675=NCIMB 702313 (panee NCDO 2313) =
NCTC 12359 [v]. Yuernsiit Homep B GenBank ans mocnenoBartenbHOocTH reHa 16S pPHK
Enterococcus gallinarum siBnsiercs AF039900 (packpsiTo B HacTositneM onucanuu kak SEQ ID
NO: 1). Tunosoii Enterococcus gallinarum mramMm onucas B [Xii].

baxrepust Enterococcus gallinarum, nenonupoBaHHas noj Homepom nocryna NCIMB
42488, Oblia HCIIBITAHA B IPUMEPaX U TAKXKe YIIOMHUHAETCS B HACTOSIIEM JOKYMEHTE KaK IITaMM
MRX518. Ccpumiku  Ha MRXS518 uw  MRx0518 wucnons3yroTcs  B3aHMO3aMEHSIEMO.
ITocnenosarensHocTs pPHK 16S nnsa uccnenyemoro mramma MRXS518 nmpusenena B SEQ 1D
NO:2. IIItamm MRXS518 Obul IEMOHUPOBAH MEKAYHAPOAHBIM JEMO3UTAPHBIM BEIOMCTBOM
NCIMB, Ltd. (Ferguson Building, Aberdeen, AB21 9YA, Illotnanaus) komnanueit 4D Pharma
Research Ltd. (Life Sciences Innovation Building, Aberdeen, AB25 2ZS, Ilotnangus) 16
Hos10pst 2015 1. kak «Enterococcus sp» u monyunn Homep nocryna NCIMB 42488.

I'enom mramma MRXS518 comepxxut xpomocomy u mnasmuay. IlocnenoBaTenbHOCTB
xpomocoMbl ans mramMa MRXS518 mpencrasnena B SEQ ID NO: 3 uz W02017/085520.
[nasmupnas nocnepoBarenbHOCTh Ayt mramma MRXS518 npencrasnena 8 SEQ ID NO: 4 u3
WO02017/085520. 3Tu mocnenoBaTeabHOCTH OBUIN TOJYYEHBI C MCIOJIb30BAHHEM ILIAT()OPMBI
PacBio RS II.

Oxupaercsi, 4Yro OakTepuaNbHbIE IOTAMMBI, TECHO CBSI3aHHBIE CO IITAMMOM,
NPOTECTUPOBAHHBIM B TpUMepax, Takxke OyayT d¢GQEeKTUBHBIMU U JICUEHHsS WM
npoQHUIAKTHKN paka B TEpANeBTHYECKOW KOMOMHAIIMU COTJIACHO HACTOsIIeMy n3oOpereHuro. B
HEKOTOPBIX BAapUAHTAaX OCYLIECTBIEHUs OaKTepHUaJbHBI INTAMM Ui TPUMEHEHHUs B
TeparneBTUYECKON KOMOUWHAINH COTJIACHO HaCTOsLIEMY N300pETEeHHIO uMeeT
nocnenosatenbHOCTh 16s pPHK, xoropast mo mensbiuelt mepe Ha 95%, 96%, 97%, 98%, 99%,
99,5% wmmu 99,9% wunentuyna nocnepoBarenbHocTH 16s pPHK OakrepmampHOro mramma
Enterococcus gallinarum. IlpeamouturensHO OakTepHaibHbIA ILITAMM ISl IPUMEHEHUS B
TeparneBTHYECKON KOMOUWHAINH COTJIaCHO HaCTOSALIEMY U300peTeHHIO uMeeT
nocnenoBateabHOoCcTh pPHK 16S, xoTopast mo menbiieit mepe Ha 95%, 96%, 97%, 98%, 99%,
99,5% v 99,9% wunentnuna SEQ ID NO:1 unu 2. IlpeanouTuTe pHO MOCIEN0BATEIbHOCTh
unentnuHa SEQ ID NO:2. IlpeanodrurenbHO OakTepUANbHBIA LITAMM JUI MPUMEHEHHs B
TeparneBTUYECKOI KOMOWHAINH COTJIaCHO HaCTOsALIEMY n300pETEeHHIO UMeeT
nocnenosatenbHOCTh pPHK 16S, npeacrasiaennyro SEQ ID NO: 2.

Osxkupaercsi, 9yTo OaKkTepHAIbHBIE LITAMMBI, KOTOpPbIE SIBJISIFOTCS OHMOTHUNAMH OaKTEpHH,
IETIOHNPOBAHHON 1O HOMepoM noctyna 42488, Taxke OyayT 3¢ (HeKTUBHBIMU IS JICYSHUS HITH
NpOQHUIAKTHKH paka B KOHTEKCTE TEPareBTUYECKOH KOMOHMHALMU COTJIACHO HACTOSIIEMY
n3o0perennio. buotun mnpencrasnser coOol OIM3KOPONCTBEHHBIM INTAMM, KOTOPBIH HMEET
TaKHe JK€ MIJIN OYEeHb MOX0XKHE (PU3NOJIOTHUECKUE U OMOXUMUYECKNE XaPAKTEPUCTHKH.

[IItaMMBI, KOTOpBIE SIBISIOTCA OMOTHINAMU OaKTEpUH, NENMOHUPOBAHHBIX IOJ YYETHBIM
HoMmepoM noctyna NCIMB 42488 u koTopble MOAXOAST AJil IPUMEHEHMsI B TE€PareBTUUYECKOM
KOMOMHAIIMM  HACTOSINEro  M300peTeHus, MOryT ObITb  HAEHTH(QUIUPOBAHBI  IyTEM

CEeKBEHHUPOBAHUS  APYTMX  HYKICOTUAHBIX  MOCJIEAOBaTeIbHOCTEH  1Isi  Oakrepuw,
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JeNOHUPOBaHHON noa HomepoM noctyna NCIMB 42488. Hanpumep, 1o CyuiecTBy BeCb T€HOM
MOKET OBbITh CEKBEHHpPOBAH, W INTAMM OHOTHINA [JiIi TPUMEHEHHUS B TEPareBTUYECKOU
KOMOWHAIIMU COTJIACHO HACTOALIEMY H300pETEHUI0 MOXKET UMETh 110 MeHblIeH mepe 95%, 96%,
97%, 98%, 99%, 99,5% unnmu 99,9% MAECHTUUHOCTH MOCAEAOBATENLHOCTEN MO MEHbLIEH Mepe
80% Bcero reHoma (Hampumep, o MeHble mepe Ha 85%, 90%, 95% wnu 99% wnu o Bcemy
reHoMy). Hampumep, B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUs IITaMM OWOTHIA HUMEET IO
MeHblIell mepe 98% HIEHTUYHOCTH IOCJIENOBAaTENbHOCTH IO MeHbluell mepe 98% cBoero
reHoMa WM 1o MeHbleld Mepe 99% WIeHTUYHOCTH MOoCcenoBaTeNbHOCTH 99% CBOEro reHoma.
Jlpyrue moaxonsIiue MOCIeNOBATENbHOCTH Ui MPUMEHEHHs MPH UASHTU(UKALUHN IITAMMOB
OouoTtumna MoryT BKtoYaTh hsp60 wiiu MOBTOPSIFOIIMECS MOCIENOBATEIbHOCTH, Takue kKak BOX,
ERIC, (GTG)s unu REP, wnu [v]. IITaMMbl OMOTHITA MOTYT UMETh MOCIENOBATEIbHOCTH C IO
MeHblier wmepe Ha 95%, 96%, 97%, 98%, 99%, 99.5% wumu 99,9% wuneHATHUHOU
NOCJIEIOBATENILHOCTH € COOTBETCTBYIOIIEH MOCIENOBATEIBHOCTBIO OaKTEPUH, NENOHUPOBAHHOM
nox HomepoM poctyna NCIMB 42488. B HEKOTOpPBhIX BapHaHTaX M300pETEHHs IITaMM OUOTHIIA
MOXKET UMETh MOCIEA0BATENBHOCTD C 10 MeHbleH Mepe 95%, 96%, 97%, 98%, 99%, 99,5% wnu
99,9% WOEHTUYHOCTH TOCIEAOBATENIBHOCTH C COOTBETCTBYIOIIEH TOCIEAOBATENIbHOCTHIO
mraMMa MRXS518, nenonuposanHoro xkak NCIMB 42488, u comepKuT MocienoBaTeNbHOCTD
pPHK 16S, xoropast mo meHbliel Mepe Ha 99% wuneHTH4YHa (HampuMmep, 10 MEHbILIEH Mepe Ha
99,5% wnn no mensiueit mepe Ha 99,9% unentuuna) SEQ ID NO:2. B HEKOTOpBIX BapUaHTax
n300peTeHus mTaMM OMOTUIIA MOXKET UMETh IMOCIIeOBATEIbHOCTh C M0 MeHbIueld mepe 95%,
96%, 97%, 98%, 99%, 99,5% wmm 99,9% UAEHTUYHOCTH IIOCJIENOBATEIILHOCTH C
COOTBETCTBYIOLIEH MocaenoBaTenbHOCThIO mTaMma MRXS518, nenonuposannoro kak NCIMB
42488, u umeet nocnenosarenbHocTh pPHK 16S SEQ ID NO:2.

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHsS OAKTEPUANbHBIN IITAMM AJSI IPUMEHEHUs B
TepaneBTUUECKOH KOMOMHAIIMU COTJIACHO HACTOSINEMY H300pPETEHHI0 HMEeT XPOMOCOMY C
nocyenoBaTebHOCThIO, uaeHTHdHON SEQ ID NO:3 uz W02017/085520. B nmpeanouTuTebHbIX
BAPHUAHTAX OCYLIECTBJICHHUs] OaKTePHAJbHBIN INTAMM JUIs MPUMEHEHHUs] B TEpareBTUYECKON
KOMOMHAIIMM COTJIACHO HACTOSIIIEMY HU300PETEHUI0 UMEET XPOMOCOMY C MOCIIEOBATEIbHOCTHIO
no MeHbine mepe Ha 90% wuneHTUYHOU (HampuMmep, Mo MeHbined mepe Ha 92%, 94%, 95%,
96%, 97%, 98%, 99% wnmu 100% wuOEHTHYHON NOCIENOBATENBHOCTBIO) TOCIEAOBATEIEHOCTH
SEQ ID NO:3 u3 W02017/085520 no Bcem MeHbluel Mepe 60% (Hampumep, 10 MeHbIIEH Mepe
65%, 70%, 75%, 80%, 85%, 95%, 96%, 97%, 98%, 99% wum 100%) SEQ ID NO:3 us
W02017/085520. Hanpumep, OakTepHadbHBIA INTAMM JJisi TPUMEHEHUS B TEPareBTHUECKOH
KOMOMHAIIMM  COTJIACHO  HACTOALIEMY  H300PETEeHHI0O MOXKET HMETbh XPOMOCOMY C
MOCJIEIOBATEIPHOCTBIO 10 MeHbIeH mMepe Ha 90% uaenTuuHON mocnenosarenbHocTu SEQ ID
NO:3 w3z WO02017/085520 mo Bcem 70% mocnegoBarenbHocTn SEQ ID NO:3 wu3
WO02017/085520, unu no meHpliet Mmepe Ha 90% wuneHTuuHON mocnenosatenbHocT SEQ ID
NO:3 w3 WO02017/085520 mo Bcem 80% mocnegoBarenbHocTt SEQ ID NO:3 wu3
WO02017/085520, unu no meHbliet Mmepe Ha 90% wuneHTuuHON nocnenosatenbHocTu SEQ ID
NO:3 w3z WO02017/085520 mo Bcem 90% mnocnegoBarenbHocTt SEQ ID NO:3 wu3
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WO02017/085520, unu no menblieit mepe Ha 90% unenTuuHON nocnenosatenbHocTu SEQ ID
NO:3 uz WO02017/085520 mo Bcem 100% mnocnenoBarenbHoct SEQ ID NO:3 wu3
WO02017/085520, unu no meHbliel Mepe Ha 95% unentuuHol nocnaegosatenbHocTu SEQ ID
NO:3 w3z WO02017/085520 mo Bcem 70% mnocnegoBatenpHocTt SEQ ID NO:3 wu3
WO02017/085520, wnu no MeHblie mepe Ha 95% wunenTuuHoil nocnenosarenbHocTH SEQ 1D
NO:3 uz WO02017/085520 mo Bcem 80% mnocnenoBatenbHocT SEQ ID NO:3 wu3
WO02017/085520, unu no meHblie mepe Ha 95% wuaeHTuuHON nocneposarenbHocTH SEQ ID
NO:3 w3z WO02017/085520 mo Bcem 90% mocaenoBatenbHocTn SEQ ID NO:3 wu3
WO02017/085520, unu nmo meHblnen mepe Ha 95% wmnentuuHol nocnegosatenbHocT SEQ ID
NO:3 u3z WO02017/085520 mo Bcem 100% mnocnenoBarenbHocTd SEQ ID NO:3 wu3
WO02017/085520, unu nmo meHbinet mepe Ha 98% wmnenTuuHol nocnenosatenbHocTH SEQ ID
NO:3 w3z WO02017/085520 mo Bcem 70% mocnenoBarenbHoctt SEQ ID NO:3 u3
WO02017/085520, unu nmo meHbiuet mepe Ha 98% wunenTuuHON mocnegosatenbHOoCcTH SEQ ID
NO:3 w3z WO02017/085520 mo Bcem 80% mocaenoBarenbHocTn SEQ ID NO:3 u3
WO02017/085520, unu no meHbiuet mepe Ha 98% wmaenTuuHON mocnenosatenbHocTH SEQ ID
NO:3 w3 WO02017/085520 mo Bcem 90% mocnenoBarenbHocTn SEQ ID NO:3 u3
WO02017/085520, unu nmo MmeHbluet mepe Ha 98% wunenTuuHON mocnegosatenbHocTH SEQ ID
NO:3 w3 WO02017/085520 mo Bcem 95% mocnepgoBarenbHocTn SEQ ID NO:3 wu3
WO02017/085520, unu no MmeHbliet mepe Ha 98% wuneHTuuHON mocnenosatenbHocT SEQ ID
NO:3 uz WO02017/085520 mo Bcem 100% mnocnemoBarenbHocT SEQ ID NO:3 wu3
WO02017/085520, unu no meHbluel Mmepe Ha 99,5% unentuunoit nocnenosarenbHoctu SEQ ID
NO:3 w3z WO02017/085520 mo Bcem 90% mnocnegoBarenbHocTt SEQ ID NO:3 wu3
WO02017/085520, unu no meHbluel Mmepe Ha 99,5% unentuunoit nocnenosarenbHoctu SEQ ID
NO:3 uz WO02017/085520 mo Bcem 95% mnocnenoBatenbHocT SEQ ID NO:3 wu3
WO02017/085520, wnu no menbiueii Mepe Ha 99,5% unentuyHoii nocnenosarenbHoct SEQ 1D
NO:3 w3z WO02017/085520 mo Bcem 98% mocaenoBatensbHocTn SEQ ID NO:3 wu3
WO02017/085520, wnu no menbiued Mepe Ha 99,5% unenrnunoi nocnenosarensHoctu SEQ ID
NO:3 u3z WO02017/085520 mo Bcem 100% mnocnenoBarenbHocTd SEQ ID NO:3 wu3
W02017/085520.

B ompeneneHHbIX BapuaHTaxX OCYIIECTBJICHHs OAKTePHANbHBIN [ITAMM JJIsl IPUMEHEHHSI
B TEpaNeBTHUECKOH KOMOWHAIIMKM COTJIACHO HACTOSIIEMY H300pPETEHUIO HMEeT IIa3MUAY C
MOCJIEA0BATEILHOCTHIO, HAeHTHYHOH nocnenoBarenbHOCTH SEQ ID NO: 4 u3 W0O2017/085520.
B mpeanouTuTeNbHBIX BapUAHTAX OCYIIECTBIICHUS OAKTEPHUATbHBIA IITAMM ISl IPUMEHEHUS B
TepareBTHUECKONH KOMOHMHALIMKM COTJIACHO HACTOSAMIEMY HM300PETEHUI0 HMEeT IUTa3MHUAY C
NOCJIEIOBATEIbHOCTBIO 10 MeHbImeld Mepe Ha 90%  wuneHTHUHOW  (Hampumep, ¢
MOCJIEIOBATEIbHOCTRIO 10 MeHbIel Mepe Ha 92%, 94%, 95%, 96%, 97%, 98%, 99% wunu 100%
uneHTHuHoM) nocnenosatensHocTd SEQ ID NO: 4 nz W0O2017/085520 no BceM no MeHbInei
mepe Ha 60% (Hanmpumep, Mo MeHbIneH mMepe Ha 65%, 70%, 75%, 80%, 85%, 95%, 96%, 97%,
98%, 99% nmu 100%) nocnenosarensHoctu SEQ ID NO: 4 uz W0O2017/085520. Hanpumep,

OaxkTepuanpHBI IITAMM Ui TIPUMEHEHUS B TEPaneBTUYEeCKOH KOMOMHALMM COTJIACHO
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HACTOSLIEMY N300PETEHUIO MOKET UMETh TUIA3MHIY C MOCIEIOBATEIbHOCTHIO [0 MEHbINEH Mepe
Ha 90% wupentuunoit SEQ ID NO:4 uz W0O2017/085520 nmo Bcem 70% mocnenoBaTeIbHOCTH
SEQ ID NO:4 uz W02017/085520, unu ¢ mocienoBaTeIbHOCTbIO MO MeHbluel mepe Ha 90%
upeHTudHOM mocnenoBarenpbHocTH SEQ ID NO:4 uz W02017/085520 mo Bcem 80%
nocnenosarenbHOCTH SEQ ID NO:4 3z WO02017/085520, win no menblneit mepe Ha 90%
uneHTnuHoM mocnenoBarenbHocT SEQ ID NO:4 w3z W02017/085520 mo Bcem 90%
nocienosatenbHoctd SEQ ID NO:4 uz W02017/085520, unu no meHbinedd mepe Ha 90%
upenTuuHor mnocaenoBateabHocTH SEQ ID NO:4 uz W02017/085520 mo Bcem 100%
nocnenosatenbHocTd SEQ ID NO:4 uz WO02017/085520, wnu no MeHblneil mepe Ha 95%
upenTuuHor mnociaenosatenbHocTH SEQ ID NO:4 u3z WO02017/085520 mo Bcem 70%
nocnenosatenbHocTd SEQ ID NO:4 uz WO02017/085520, unu no MeHblieii mepe Ha 95%
upeHTuuHor mnocnenoBatenbHocTH SEQ ID NO:4 u3z WO02017/085520 mo Bcem 80%
nocnenoBatenbHocTd SEQ ID NO:4 uz WO02017/085520, unu no meHblieil mepe Ha 95%
upeHTuuHor mnociuenoBatenbHocTH SEQ ID NO:4 wu3z WO02017/085520 mo Bcem 90%
nocnenosatenbHocTd SEQ ID NO:4 uz WO02017/085520, unu no meHblieil mepe Ha 95%
ugeHTUdHOM mocaenoBateabHocTd SEQ ID NO:4 u3z WO02017/085520 mo Bcem 100%
nocnenosatenbHocTd SEQ ID NO:4 uz WO02017/085520, unu no meHblieil mepe Ha 98%
upeHTudHor mnocienoBatenbHocTH SEQ ID NO:4 u3z WO02017/085520 mo Bcem 70%
nocnenosatenbHocTd SEQ ID NO:4 uz WO02017/085520, unu no meHblieil mepe Ha 98%
upeHTuuHoM mnocinenoBatenpbHocTH SEQ ID NO:4 w3 WO02017/085520 mo Bcem 80%
nocnenosatenbHocTd SEQ ID NO:4 uz WO02017/085520, unu no menblieil mepe Ha 98%
upeHTudHoM mnocnenoBarenpbHocTH SEQ ID NO:4 u3 WO02017/085520 mo Bcem 90%
nociaenosarenbHoctd SEQ ID NO:4 uz WO2017/085520, unu no mMeHbineir mepe Ha 98%
uneHTnuHoM mnocnenoBatenbHocT SEQ ID NO:4 w3z W02017/085520 mo Bcem 95%
nocienosarenbHoctd SEQ ID NO:4 uz WO2017/085520, unu no mMeHbinedt mepe Ha 98%
upeHTuuHou mocaenoBateabHocTd SEQ ID NO:4 uz W02017/085520 mo Bcem 100%
nocienoBateapbHocTH SEQ ID NO:4 uz W02017/085520, unu mo Menbluelr mepe Ha 99,5%
upeHTuuHOM mnocnenoBatenbHocTH SEQ ID NO:4 wu3z WO02017/085520 mo Bcem 90%
nocnenoBateapHocTH SEQ ID NO:4 uz W02017/085520, unu mo mMenbluelr mepe Ha 99,5%
upeHTuuHoM mnociaenoBatenbHocTH SEQ ID NO:4 u3z WO02017/085520 mo Bcem 95%
nocnenoBarenpbHocTH SEQ ID NO:4 uz W02017/085520, unu no mMenbluelr mepe Ha 99,5%
uneHTndHOW mocnenoBatenbHocTd SEQ ID NO:4 w3z WO02017/085520 mo Bcem 98%
nocnenoatenpbHocTH SEQ ID NO:4 uz W02017/085520, unu no Menbluelr mepe Ha 99,5%
uneHTnaHon mocnenoBatenbHoctTn SEQ ID NO:4 w3 WO02017/085520 mo Bcem 100%
nociienoparenbHocTH SEQ ID NO:4 u3 W0O2017/085520.

B HEKOTOPBIX BapHUaHTaX OCYHICCTBICHUA 6aKTepI/IaJ'IbeII\/'I mTaMM JJisd [IPUMECHCHUS B

(¢]

TEepaNeBTHUECKONH KOMOWHALMK COTJIACHO HACTOSIIEMY H300PETEHHI0 HMEET XPOMOCOMY
nocnenoBaTeabHOCThIO, HAeHTHUHOW SEQ ID NO:3 u3z WO02017/085520 u mnasmuny c
nocienoBaTebHOCTRIO, naeHTHIHOH SEQ ID NO:4 u3 W02017/085520.

B HEKOTOPBIX BapHUAHTAX OCYHICCTBJIICHUA 6aKTepHaﬂbeIﬁ mTaMM JJis1 [IPUMEHCHUS B
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TeparneBTHYECKONH KOMOMHALMU MO M300PETEHUI0 MOXKET UMETh XPOMOCOMY C HIEHTHYHOCTHIO
nocnenosareabHocTH ¢ SEQ ID NO:3 uz W02017/085520, nanpumep, Kak OMUCAHO BbIIIE, U
nocnenosatenbHOCTE pPHK 16S ¢ nmaeHTHUHOCTBIO TOChenoBaTebHOCTH ¢ Jiroboit m3 SEQ ID
NO:1 unu 2, Hanpumep, Kak ONUCAHO BbIlIe, MPEATIOYTUTENBHO C nociaeaoBaTenbHOCThi0 pPHK
16S, xotopast mo menblieit mepe Ha 99% unentuuna SEQ ID NO: 2, 6onee npenmnodruTeasHo,
KoTopas conepkut nocnenosatensHocTh pPHK 16S SEQ ID NO:2, u Heo0s3aTeIbHO COAEPIKUT
MJIa3MHUIy ¢ UACHTHYHOCThIO mocienosarenbHocTd ¢ SEQ ID NO:4 uz W0O2017/085520, kax
OTUCAHO BBILIE.

B HekOTOpBIX BapuaHTAaX OCYIIECTBJIEHHs OaKTEPHANIbHBIM IITAMM JJIsi TIPUMEHEHUS B
TEPANeBTHUECKOH KOMOHMHAILMKM COTJIACHO HACTOSIIEMY H300PETEHHI0 HUMEET XPOMOCOMY C
MOCJIEA0BATEIbHOCTBIO, UIeHTHYHOU nocnienoBarenbHOCTH SEQ ID NO:3 uz W02017/085520,
HaIpuMep, KaK OMUCAHO BbIIIE, H HEOOSI3aTEIbHO COACPIKHUT TUIA3MUAY C MOCIEN0BATEIbHOCTBIO,
uneHTndHOU nocnenosarenbHOCTH SEQ ID NO: 4 u3 W02017/085520, kak ONMUCaHO BbIIIE, W
3¢ deKkTUBEH ISt IeUeHNs WIH NPOPHIAKTUKU Paka.

B HeKOTOpBIX BapHaHTAaX OCYIIECTBJICHUsS OAKTEPHAJBHBIA IITAMM IS IPUMEHEHHS B
TEPaNeBTHUECKOH KOMOHMHAILMHM COTJIACHO HACTOSIIEMY H300PETEeHHI0 HUMEET XPOMOCOMY C
UAEHTUYHOCTBIO TocnenosaTeabHocTH ¢ SEQ ID NO:3 uz W02017/085520, nanpumep, Kax
OMMCaHo Bbille, U nociuenosaTeabHOCTs pPHK 16S ¢ MAEeHTHYHOCTBIO MOCIEAOBATEIBHOCTHU C
060t u3 SEQ ID NO: 1 unu 2, HanmpuMep, Kak OMUCAHO BBILIE, W HEOOSI3aTEIbHO CONEPIKUT
MJIa3MUAy ¢ UAEHTHYHOCTHIO mocienosaresbHocTH ¢ SEQ ID NO:4 uz W0O2017/085520, kax
OTIMCAHO BBIIIE, U SBJISIETCs 3P PEKTUBHBIM IS JIedeHUsT U TPOPUIAKTUKHY PaKa.

B HeKOTOpBIX BapHaHTaX OCYLIECTBICHUsS OAKTEPHAJbHBIA INTAMM i IPUMEHEHUS B
TepareBTHYECKON KOMOMHALH COI'JIACHO HACTOSIIEMY U300pEeTeHUIO UMeeT
nocnenosatenbHOCTh 16s pPHK, koropas mo menbwiedi mepe Ha 99%, 99,5% wumum 99,9%
uneHTnuHa nocnenosatenbHoctu 16s pPHK, npencrasnennoit SEQ ID NO: 2 (Hanpumep,
KOTOpasi comepkuT mnocienoBarenbHocth 16S pPHK SEQ ID NO: 2) u xpoMocoMmy ¢
MOCJIEIOBATEIbHOCTHIO, UACHTUYHON MO MeHblel Mepe Ha 95% mocnenosarensHocTu SEQ ID
NO: 3 uz W02017/085520 no Bcem no menbineit mepe 90% mnocnenosarensHoctr SEQ ID NO:
3 w3 WO02017/085520, u HeoOs3aTENbHO COAEPIKUT IUIA3MUAY C TOCIEeN0BATEbHOCTHIO,
uneHTndHOU nocnenosarenbHOCTH SEQ ID NO: 4 u3 W02017/085520, kak omucaHO BbIIIE, U
KOTOPBIH 3 (PEKTUBEH IS JICUSHUST WIH PO MITAKTHUKHU paka.

B HeKOTOpBIX BapHaHTAaX OCYIIECTBJICHUs OAKTEPHANBHBIA IITAMM s IPUMEHEHHS B
TepareBTHYECKON KOMOWHAINH COTJIACHO HACTOSIILEMY n300peTEeHHIO uMeeT
nocnenoBarenbHocTh 165 pPHK, xotopas mo menbiiedr mepe Ha 99%, 99,5% wmm 99.9%
uneHTnuHa nocnenosarenpHoctu 16s pPHK, mpencrasnennoit SEQ ID NO: 2 (Hampumep,
KOoTOpasi comepkuT mnocienoBarenbHocth 16S pPHK SEQ ID NO: 2) m xpoMocomy C
NOCJIEIOBATENIbHOCTBIO, HAGHTHYHOW 1o MeHbineld Mepe Ha 98%  (Hampumep, ¢
NOCJIEIOBATENbHOCTEIO [0 MeHbIle Mepe Ha 99% unum no MeHbliedl mepe Ha 99.5%
uneHtudHoi) nocnenosarenbHOCTH SEQ ID NO: 3 u3 W02017/085520 mo BcemM no MeHbLiek

mepe 98% (mampumep, mno Menbuieli Mepe 99% wim no wmesbwed wmepe 99,5%)
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nocnenosarenbHocTH SEQ ID NO: 3 w3 WO02017/085520 u, HeoOs3aTeNbHO, COHEPIKUT
MJIa3MHUIY C TMOCIEA0BATENbHOCTBIO, HUAEHTUYHOU mnocnenoBarenbHocTd SEQ ID NO: 4 wu3
WO02017/085520, kak oOmUCaHO BbIE, U KOTOPBIH O(GPEeKTUBEH AN JIEUSHHs WIN
npoQUIAKTHKH paKa.

B HexoTOpbIX BapuaHTaX OCYINECTBJIEHUs OaKTEepPHUaJbHbIN IITAMM JUIsI NPUMEHEHUS B
TepaneBTUUECKOH KOMOHMHAILMM COTJIACHO HACTOSIIEMY H300pPETeHUI0 TNpeacTaBisieT coOoit
Enterococcus gallinarum u umeer nocienosarensHocTs 16s pPHK, xoropast mo menblueil Mepe
Ha 99%, 99,5% wunu 99,9% unentuuna nocnenosarensHocTu 16s pPHK, npencrasnennoit SEQ
ID NO: 2 (nanmpumep, koTopasi conep:xkut nocienoarenbHoctb 16S pPHK SEQ ID NO: 2) u
XPOMOCOMY € TOCJIEOBATENIbHOCTBIO, UIEHTHYHONW N0 MeHblIed Mepe Ha 98% (Hampumep, ¢
MIOCJIEIOBATENIbHOCTEIO 0 MeHbInel Mepe Ha 99% wunum no MeHbliedt mepe Ha 99,5%
uneHTHuHOM) nocnenosatenpHocTd SEQ ID NO: 3 n3z W02017/085520 no BceM no MeHbIneH
mepe 98% (Hampumep, 1o MeHbmed wMepe 99% wnm no wmeHbmed wmepe 99,5%)
nocnenosarenbHocTH SEQ ID NO: 3 w3 W02017/085520 u, HeoOs3aTeNbHO, COHEPIKUT
MJIa3MUy C TOCIEAOBATENbHOCTBIO, UACHTUYHOUN mnocnenoBareabHocTd SEQ ID NO: 4 wu3
WO02017/085520, kak OMUCAaHO BbIE, U KOTOPBIH O(GPEeKTUBEH AN JIEUSHHs WIN
NpOQHIAKTHKH paKa.

ANBTEPHATUBHO, IITAMMBI, KOTOPBIE SBJSIFOTCS OMOTHIIAMHU OaKTepUH, AETTOHUPOBAHHON
nox HomepoM gocryna NCIMB 42488 u koTopple NOAXOAST AJsd NPUMEHEHUS B
TEPANeBTHUECKOM KOMOMHALIMM  COTJIACHO  HACTOSIIEMY M300pETeHHIO, MOTyT OBITh
UICHTU(QHUIUPOBAHBI C HCIONb30BaHneM HoMmepa poctyna NCIMB 42488, ananuza penosura u
pPeCTpUKUMOHHBIX (parmMeHToB Wwmm anamusa [I[P, nHanmpumep, ¢ uUCHOIB30BAaHUEM
¢bayopecuenTHoro mnonumoppusmMa mHHbL aMmiutuunupoBaHHbx ¢pparmeHToB (FAFLP) wu
reHoMHbIX (uHrepnpuHToB ¢ 1P nmosropsromuxcs nmaauHAPOMHBIX 3yeMeHTOB (Rep-IILIP),
wii npodunupoBaHus Oenka, WIM YaCTUYHOro cekBeHupoBaHus 16S wmu 23s p/IHK. B
NPEANOYTUTENIbHBIX BAPHAHTAX OCYIIECTBICHUS TAKHE METOABI MOTYT OBbITh MUCIIOJIb30BAHbBI JIJIsI
uneHTuduKanuu Apyrux mrammoB Enterococcus gallinarum.

B ompeneneHHBIX BapuaHTaX OCYINECTBJICHUS IITAMMBI, KOTOPbIE SBIISFOTCS OMOTHIIAMU
OakTepuu, NeNOHUPOBAaHHOUN o HOMepoM aoctyna NCIMB 42488 u koTopble MOOXOIAT IS
NPUMEHEHUST B TEPAIeBTUYECKOH KOMOWHAIIMUM COTJIACHO HACTOSALIEMY H300PETEHHIO,
NPEACTABISIFOT COOOW INTAMMBI, KOTOpble OOECIEYMBAIOT TOT JK€ THI, YTO U OakTepus,
AenoHupoBaHHas rnoa HomepoM goctyna NCIMB 42488, mpu ananuze nyTeM peCTpUKLHOHHOTO
aHamm3a ammuudunupoaHHo — pubocomanmpHON JIHK  (ARDRA), Hampumep, mnpu
ucnoyip3oBaHuu  (pepmenta pectpukimu Sau3Al (TumoBbie CrocoObl M PYKOBOACTBO CM.,
Harpumep,[]). AnbTepHaTHBHO, OHMOTHIHBIE INTAMMBI HIACHTU(QULHUPYIOTCS KakK IITaMMBI,
KOTOpbIE UMEIOT T€ )K€ MATTEPHbI (PEPMEHTALNH YIJIEBOIOB, YTO M OAKTEPHs], NETIOHUPOBAHHAS
nox HomepoMm poctyna NCIMB 42488, B HekoTOpbIX BapuaHTaxX OCYLIECTBJIEHUs MaTTEPH
(dbepMeHTaluU YIIIeBOIOB ONPenessitoT ¢ ucnoyp3oanuem nanenu API 50 CHL (bioMérieux). B
HEKOTOpPBIX ~ BapUaHTax OCYINECTBJICHUS OakTepHaNbHBI  IITAaMM, HCIOJIB3yEeMbIH B

TepaneBTHUECKON KOMOUHAIIMY COTJIACHO HACTOSIIEMY M300PETEHHIO, ITPEACTABISAET COOOM!
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MOJIOXKHUTENEH [T (PepMEHTALNH 110 MEHbIIEH Mepe OHOrO U3 (HampuMep, IO MEHbIIeH
mepe 2, 3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17 unu Bcex): L- apabuno3sl, D-pubo3sr, D-
kewo3bl, D-ramakrossl, D-rmroko3el, D-¢pykrtoss;, D-maHHO3BI, N-aneTUIrIrOKo3aMuHa,
amMurgainHa, apOyTwHa, canuiuHa, D-umemiodwnossl, D-manmbTo3bl, caxapos3bl, D-Tperanossl,
reHTHOONO3bI, D-TaraTo3sl 1 rIFOKOHATA KaJIHs; 1/UIIH

NPOMEXYTOYHOTO COEJUHEHHUs sl (pepMeHTauu 1o MeHbLIeH Mepe OIHOro U3
(manpumep, 1o MeHbLIeH Mepe 2, 3, 4 unu Bcero): D-mannuTa, Mmetmn-oD-rukonupanosuaa, D-
JIAKTO3bI, Kpaxmaina u L-pyko3sr;

NPEANOYTUTENbHO, Kak ompeneneHo aHamuzoMm API 50 CHL (mpeamoututensHO ¢
ucnons3oBanueM nanenu API 50 CHL ot bioMérieux).

Hpyrue mrammsl Enterococcus gallinarum, KoTopele MOTYT OBITh HCIIOJIB30BAHBI B
KOMITO3UIIMSIX U COCO0axX COTJIACHO HACTOALIEMY M300PETEHUI0, TAKHE KaK OUOTHUITBI OaKTepuH,
IeToHNpOBaHHONW nox HoMmepoM noctyna NCIMB 42488, moryt ObITh MAEHTU(UIIMPOBAHBI C
UCTIOJNIB30BAHUEM JIFOOOr0 MOOXOASAILIEr0 Crocoda WM CTPATeTHH, BKIKOYAs AaHAJH3BIL,
ONMUCaHHbIE B TMpuMepax. Hampumep, MmTaMMbl i1 TPUMEHEHHS B TEPareBTHYECKOM
KOMOWHAIIMM COTJIACHO HACTOSIIEMY H300PETEHHIO MOTYT OBITh HIASHTH()HIUPOBAHBI IyTEM
KyJbTHBHpPOBaHUs B aHadpoOHOH YCFA w/unmm BBenmeHust OakTepwii B MOJENb MBIIIH C
KOJUIar€H-UHAYLUPOBAaHHbIM apTpuToM Tuna II W 3arem OLEHKU YypOBHEW LUTOKHUHOB. B
YaCTHOCTH, OakTepuaibHbIE IITAMMBI, KOTOpble HMEIOT CXOJIHbIE TMAaTTEPHBI POCTA,
MeTa0OIMUYECKUI TUI /WU ITOBEPXHOCTHBIE AHTUT'€HbI C OAKTEPHSIMH, NETTOHUPOBAHHBIMH IO
HoMepoMm noctynma NCIMB 42488, moryr ObITh MOJIE3HBI B TEPANEeBTUYECKON KOMOMHALIUU
cCorJacHO HacrosimeMy u3oOpereHuro. IlonesHblli mramMm OyZer HMeTh CPaBHUMYIO
MMMYHOMOJYJIUPYIOLYIO akTUBHOCTH cOo mTamMMoM NCIMB 42488. B wactHOCTH, HIITaMM
Ouotuna Oyner BBI3BIBATH CONMOCTaBHMBIE S(P(PEKTHI HA MOAEISIX PAKOBBIX 3a00yeBaHHMN C
s¢pdexTaMy, MOKa3aHHBIMM B NPUMEPaxX, KOTOPble MOIYT ObITh WAEHTH(OUIMPOBAHBI C
UCTIOJIB30BAHHEM TIPOTOKOJIOB KYJIBTHBHPOBAHUS W BBEACHMS, OIHMCAHHBIX B IpUMeEpax.
CornacHo HEKOTOPBIM BapHAHTAM OCYINECTBJIEHHUS, INTAaMM OHMOTHIIA, KOTOPBIH MOHO
UCTIONIB30BAaTh B TEPANEBTUYECKOW KOMOWHALIMK COMJIACHO HACTOSLIEMY HW300PETEeHUIO,
npeAcTaBsier coOOi INTaMM, KOTOPBIH CIOCOOEH BBI3bIBATH COMOCTaBHMbIE 3(dexTsr Ha
MOJIENISIX PAKOBBIX 3a00JIEBaHM, MMOKA3aHHBIX B MPHMEPAX, MPU BBEACHUU B TEPATIeBTHYECKON
KOMOWHALIMK WJIH CITOCO0E COTJIACHO HACTOSIIEMY U300peTEHUIO.

B HEKoTOpBhIX BapuaHTAax OCYIIECTBICHUS OaKTEPHAIbHBIN IITaMM, HCIIOJIB3yEeMbIH B
TEPaNeBTHUECKON KOMOWHAIIMH COTJIACHO HACTOSIILEMY H300PETEHHIO, MTPEACTABISIET COOOM:

[TonoxxuTenpHBIN M0 MEHBIIEH Mepe A ONHOTO U3 (HampuMmep, Mo MEHbLIeH Mepe 2, 3,
4, 5, 6, 7 wumm Bcex). (epMeHTaUMs MaHHO3bL, TIJyTamMaTAeKapOOKCHUIa3bl, APTUHHH-
apuiaMuziasel, (peHWIATaHWH-apPUIAMUAA3bl, MHUPOTIYTAMHHOBAs  KHCJIOTA-apUIIaAMHUAA3HI,
THUPO3UH-aPUIIAMHUIa3bl U TUCTUINH-aPUIIAMUIA3b], U CEpUH-apUIIAMHIA3bl; W/UIN

IIpoMeXXyTOYHOTO COENMHEHHs IO MEHbIIeH Mepe sl ONHOro M3 (Hampumep, IO
MeHbIle Mepe 2 wim BcexX): P-ramakrosmnasza-6-docdara, P-rimrokozmpassl o N-amerwi-f-

TIFOKO3aMHHHUAA3bL, W/ UIIH
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OTPHLIATENbHBIM B OTHOIIEHUH (PePMEHTALNU 110 MEHBIIEH Mepe OIHOro u3 (HarpuMmep,
1o MeHblue mepe 2, 3, 4, 5, 6 unu Bcex): pepmenTtanun padduHO3bI, apruaMunasbl MPOJIHHA,
apuiIaMuaasbl JEHLWIMIMLIMHA, aprIaMUIa3bl JIeHIMHA, apyulaMUuas3hl alaHuHA, apUiIaMHUia3bl
TJIMIMHA U apUJIaMHUAa3bl TIIyTaMIJT TIIyTAMHUHOBON KHCJIOTBI,

NPEATIOYTUTENBHO, KaK OMPEAEIeHO aHAIN30M MeTa00IN3Ma yIileBOOB, AMUHOKHUCIIOT U
HUTPATOB, U, HeOoOs3aTeNbHO, aHAJIU30M AaKTHUBHOCTH INENOYHOM (QocdaTasel, Oosee
NPEATIOYTUTENIbHO, Kak onpeneneHo aHaimm3om Rapid 1D 32A  (mpeamoyTHTENbHO C
ucnosp3zoBanueM cucrembl Rapid ID 32A ot bioMérieux).

B HEKoTOpbIX BapuUaHTAaX OCYIIECTBJICHUS OaKTePHAIbHBIN IITAMM, HCIIOJB3yEeMbId B
TEPANeBTHUECKON KOMOMHAIIMH COTJIACHO HACTOSIIEMY H300PETEHHIO, MPEACTABISIET COOOM:

OTpuuaTe bHbIN IO MEHBIIEH Mepe sl OOHOrO U3 (HampuMep, Mo MeHbIueld mepe 2, 3
WK BCeX 4) TITMIMH-apUIaMuiasbl, pepMeHTanun padhuHO3bI, TPOIHH-aPHIAMHIIA3bl U JICHIIHH-
apuIaMuzas3bl, HAIPUMeEp, KaK OMPEAeSICHO aHAJIM30M MeTaboIn3Ma yIieBOAOB, aMUHOKUCIIOT U
HUTPATOB, MPENNOYTHTEIBHO Kak ompeneneHo anaimm3oM Rapid ID 32A (mpeamodrutenbHO ¢
ucnons3oBanueM cucremel Rapid ID 32A ot BioMérieux); w/mmm

[TonoXUTENbHBIA N1 TPOMEXKYTOYHOTO coenuHeHus: st pepmenTammn L-pykosbl,
NPEATIOUTUTENbHO, Kak ompeneneHo anammsom APl 50 CHL (mpenmouTuTensHO €
ucnonb3oBanueM nanenn API 50 CHL ot bioMérieux).

B HeKoTOpBhIX BapuaHTax OCYIIECTBJIECHUs OaKTepPHAIbHBIN IITaMM, HCIIOJIB3yEeMbIH B
TEPareBTHUECKOH KOMOWHAIMM COTJIACHO HACTOSLIEMY H300PETEHHIO, MPEeACTaBisieT coOoi
BHEKJIETOUHBI TmipoayueHT AT®, Hampumep TOT, KOTOpbIH mnponynupyer 6-6,7 HI/MKI
(marmpumep, 6,1-6,6 Hr/mxn wm 6,2-6,5 Hr/mxn win 6,33 £+ 0,10 ar/mkn) AT®, usmepenHoro ¢
ucronp3oBaHueM Habopa ans anammza AT® (Sigma-Aldrich, MAK190). BakrepuanbHblit
BHEKJIETOUHBIH ATQ® MOXeT oOka3blBaTh IUIEHOTPONHOE [EHCTBUE, BKIJIIOYAs aKTHUBALUIO
nepenayl CUTHAJOB, omocpenoBaHHOW T-kjerounbiM pernentopoMm (Schenk et al., 2011),
crumynupoBanre Thl7-knerounon muddepenumannu (Atarashi et al., 2008) u uHAYKIUIO
cekpeuunH npoBocnaaureabHoro meanaropa IL-1B nmyrem aktuBaumu NLRP3-undrammacomsl
(Karmarkar et al., 2016). CooTBEeTCTBEHHO, OaKTepHAIbHBIA IUTAMM, KOTOPBIA SIBJISIETCS
BHEKJIETOUHbIM mponyueHtoM AT®, moneseH mnis JedeHHs WM NPOPUIAKTUKH paka B
KOHTEKCTE TepPareBTUIEeCKOH KOMOMHALIMY U CITOCO0a COTJIACHO HACTOSIIEMY H300PETEHUIO.

B HEeKoTOpBIX BapuaHTaX OCYINECTBJICHUS OaKTEepHUAJbHBIA IITAMM JUI MPUMEHEHHS B
TEPANeBTHUECKOH KOMOWHAIIMHM COMJIACHO HACTOSIIEMY H300pPETEHHIO CONEPKUT OAMH WU
Ooree U3 CIeNyIOINX TPeX T'eHOB: OeKa MOOMIIBHOTO 3JIEMEHTA;, TpaHcnopTepa kemno3sl ABC,
KomroHeHTa nepmeasbl; u FIG00632333: rumorerndeckoro Oenka. Hampumep, B HEKOTOPBIX
BApPHUAHTAX OCYLIECTBJICHUs] OAaKTEPHAJbHBIN INTAMM JUIsI NPUMEHEHHUs B TEPareBTUYECKON
KOMOWHALIMA COTJIACHO HACTOSIIIEMY H300PETeHUI0 COAEPIKUT TeHbI, KOTUPYIOLIHE OeoK
MOOHMJIBHOTO 3JIEMEHTA U NEPEHOCUUK KCHito3bl ABC, KOMIOHEHT nepmeassr; 6eok MOOMIBHOTO
snementa u FIG00632333: runmorernueckuii Oenok; nepeHocunk kcmno3dbl ABC, mepmeasHslit
komnoHeHT W FIG00632333: runmoreruyeckuii Oeyok, wix OeJOK MOOHIBHOIO 3JIEMEHTA,

nepeHocuuk kcuo3sl ABC, komnonent nepmeasnl u FIG00632333: runoreruyueckuii Oenox.
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OcoOeHHO TPEeANOYTUTENPHBIM IITAMMOM TEPaeBTUYECKOH KOMOWHAIIMM COTJIACHO
HACTOSLIEMY M300pETeHHUI0 siBJsieTcsi mTaMM Enterococcus gallinarum, 1emOHUPOBAaHHBINA MOA
HoMmepoM noctyna NCIMB 42488. Oto npumepssiii mtaMmm MRXS518, nporectupoBaHHbIN B
npuMepax U IOKa3aBIIMK CBOK 3((EeKTUBHOCTh I JedeHus 3aboneBaHus. HM3o0pereHue
obecrieunBaeT B COOTBETCTBHHM C HEKOTOPBIMH BapHUAHTAMU OCYINECTBIECHUS OaKTEpUAIBHYIO
KOMITO3HLIMIO KaK YaCTh TEPANEBTUYECKOW KOMOWHALMK COTJIACHO HACTOALIEMY H300pETeHHIO,
colepkalyr KiIeTky mramma Enterococcus gallinarum, AenmoOHUPOBAaHHYIO TOJ HOMEPOM
noctyna NCIMB 42488, unu ee npouszBonHoe. [Ipon3BogHOe mTaMMa, JEOHUPOBAHHOTO MO
yueTHbIM HOMepoM noctyna NCIMB 42488, moxkeT ObITh AOYEPHHM LITAMMOM (TIOTOMCTBO)
WIN IITAMMOM, KYJIbTUBUPYEMBIM (CYOKJIOHUPOBAHHBIM) U3 OPUTHHAJIA.

[TpousBoaHOE mMTaMMa KOMIIO3HMLIMH, COAEPIKALIEHCs B TEPAEBTUYECKON KOMOWHAIUH
COTJIACHO HACTOSIIEMY HM300pPETEHHIO, MOXET ObIThb MOIU(UIIMPOBAHO, HANpPUMEp, Ha
TreHeTUYECKOM YPOBHE, 0e3 CHIDKEHUS] OMOJIOTHUeCKON aKTHBHOCTU. B 4aCTHOCTH, MPOM3BOIHBIM
IITAMM TEPANEeBTUYECKOH KOMOHMHALIMM COTJIACHO HACTOALIEMY H300PETEHHIO  SIBJISIETCS
TEpaneBTHUECKH  akTUBHbIM.  [IpoumsBomHblii  mTamMMm  OyZer  HMMETbh  CPaBHUMYIO
UMMYHOMOYJIUPYIOLIYK aKTUBHOCTh ¢ ucxoaHbiM mrammoM NCIMB 42488, B uwactHOCTH,
NPOM3BONHBIA IITaMM OyA€T BBI3bIBATH COMOCTaBUMbIE 3((EKTbl Ha MOJAENSIX PaKOBBIX
3a0oneBannii B couerannu ¢ uaruoutopom CTLA-4 ¢ spdexkramu, mokasaHHBIMU B NIPUMEPAX,
KOTOpPBIE MOTYT ObITh HAEHTU(UIIMPOBAHBI C UCIIOJIb30BAHUEM ITPOTOKOJIOB KYJIbTUBUPOBAHUS U
BBEJICHUS, OMUCaHHBIX B mpumepax. IIpousBogHoe mramma NCIMB 42488 oO6braHO
npencrasisier codoit Ouorun mramma NCIMB 42488.

Ccbuiku Ha kneTku mwrtamma Enterococcus gallinarum, nenoHUpPOBaHHBIE NOA HOMEPOM
nocryna NCIMB 42488, oxBaThIBalOT JIOOBIE KJIETKH, KOTOPbIE UMEIOT T€ JK€ XapaKTEPUCTHKH
0e30macHOCTH M TepameBTHUeCKOH 3((EKTHBHOCTH, YTO W IITAMMBI, ICTIOHUPOBAHHBIE IOJ
HoMepoM goctyna NCIMB 42488, u Takue KJIE€TKM BKJIOUYEHBl B TEPANEBTHUECKYIO
KOMOWHAILIMIO COTJIACHO HACTOsIIeMy H300peTeHHto, TakuM o0pa3oMm, B HEKOTOPBIX BapHaHTaX
OCYIIECTBJIEHUSI CChIIKA Ha KJIETKU mTamma Enterococcus gallinarum, nenmoHMPOBAHHOTO MO
HoMmepoMm noctyna NCIMB 42488, orHocurcs Tonbko k mrammy MRXS518, nenoHupoBaHHOMY
nox HomepoMm aocryna NCIMB 42488, 1 He OTHOCUTCSI K OaKTepHAIbHOMY IITAMMY, KOTOPBIH
He Obu1 gemoHupoBaH mox HomepoMm noctyna NCIMB 42488, B HekoTOpbIX BapHaHTaX
OCYILIECTBJIEHUSI CChUIKA Ha KJeTku mrtamma Enterococcus gallinarum, nemoHUpPOBAaHHBIE MOJ
HomepoMm gnoctyma NCIMB 42488, oTHOCHTCS K KJETKaM, KOTOpble HMEIOT TE K
XapaKTEPUCTUKN OE30MacHOCTH U TepamneBTH4ecKol 3((EeKTUBHOCTH, YTO W ILITAMMBI,
nenoHupoBaHHble o HoMepoM aoctyna NCIMB 42488, HO KOTOpbIE HE SIBJISIFOTCS] IITAMMOM,
JeNOHUPOBaHHBIM 1o HoMepoM poctyna NCIMB 42488.

B mpennmoyTHTENnbHBIX BapHAHTAaX OCYLIECTBIEHHsS OakTepHalbHbIE INTAMMBI B
KOMITO3ULMSIX COTJIACHO HACTOSIIEMY U300PETEHUIO SIBIISIOTCS JKU3HECTIOCOOHBIMH U CITOCOOHBI
YaCTUYHO UJIHM MOJHOCTBIO KOJIOHU3UPOBATh KUIIEUHUK.

Jleuenue paka

B NpEANOYTUTCIIbHBIX BapHUaHTax OCYLICCTBJIICHUS TCPAINCBTUYCCKHUEC KOM6I/IHaI_II/II/I
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COTJIACHO HACTOSIIIEMY H300pPETeHUI0 NpeAHA3HAYeHbl IJIsI NPUMEHEHHUs] B JIEYEHUH WM
npodunakTuke paka. [Ipumepr! IEMOHCTPUPYIOT, YTO BBEACHUE TEPANIEBTUUECKIX KOMOMHAIUI
COTJIACHO HACTOSILIEMY H300PETEHUIO MOXKET IIPUBECTH K CHIDKEHHIO POCTA OIMYXOJIH.

B  omnpeneneHHbIX ~ BapuHaHTaX  OCYIIECTBJIEHUS  JIEUEHHE  TEPareBTUYECKUMHU
KOMOMHAIMSIMU COTJIACHO HACTOSIIEMY H300pPETEeHHI0 NPHUBOAUT K YMEHBLICHUIO pa3Mepa
ONyXOJW WJIM YMEHBLIEHHIO POCTa OMyXoju. B ompeneneHHbIX BapuaHTax OCYLIECTBJIECHUS
TepaneBTUUECKe KOMOWMHAIIMM COMJIACHO HACTOALIEMY H300pPETeHUI0 NpeIHA3HAYeHbl IS
NPUMEHEHUs] U1 YMEHbLICHHs pa3Mepa OMyXOJU WM YMEHBLICHUS pPOCTa OIMYyXOJIH.
Tepanepruyeckue KOMOWHALMK  COTJIACHO  HACTOSIIEMY  U300pETeHHI0 MOTYyT  OBITh
3¢ (eKTUBHBIMU Uil YMEHBIIEHHs pa3Mepa MM POCTa OMyXOJu. B ompeneneHHbIX BapHaHTax
OCYIIECTBJICHHsSI TEPANEeBTUYECKHEe KOMOMHAIMM COTJIACHO HACTOSIIIEMY  H300pETEHHIO
NpeAHa3HAYEeHbl JUI MPUMEHEHHs y MAIEeHTOB C COJHMIHBIMU OMYyXOJSIMH. B omnpeneneHHbIX
BAPUAHTAX  OCYLIECTBJIEHHUs  TEPANEeBTUYECKHE KOMOWHAIIMM  COMJIACHO  HACTOALIEMY
M300pETEHNIO TpeTHA3HAYeHbl TSI NPUMEHEHUs MJIs1 YMEHbBLICHUS WIH TPEeNOTBPAIlEHHs
aHTMOTeHe3a TpPH JIEYCHUH paka. TepaneBTHUECKHE KOMOWHAIIMM COTJIACHO HACTOSIIEMY
M300pETEHNI0O MOTYT OKa3bIBaTh BIHMSHHE HA MMMYHHYIO HJIH BOCHAJIUTENBHYIO CHCTEMBI,
KOTOpblE WIPAalOT LEHTPAJIbHYIO pPOJb B AaHTHOreHe3e. B ompeneieHHBIX BapHaHTaxX
OCYIIECTBIIEHHsI TE€PANEeBTUYECKNEe KOMOWHAIMM COTJIACHO HACTOSIIIEMY H300pETEHHIO
npeaHa3Ha4YeHbl TSI TPEJOTBPALIEHHUS METACTA3UPOBAHMS.

B ompeneneHHbIX BapuaHTaxX OCYLIECTBJICHUS TepareBTHUECKHE KOMOMHALUU COTJIACHO
HACTOSIIEMY M300pPETEHUIO MPEeIHA3HAUYEHBI ISl IPUMEHEHUs TIPH JICYEHUN UIIH NPO(UIaKTHKE
paka MOJOYHOH >kene3bl. [IpuMeprl NEMOHCTPUPYIOT, 4YTO TepameBTHYECKHe KOMOMHALUU
COTJIACHO HACTOSALIEMY M300pETEHHIO MOTYT OBITh 3(()EKTUBHBIMU JJIS JICUSHUST PaKa MOJIOUHON
’KeJie3bl. B onpeneneHHbIX BApHaHTax OCYIUECTBICHUS TEPAIEeBTHYECKIe KOMOMHALIMN COTJIACHO
HACTOSAIIEMY H300pPETeHUI0 IpeAHA3HAYeHbl U TNPUMEHEHUS JUIl YMEHbLICHUs pa3Mepa
OMyXOJIM, YMEHBIIEHHUs] POCTa OMYXOJH WM YMEHBIICHUS aHTHOTeHe3a MpHU JICYCHUU paka
MOJIOYHO#1 keJie3bl. B MpennouTHTe IbHbIX BApUAHTAX OCYLIECTBICHUS paK MPEACTaBIseT cOOOi
KapLMHOMY MOJIOYHOH Kene3bl. B TpeArnodTHUTENbHBIX BapHAHTAX OCYINECTBJICHUS pak
npeacTaBisieT CO0O0H pak MOJIOUHOM skene3bl [V cTanuu.

B ompeneneHHbIX BapHaHTaX OCYLIECTBJICHUS TEPANEBTUUECKHE KOMOWHALIMU COTJIACHO
HACTOSIIEMY M300PETEHUIO TPEAHA3HAYEHBI ISl MPUMEHEHHS TIPH JICYCHUN WIH NPO(HIaKTHKE
paka Jerkux. I[Ipumepel HEMOHCTPHUPYIOT, HYTO TEpareBTHUECKHE KOMOWHAIIMHM COTJIACHO
HACTOSIIEMY H300pETeHHI0 MOTyT ObITh 3(PQEeKTHBHBIMH JUIs JIeY€HUs] paka Jerkux. B
ONpENENeHHBIX BApUAHTAX OCYILIECTBICHHMS TEPANEeBTHUECKHE KOMOWHALIMM  COTJIACHO
HACTOSIIEMY HM300PETEHUIO TNPENHA3HAUYEHBbl Ui TPUMEHEHMS /Uil YMEHBIISHHs pa3Mmepa
OIyXOJI, YMEHBIIEHHUs] POCTa OINYXOJH HWJIM yYMEHBIICHUS aHTHOTeHe3a INpH JICYEHUH pPakKa
JerkuX. B mpeanoyTHTeNnbHbIX BApUAHTAX OCYLIECTBICHUS PaK MPENCTaBIsieT COOOH KapLIMHOMY
JIETKUX.

B ompeneneHHbIX BapuaHTaX OCYLIECTBJICHUS TepareBTUUECKHE KOMOMHALIMU COTJIACHO

HACTOSIIEMY M300PETEHUIO MPEeIHA3HAUEHBI ISl IPUMEHEHUs TIPH JIEYEHUN UJIH NPO(UIaKTHKE



20

paka nedeHu. IIpumepsl IOEMOHCTPUPYIOT, YTO TEpareBTHUECKHE KOMOWHAIIMM COTJIACHO
HACTOSIEMY H300peTeHUI0 MOryT ObITh 3((EeKTUBHBIMU ISl JIEYeHUs] paka IedeHu. B
ONpENEeNeHHBbIX BApUAHTAX OCYIIECTBJICHUS TepaleBTHYECKHe KOMOWHALMM  COIJIACHO
HACTOSIIEMY H300pPETEHUIO TNpEeAHA3HAUYeHbl MJIi TNPUMEHEHUs Ml YMEHbIIEHHs pa3Mmepa
OIyXOJI, YMEHBIIEHUs] pOCTa ONYyXOJU WIM yYMEHbLIEHHUs aHTHOreHe3a IpU JIEUeHUM paka
neyeHdu. B mpeAnouTHTENbHBIX BapUAHTaX OCYLIECTBJIEHHS PaK MpeAcTaBisieT coOoil rematomy
(remaToLeNTIOIAPHYIO KapLIMHOMY ).

B ompeneneHHbIX BapuaHTaX OCYLIECTBJICHUS TEPANEBTHUECKHE KOMOWHALIMU COTJIACHO
HACTOSIIEMY M300PETCHHIO TPEAHA3HAYEHBI ISl MPUMEHEHHS TP JICYSHUH WIH TPO(HIaKTHKE
paka ToJICTON KUIIKH. [IprMepsl IEMOHCTPUPYIOT, YTO TEPANEBTUUECKHE KOMOMHALIMY COTJIACHO
HACTOSIIEMY M300PETEHUIO OKA3bIBAIOT BIUSHUE HA KJIETKH PaKa TOJCTOH KHUIIKH U MOTYT OBbITh
5¢(GeKTUBHBIMU Ui JICUEHHs] paka TOJICTOW KHIIKH. B OmpeneneHHbIX BapHaHTax
OCYLIECTBJICHHs] TEpPAleBTUYECKHEe KOMOMHALIMM COTJIACHO HACTOSALIEMY  HM300pETEHMIO
NpeAHa3HAYeHbl ISl MPUMEHEHHs Ui YMEHBIICHHUS pa3Mepa OIMyXOJIHM, YMEHBLICHHS POCTa
ONMyXOJMW WM YMEHBIUEHHWs AaHTHOreHe3a NpU JICYUeHWH paka TOJCTOW KHIOKH. B
NPEATIOUYTUTENbHBIX BapUAHTaX OCYINECTBICHUS paK MPENCTaBISET COOOH KOJNOPEKTAIBHYIO
aJleHOKapLITHOMY.

B ompeneneHHbIX BapHaHTaX OCYILIECTBJICHUS TEPANeBTUUECKHE KOMOMHALIMU COTJIACHO
HACTOSIIIEMY M300PETEHUIO TPEIHA3HAUEHBI ISl IPUMEHEHUs TIPH JICYEHUH WIIH MPO(HIaKTHKE
paka mouek (Tak)ke YIOMHHAEMOro B HACTOSINEM JOKYMEHTe Kak pak mouek). Ilpumepst
IEMOHCTPHPYIOT, HYTO TEpaneBTHYECKHEe KOMOMHAIMM COTJIACHO HACTOSIIEMY H300pETEeHHIO
OKAa3bIBAIOT BJIMSHUE HA KJIETKU paka MOYKH U MOTYT ObITb 3()(PEeKTUBHBIMU I JICUEHUs paka
no4ek. B onpeneneHHbIX BapuaHTaX OCYLIECTBJICHHUS TEPANEeBTUYECKHE KOMOWHALMU COTJIACHO
HACTOSAIIEMY H300pPETeHUI0 IpeAHA3HAYeHbl I TNPHMEHEHUs JUIl YMEHbLICHUs pa3Mepa
OIyXOJIM, YMEHBIIEHHUs] POCTa OINYyXOJU WM yMEHBIIEHUS aHTHOIeHe3a IpHU JIEYEHHUU paka
no4yek. B mpeAnouTuTeNnpHbIX BapuaHTaX OCYIIECTBJICHUS PaK MPENCTaBJsAET COOOM KapLUHOMY
KJIETOK TIOYKH MJIH MEPEXOTHO-KJIETOYHBIN paK.

B ompeneneHHbIX BapuaHTaX OCYLIECTBJICHUS TEPANEeBTUUECKHE KOMOWHALIMU COTJIACHO
HACTOSIIEMY M300pPETEHUIO TIPEIHA3HAYEHBI ISl TPUMEHEHUS TIPH JICYCHUN WIH NPO(HIAKTHKE
menaHoMbl. COTJIaCHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHHS TEPAINEeBTUYECKHE KOMOHMHALIUH
COTJIACHO HACTOSIIEMY H300PETEHHIO OKAa3bIBAIOT BIIMSHHE HA MEJAHOLHUTHI M MOTYT OBITh
3¢ (GeKTUBHBIMU U JIEYEHUS MEJAHOMBI. B OIpeneneHHbIX BapHaHTAX OCYIIECTBIICHUS
TepareBTHUECKHe KOMOMHALMHM COTJIACHO HACTOSIIEMY H300pETeHHI0 TpPEAHA3HAYEHBI IS
NPUMEHEHUs] U1 YMEHBLICHHWs pa3Mepa OIyXOJM, YMEHbBIIEHHs pPOCTa OIyXOJH WM
YMEHBLICHUS] aHTUOTeHE3a MPH JICUEHUN MEJITAHOMBL

B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUS PaK MPEACTaBIsIeT COOOH pak KUIIEYHHKA. B
HEKOTOPBbIX BapUAHTaX OCYLIECTBJIEHUs pak MpPEeACTaBisseT cOOON pak 4acTH Tena, KOTopas He
ABIIIETCS KHUIIEYHUKOM. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHHS pPaKk HE SIBISIETCS PAaKOM
KUIIEYHNKAa. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS paK HE SBJSIETCS KOJOPEKTAJbHBIM

pakom. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUS PaK HE SIBJSIETCS PAKOM TOHKOW KHIIKU. B
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HEKOTOPBIX BapUAHTaX OCYLIECTBJIECHUS JIeUEHHE WU MPEAOTBpallleHUe NMPOUCXOAUT B MECTE,
OTJIMYHOM OT KHIIEYHHKA. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHMsI JIEUEHUE WU
npoQHUIaKTHKA POUCXOANUT B KUIIEYHUKE, a TAKXKE B MECTE, OTJINYHOM OT KUIIEYHHKA.

B ompeneneHHbIX BapuaHTaxX OCYLIECTBJIECHUS TepareBTUUYECKHE KOMOMHALIMK COTJIACHO
HACTOAIIEMY M300pETEHUIO MpeAHA3HAUSHB! AJIsl IPUMEHEHHS MPH JICYSHUN WIN NPO(HIaKTHKe
paka. IIpuMepbl JEeMOHCTPUPYIOT, YTO TEpaNeBTHYECKHE KOMOMHAIMU COTJIACHO HACTOSIIEMY
N300peTeHnI0 MOTYT ObITh 3(PHEKTUBHBIMU TSI JTEYSHUS] MHOTOYHCIIEHHBIX TUIIOB KAPILIMHOMBI.
B ompeneneHHbIX BapuaHTAaX OCYLIECTBJICHHS TEPANeBTHUECKHE KOMOWHAIIMHM COTJIACHO
HACTOSIIEMY M300PETEHUIO TPEIHA3HAYEHBI ISl MPUMEHEHUS TIPH JICYCHUN WIH NPO(HIaKTHKE
HEMMMYHOT€HHOro paka. [IpuMepbpl IOEMOHCTPUPYIOT, YTO TepaneBTHYECKHEe KOMOMHALUU
COTJIACHO  HACTOSIIIEMYy HU300peTeHHr0 MOryT ObITh  3((EKTUBHBIMU IS JICUEHHS
HEMMMYHOT€HHBIX PAaKOBBIX 3a00JIEBAHUN.

Tepaneprudeckoe BO3ACHCTBHE OAKTEPUANBHBIX KOMIIO3ULUI COMJIACHO HACTOSIIEMY
n300pETEHNI0 Ha PaK B KOHTEKCTE TEPANEeBTUYECKUX KOMOMHALMN COTJIACHO HACTOSIIEMY
HU300pETEHNIO MOKET OBITh OTMOCPEAOBAHO MPOBOCTIAIUTEIbHBIM MeXaHu3MoM. [Ipumepst 2, 4 u
5 HEeMOHCTPHPYIOT, YTO 3KCIPECCHUs psAda IPOBOCIAIUTEIbHBIX IIMTOKHHOB MOXET OBITh
yBenudeHa rnocie BeeneHnst MRXS518. Bocnanenue moxer umers 3¢ ekt nogasneHus paka [],
U TIPOBOCHAJMTENbHBIE LUTOKHHBL, Takue kak TNFo, uccienyroTcs B KauecTBe CIoOcoOOB
nedeHus: paka []|. IlosbliuenHas perynsaumst reHoB, Takux kak TNF, nmokasannas B mpumepax,
MOXET yKa3bplBaTb Ha TO, 4YTO OaKTepHajbHble KOMIIO3UIMM COTJIACHO HACTOALIEMY
N300pETEHNIO MOTYT OBITh IOJIE3HBI Ui JICYEHHs paka [0 AaHAJOTHYHOMY MEXaHU3MY.
ITosenuennas perymsauus auragnoB CXCR3 (CXCL9, CXCL10) u IFNy-uHaynuOenbHbIX T€HOB
(IL-32) moxeTr yka3bIBaTh Ha TO, YTO OaKkTepHaJbHBIE KOMIIO3ULIUU COIJIACHO HACTOSLIEMY
n3oOperennto  Bb3pBatOT  orBeT IFNy-TMma. IFNy sBnsiercss MoOIIHBIM  (hakTOpOM,
AKTHBUPYIOLIUM Makpodaru, KOTOPbIH MOXKET CTUMYJIMPOBATh TYMHUPOLIUAHYIO aKTUBHOCTS [], a
CXCL9 u CXCL10, Hampumep, Takke 0OJIQAal0OT MPOTUBOPAKOBBIM AeHCTBHEM [-].
CnenoBaresibHO, B OMNpEIENIEHHBIX BapUaHTAX OCYILIECTBICHUs OaKTepUaIbHbIe KOMIO3MLIUU
COTJIACHO HACTOSIIEMY H300pETEeHUI0, MPH HCIOJb30BAHUM B KOHTEKCTE TEPareBTHUECKOU
KOMOMHAIIMM COTJIACHO HACTOALIEMY H300PETeHHIO, TPENHA3HAYEHbl U1 CTUMYJISILUH
BOCTAJIEHUs IIPU JIEYEHUU paka. B mpeanodYTUTeNbHbIX BaApHaHTax OCYIIECTBIEHUS KOMITO3ULIUU
COTJIACHO HACTOSIIEMY H300pETEHUI0, NMPH HCIOJIb30BAHUM B KOHTEKCTE TEPareBTHUECKOU
KOMOWHAIIMM COTJIACHO HACTOALIEMY H300pPETeHMIO, TPENHA3HAYEHbl U1 CTUMYJISILUH
Bocnasienus: Thl npu neuennn paxa. Knerku Thl BeipabarbiBator IFNy u 06nmanaroT CHIIBHBIM
MIPOTUBOPAKOBBIM JIEUCTBUEM [XV]. B ompeneneHHbIX BapuaHTax OCYIIECTBJICHHsS] KOMIIO3ULIUU
COTJIACHO HACTOSIILEMY H300pETEHUI0, MPH HCIOJIb30BAHUM B KOHTEKCTE TEPAreBTHUECKON
KOMOMHAIIMM COTJIACHO HACTOALIEMY H300PETEHUIO, NMPENHA3HAUYEHBbl JJIsi TNPUMEHEHUsS IpH
JIEUEHUHU paKa Ha paHHEN CTaJuH, TAKOrO KaK pak, KOTOPbIil HE UMEeT MeTacTa3UpOBAaHMsI, WUIH
pak O mwm 1 craguu. ConelicTBre BOCHANIEHHIO MOKET ObITh Oonee 3((HEeKTUBHBIM MPOTUB paka
Ha paHHeW ctaauu [xv]. B onpeneneHHBIX BapuaHTax OCYLIECTBJIEHUS KOMIIO3ULIMM COTJIACHO

HACTOALIEMY H300pETEeHHIO, MPHU HCIONb30BAHUUA B KOHTEKCTE TEPAIeBTUYECKON KOMOWHAIUH
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COTJIACHO HACTOSIIIEMY H300pPETeHUIO, IpeaHa3HaueHbl Ui CTHMYJISLUN BOCIAJEHUS IS
ycwienusi 3pdexra unrudburopa CTLA-4. B omnpeneneHHbIX BapHaHTaX OCYIIECTBIICHUS
JeUeHne WM MpOoPHIAKTUKA paKka BKIKOYAET MMOBBIIIEHHE YPOBHS SKCIPECCUU OIHOTIO WU
Oonee wuuTokMHOB. Hampumep, B HEKOTOPBIX BapUaHTAaX OCYIUECTBJICHUS, JI€YEHHUE WIIH
npouIakTHKa paka BKIIOYAET MOBBILIEHHE YPOBHS HKCIpeccuu ogHoro miu Oonee u3 IL-1p,
IL-6 1 TNF-a, Hanpumep, IL-1B u IL-6, IL-1f00n TNF-a, IL-6 u TNF-o mnu Bcex Tpex u3 IL-1§,
IL-6 u TNF-a. YBemnuenue yposueil skcrpeccun joboro mu3z IL-1P, IL-6 m TNF-a, kak
U3BECTHO, CBUIETEILCTBYET 00 3 (PEeKTUBHOCTHU B JIEYEHUU paKa.

[Tpumeps! 4 1 5 AEMOHCTPUPYIOT, YTO KOrAa OaKTEPUATbHBIA IITAMM, KaK OMHUCAHO B
HACTOSIIEM JIOKYMEHTE, HCIOJNb3yeTcsi B KoMOWHanuu ¢ Jjunonosucaxapuaom (LPS),
HaOmomaercst cuHeprerudeckoe yBenauuenue IL-1B. HM3BectHo, uyto LPS BbI3bIBaET
npoBocnauTeNbHbId 3 dexT. Takum 00pa3oM, B ONpeneIeHHbIX BapUAHTAX OCYINECTBIICHHS
JeYeHne WM NMpOoQUIAKTHKA paka BKIIIOYAET HCIOJIb30BaHHE OAKTEPHABHOIO INTaMMa, Kak
OINHCAHO B HACTOSIIEM JOKYMEHTE, B KOMOWHAIIMH C areHToM, KoTopeiii aktuBupyer IL-13. B
OTNpENEeNeHHBbIX BApUAHTAX OCYIIECTBICHUS JICUCHHE WM MNPOQUIAKTUKA pakKa BKIIOYAET
UCTIONIb30BaHNE OAKTEPHATIBHOIO ITAMMA, KaK OMHCAHO B HACTOSIIIEM JOKYMEHTE, B COUETAHUU
¢ LPS. CooTBeTcTBEHHO, TepaneBTHYECKasi KOMOMHALMSI COTJIACHO HACTOSIIIEMY H300PETEHHIO
MOJKET IOTIOJIHUTENPHO COAep:KaTh areHT, koropeid aktusupyer IL-1B0 0 Co0TBETCTBEHHO,
OakTepranbHasi KOMITO3ULMS COIJIACHO HACTOSIIEMY H300PETEHUIO MOJKET JIOMOJHHUTEIBHO
conepxatp LPS ][]

B ompeneneHHbIX BapuaHTaX OCYLIECTBJICHUS TepareBTUUECKHE KOMOMHALIMU COTJIACHO
HACTOSIIEMY H300PETEHHUIO NpeJHa3HAYEeHbI AJIs1 MPUMEHEHUS ITPH JIEYUEHUH MallMeHTa, KOTOPbIH
paHee NMOJIy4nsI XUMUOTepanui. B onpeneneHHbIX BApUaHTaX OCYLIECTBJICHUS TEPANleBTUUECKUE
KOMOMHAIIMM COTJIACHO HACTOSIIEMY M300pETEeHHMI0 NpeAHA3HAYeHbl Ul NPUMEHEHHs Mpu
JICYEHUN  TaLMEHTa, KOTOpPBI HE  MEPEeHOCH  XUMHOTEPAleBTHYECKOE  JICUEHUE.
TepaneBTudeckre KOMOMHALIMKM COTJIACHO HACTOSIIEMY H300PETEHHIO MOTYT OBITh OCOOEHHO
MOIXOJAIMMHU JUIsI TAKUX MAallMeHTOB. B Apyrux BapuaHTax OCYLIECTBIEHHS TepaneBTHUYECKHE
KOMOWHAIIMM COTJIACHO HACTOSIIEMY H300PETeHHIO MPEeNHA3HAYEHBbl Ui MPUMEHEHHs IpH
Je4YeHHH OOJIbHOTO PAaKOM, KOTOPBIA HE OTBEYAJl HA MPEIIIECTBYIOIIEE JICUEHHEe MHTHOUTOPOM
UMMYHHOI KOHTPOJBHOM TOYKHM. B JApyrux BapuaHTax OCYLIECTBJIEHUS TepareBTUYeCKue
KOMOWHAIIMM COTJIACHO HACTOSIEMY H300PETEHHIO MNpPeNHA3HAYEHBbl Ui TMPHUMEHEHHs IpH
Je4eHHH OOJIbHOTO PAaKOM, KOTOPBIA HE OTBEYAJl HA MPEIIIECTBYIOIIEE JICUEHHE MHIHOUTOPOM
PD-1. He xenast ObITh CBA3aHHBIMU TEOPHEH MM MEXaHHU3MOM, TOJArar0T, YTO OaKTepHUaIbHas
KOMITO3UIMST COTJIACHO HACTOSIEMY H300PETeHHI0 CHocOOHAa CTUMYJHPOBATh HMMYHHYIO
cucteMy CyOBeKTa MOCPENCTBOM MEXaHU3Ma, OTJIIMYHOrO OT MexaHusma mHrudburopa CTLA-4,
o0ecrieunBasi TeEM CaMbIM IOIMOJHHUTEIbHBI MEXaHWU3M JJISl JICYEHUS MalUeHTOB, KOTOPhIE HE
OTBEYAIOT HA JIEUEHNEe HHIMOUTOPOM HMMYHHBIX KOHTPOJIBHBIX TOYEK.

B cooTBercTBMM € HEKOTOPBIMH BapUaHTAMM OCYIIECTBJEHHUS JIEUEHUE paka C
UCTIONIb30BAHUEM TEpPANeBTHUECKOW KOMOMHALIMM PE3yJbTAaTOB M300peTeHus sBiseTcs: Oolee

3¢ ¢deKkTUBHBIM, YeM HCTONb30BaHue ofaHoro uHruouropa CTLA-4, kak U3MEpEeHO ¢ MOMOIIbIO
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kpurepue RECIST (kpurepun OIEHKM OTBE€TAa B COJMIHBIX OIYXOJIIX) HIIM KPUTEPHUEB
irRECIST (uMMyHO3aBUCHMBIE KPUTEpPUH OLEHKH OTBETAa CONMAHBIX omyxoneil). B
COOTBETCTBUHM C HEKOTOPBIMHM BapHUaHTAMM OCYLIECTBJIEHUs JICUEHUE PaKa C MCIOIb30BAHUEM
TepareBTHUECKON KOMOWHAIINY Pe3yJIbTATOB M300peTeHus sBisiercs Oonee 3(h(HEeKTUBHBIM, YeM
UCIIOJIb30BAHUE TOJIBKO OaKTepHaJbHOW KOMIIO3ULMH, M3MEPEHHOWH C TMOMOLIBIO KpPUTEPHEB
RECIST (xpurepuu OLIEHKM OTBETa B COJHIHBIX oOnyxojsix) win kputepue irRECIST
(MIMMyHO3aBHUCHMbIE KPUTEPUH OLIGHKH OTBETa COJNIMAHBIX omyxonei). B coorBercTBum ¢
HEKOTOPBbIM BapHaHTOM OCYIIECTBJIEHHUS JIeUeHHE paka C HCIOJIb30BAaHHEM TepaneBTUYeCKON
KOMOMHAIIMM  COTJIACHO  HACTOSIIEMY HM300PETeHHIO TPUBOIUT K  CHHEPreTHYECKHM
KJIMHUYeCKHM 3¢ (eKTam 1o CpaBHEHUIO C JiedueHneM ogHuM uHruoutopom CTLA-4 uan TONbKO
OakTeprambHON KOMMO3MLMEH, Kak u3MepsiHo ¢ momoinbto kpurepues RECIST (xpurtepun
OLIEHKM OTBeTa B CONUAHBIX onyxomix) win kpurepueB irRECIST (ummyHO3aBHCHMBIE
KPUTEPHH OLIEHKU OTBETA COJUIHBIX OMyXOJIei).

CormacHo  HEKOTOpPBIM  BapwaHTaM  ocymuectBieHuss  uHruomrop  CTLA-4
TEpaneBTHUECKOH KOMOMHAUMK Tnpeacrasisier coboii aHtuTeno. CoriacHoO HEKOTOPBIM
BapuaHTtam ocymectsieHuss nHruoutop CTLA-4 TepaneBTnieckoii KOMOMHALIMH MPENCTABISET
coboii antureno, HaueneHHoe Ha CTLA-4. B onpeneneHHbIX BapHaHTaxX OCYIIECTBICHUS
TepaneBTHUECKHe KOMOWMHAIMHM COTJIACHO HACTOSALIEMY H300pPETeHUIO TNpeNHAa3HAYEeHbl IS
NpeNoTBpalleHsl peluanBa. bakTepuanbHble KOMIIO3ULIMH B KOHTEKCTE TepaneBTUYECKUX
KOMOMHAIMH COTJIACHO HACTOSIIEMY H300PETEHHIO MOTYT TOAXOOUTH MUl JUJIUTEIBHOTO
BBEICHUS. B omnpeneneHHbIX BapuUaHTaX OCYIIECTBJICHUS TepaneBTUYECKHe KOMOWHAIUH
COIJIACHO HACTOALIEMY M300pETEeHHIO MIPEAHA3HAUEHBI JUIs IPEAOTBPAILEHUs TPOrPeCCUPOBAHUS
paka.

B onpeneneHHbIX BapHaHTaX OCYLIECTBICHHs TEPANEBTHYECKHE KOMOWHALIMU COTJIACHO
HACTOAIIEMY N300PETeHUIO NTPEeAHA3HAUEHBI JIsl IPUMEHEHUS NIPU JICYEHHH HEMEJKOKIJIETOUHON
kapuuHoMbl Jierkux (NSCLC). B onpeneneHHbIX BapUaHTaX OCYLIECTBICHHS TEPANEBTHUECKUE
KOMOMHAIIMM COTJIACHO HACTOSIIEMY H300PETeHHIO MPEeNHA3HAYEHBbl Ui MPUMEHEHHs IpH
JIEUEHUN MEJKOKJIETOYHONW KapLUHOMBI JIETKUX. B ornpeneneHHbIX BapHaHTax OCYILECTBICHMUS
TepaneBTHYECKHe KOMOMHAILMHM COTJIACHO HACTOALIEMY H300pPETeHUIO TNpeIHA3HAYEeHbI IS
NPUMEHEHUs] TpHU JIeYEeHUU I[UIOCKOKJIETOYHONW KapLUUHOMBL B ompeneneHHbIX BapuaHTax
OCYLIECTBJICHHUs TEpPAIeBTUUECKHEe KOMOMHALMM COIJIACHO HACTOSALIEMY H300pETEHHIO
IpeHa3Ha4YeHbl AJis IPUMEHEHUs TP JIEUEHUH aIeHOKapLIMHOMBL. B onpeneneHHbIX BapuaHTax
OCYLIECTBJICHHs] TEpPAleBTUYECKHEe KOMOMHALMM COTJIACHO HACTOSALIEMY HM300pETEHHIO
NpeJHa3Ha4YeHbl ISl NPUMEHEHUs MpU JIEYEHUM OINyXOoJel jkene3, KapLUHOUAHBIX OIMyXojei
win HequdepeHTNPOBAHHBIX KAPLITHOM.

B ompeneneHHbIX BapuaHTaX OCYILIECTBJICHUS TEPANEeBTUUECKHE KOMOMHALMU COTJIACHO
HACTOSIIEMY M300PETEHHIO TMpEAHAa3HAYEeHb! I MPUMEHEHUsS MPH JICYeHUH TenaTtodacTOMBI,
XOJIAHTMOKAPLUHOMBI, XOJAHTUOLEJUTIOJISIPHOM LIUCTAACHOKAPLIMHOMBI UJIM  paka Ie4YeHH,
BBI3BAHHOT'O BUPYCHON HH(EKIHEH.

B HeKOTOpBIX BapHaHTaxX OCYIIECTBJIEHHUsS TeparneBTUYeCKUe KOMOWHAIIMM COIJIACHO
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HACTOSIEMY H300pPETEHUIO NpEeAHA3HAYEeHbl ISl NPUMEHEHHs INpPH JIeYeHUH WHBA3HBHOM
NPOTOKOBOW KAapIMHOMBI, MPOTOKOBOW KAapILMHOMBI in Situ WM HHBAa3HBHOH JOOYNApHON
KapLUHOMBI.

B npyrux BapuaHTax OCYINECTBJIEHHUS TepamneBTUYeCKHe KOMOWHAIMM COTJIACHO
HACTOSIIEMY H300pPETeHUIO NMpeaHa3HAueHbl Ul NPUMEHEHHs B JICUeHHU MM NMPOQHIAKTHKE
octporo  numdobnactHoro  seiikoza  (OJIJI),  ocTporo  MHUENOMOHOTO  JIEWKO3a,
alpEHOKOPTUKAJIBHOTO paka, 0a3ajbHO-KJIETOYHOrO paka, paka >KeITYHOrO IPOTOKAa, paka
MOYEBOrO  My3bIpsi, ONYXOJH KOCTEH, OCTEOCApPKOMBI/3JIOKAYeCTBEHHONH  (UOPO3HOI
TUCTUOLIUTOMBI, TJIMOMa CTBOJAa TOJIOBHOTO MO3ra, paka TOJOBHOTO MO3ra, MO3)KE€YKOBOM
ACTPOLIUTOMBI,  LepeOpaJbHONH  aCTPOLMTOMBI/3JIOKAYECTBEHHOW  TIJIMOMBI,  3TIEHIUMOMBI,
MenyJUI00JIaCTOMBI, CYNPATeHTOPHAIBHBIX MPUMHTHBHBIX HEWPOIKTOAEPMAIBHBIX OIyXOJIEH,
paka MOJIOYHOW JKeJie3bl, OpPOHXHAJIBHBIX aJCHOM/KapLUUHOWAOB, JuUM$poMbl bepkurra,
KapLUHOMIHOW OIYyXOJH, paka MIeHKH MAaTKH, XPOHUYECKOTO JUMQOLUTAPHOrO JIEeHKOo3a,
XPOHHYECKOTO MHEJIONEeHK03a, XPOHMYECKHX MHUENONPOIU(EepPaTHBHBIX PACCTPOMCTB, paka
TOJICTOH KHUIIKH, KOKHOH T-KiIeTouHoil nauM(pOMBI, paka 3HAOMETPHs, STEHIUMOMBI, paka
numeBona, capkomsl FOWHra, BHYTPUITIA3HONW MEJTAHOMBI, PETHHOONACTOMBI, paKa JKEIIHOTO
My3bIpsl, pPaKa KEIyAKA, JKEIyJOYHO-KHUIIEYHOM KAPLUUHOMAHOW OMNyXOJIM, CTPOMAaJbHON
OIyXOJH KeJyAo4uHO-kuimedHoro TpakTa (GIST), sMOpruoHATBHO-KJIETOYHOM OMyXOJTH, TJIHOMBI,
JETCKON OIyXONIM 3pUTENbHBIX MyTeH M TUmnoranamyca, JUM(POMbl XOIKKHHA, MEJIAHOMBI,
KapLUHOMBI OCTPOBKOBBIX KJIETOK, capkombl Kamommu, no4uedyHO-KJIETOUYHOIO paka, pakxa
rOpTaHH, JEWKO30B, JUM(POM, ME30TENINOM, HEHpPOOIacTOM, HEXOIKKMHCKONH JUM(OMBI, paka
POTOIJIOTKH, paka OCTEOCAPKOMBI, paka SIUYHMKOB, paka MOMXKEIyAOYHOM JKeNle3bl, paka
NapaIlUTOBUIHON JKeJe3bl, (papuHreasbHOro paxa, 303MHO(PHIBHON aJeHOMBI, HEOIUIa3uu
KJIETOK IIJIa3Mbl, paka MPeACTaTeNIbHOM JKeNe3bl, KapLMHOMbI KJIETOK IOYKH, PETHHOOIACTOMBI,
CapKOMBI, paka sinuka, paka IMUTOBUAHOMN XKeJIe3bl MU PAaKa MATKH.

CorjacHO HEKOTOPbIM BapHAaHTaM OCYIIECTBJICHUS TEParneBTUYECKHe KOMOWHALMU
NpeaHa3HAYEeHbI IJIsl TIPUMEHEHUS B JICUSHUN WM MPOPUIAKTUKE Paka, BHIOPAHHOTO U3 TPYIIIIbIL,
cocrosiei n3 MmenaHoMel, NSCLC, paka MOu€BOro my3bIpsi U paKa rOJIOBbI U LIEH.

B ompeneneHHbIX BapuaHTaX OCYLIECTBJICHUS TEPANEBTHUECKHE KOMOWHALIMU COTJIACHO
HACTOSALIEMY HM300pPETEHHIO COAEp:KaT JIOMOJHUTENbHBIH MPOTUBOPAKOBBIM areHt. B
COOTBETCTBUH C HEKOTOPbIMHU BapHaHTAMM OCYILECTBJIEHHUS JOMOJHUTEIbHbIM MPOTUBOPAKOBBII
areHT BbIOpaH U3. WMMyHOTepanuu IeneBbiM aHTUTeNoM, CAR-T-kjerodHol Tepanuy,
OHKOJIMTUYECKOI0 BUPYCa WJIM LUTOCTATUYECKOIO JIEKAPCTBEHHOT'O CPEACTBA.

Crnioco® BBeneHUs

[IpennouturenbHO OakTepUaIbHbIE KOMIO3HMIMK COTJIACHO HACTOSIILEMY H300pPETEHHUIO
ClieyeT BBOIWUTH B KEIYNOYHO-KHIIEYHBIH TPakT, 4YTOOBI 0OECreunTh IOCTaBKY W/HIIK
YaCTUYHYI0 WJIM TIOJHYIO KOJIOHU3AIMIO KHUINEYHHKA OaKTepUalbHBIM IITAMMOM COTJIACHO
HacrosimemMy n3odperennto. Kak npasuio, OakTepuaibHble KOMIO3HLUHU COTJIACHO HACTOSIIEMY
M300pETEHNIO BBOIST INEPOPATBHO, HO OHU MOTYT OBITh BBEAEHBI PEKTAJIbHO, MHTPAHA3AJIbHO

iy OyKKaJbHO, UM CYOJIMHTBAJIBHO.
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B ompeneneHHBIX BapHaHTax OCYLIECTBIEHHUs OaKTepHaJIbHBbIE KOMIO3ULIUU COTJIACHO
HACTOSIIIEMY U300pPETEHUIO MOTYT OBITh BBEICHBI B BU/I€ IIEHBI, B BUZE CIIPEs MU TeJIs.

B HexkoTOpBIX BapHaHTax OCYINECTBJIEHUS OakTepuaslbHble KOMIIO3MLIUU COTJIACHO
HACTOSIIEMY H300pPETEHUI0 MOTYT OBbITb BBEIEHBI B BUAE CYIIO3UTOPUS, TAaKOro Kak
CYNIIO3UTOPUI ISl PEKTAJbHOTO BBEICHUs, Hampumep, B (PopMe Mmacia TeoOpoMbl (Macio
KaKao), CHHTETUYECKOrO TBEPAOro *Hpa (HampuMep, CyMIounpa, BUICONIA), MINLEPOKETATHHA,
MOJIMATUJIEHTTINKOJIST UM MBUTBHON TTMLIEPUHOBON KOMIIO3ULIUHL.

B HEKOTOpBIX BapUaHTAaX OCYIIECTBJICHUS OaKTEPHAJbHYI) KOMITO3HIIMIO COTJIACHO
HACTOSIIEMY M300PETEHHIO BBOIAT B KEJNYIOYHO-KUIICYHBIH TPAKT uepe3 TPyOKy, Hampumep,
HA30racTPAJIbHBIA 30H]I, OPOracTPAIbHBIN 30HI, KETYAOUYHBIH 30HI, C MOMOIIBI0 SFOHOCTOMHH
(J-obpazHast TpyOka), dYpeckokHOW sHmockomuveckoi racrpocromun (PEG) wmm  mopr,
HarpuMep, MOPT-CHCTEMA, UMIUIAHTHpyeMass B OONACTH TPYAHOH CTEHKH, OOeCreYHBaroIIast
TOCTYII K JKEJTYIKY, TOHKOH KHIIKE W APYTHM MOIXOISIIUM ITOPTaM JOCTYIIA.

bakrepuanpHble KOMIO3WLIMK COTJACHO HACTOSIIEMY H300PETEHHIO MOTYT OBITh
BBE/ICHBI OJIMH Pa3 WM OHU MOTYT OBITh BBEICHBI MOCIEAOBATENILHO KaK YaCTh CXEMBbI JICUCHHUS.
B ompeneneHHBIX BapMaHTax OCYIIECTBIEHHs OaKTepUalbHbIE KOMIIO3HMLUU COTJIACHO
HACTOSIIEMY U300PETEHUIO CIIEyET BBOIUTD €KETHEBHO.

B onpeneneHHbIX BapuaHTax OCYLIECTBIEHUS W300pPETEHHUs] JIEUEHHE COTJIACHO
N300pPETEHNIO COMPOBOKAAETCA OLIEHKOH MHKPOOMOTHI KHIIEYHHUKA MalfieHTa. JleueHne MoxkeT
OBITH TMOBTOPEHO, €CNU JOCTaBKa W/WIM YaCTUYHAS, WU TIOJIHAsl KOJOHHU3ALUs IITaMMOM
OaxkTepranbHON KOMITO3MLIMK COTJIACHO HACTOSIIEMY H300pPETEHHIO0 He MOCTHTHYTa, TaK YTO
3¢ (eKTUBHOCTD He HAOMIOAAETCS, UITH JIUeHHE MOKET ObITh PEKPAIIEHO, €CJIN JOCTaBKa U/ UK
YacTUYHAs, WU TOJHAs KOJOHW3auus ycremHa u 3¢dexkruBHocTh Habmonaercs. CornacHo
HEKOTOPbIM BapHAHTAM OCYINECTBJIEHUS OAKTEPHAIbHYI0 KOMIO3UIIHIO COTJIACHO HACTOSIIEMY
N300peTeHNI0 BBOIAT CYyOBEKTy Imepen mepBbIM BBeneHueM ¢ uHruouropom CTLA-4
TEPANeBTUYECKOW KOMOWHAIIMU COTJIACHO HAacTosieMy wuzoOperenuto. COrlacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHUS], MUKPOOUOTY KHUIIEYHHKA CyOBEKTa OLICHMBAIOT IOCJE BBEIEHHS
OakTeprambHONH KOMIO3MLIMU W mepen mnepBbiM BeeneHnem wuHruoOutopa CTLA-4, Tak 4yto
uHruouTop CTLA-4 BBOISAT TOJBKO MOCHE AOCTABKHU W/WJIHM IMOCJE TOTO, KaK YaCTUYHAS, WJIH
NIOJTHAsT KOJIOHU3ALHs ITAMMOM OaKTepUaIbHOTO IITaMMa B KOMIIO3HLIUU OyeT qocTurayra. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJICHUS TEPAIEBTUYECKAass KOMOMHALMS COTJIACHO HACTOSIIEMY
N300pETEHNIO MOJKET OBITh BBEIEHA OEPEMEHHOMY *KHMBOTHOMY, HAalpUMep, MIIEKOITUTAIOIIEMY,
TAKOMYy KakK 4eJIOBEK, C TeM 4TOObI YMEHBIIUTh BEPOSITHOCTb PA3BUTHS paka B ero pedeHke in
utero W/WiM TOCJIe €ro POXKICHUS.

Tepaneprudeckass KOMOWHAIMSI COTJIACHO HACTOSALIEMY H300PETEHHIO MOXKET OBITh
BBE/ICHA MALMEHTY, Y KOTOPOro AMArHOCTHPOBAH PaK WM KOTOPBIN ObUT HASHTU(UIIMPOBAH KaK
NOJBEPKEHHBbIH PUCKY paka. TepameBTuueckas KOMOMHAIMS TaK)K€ MOXKET OBITh BBEIEHA B
Ka4decTBe MNPOPHIAKTUYECKOH Mephl Ui TNPENOTBPAIICHUS pPa3BUTHUA paka y 3A0POBOTO
NalHeHTa.

TepaneBruueckass KOMOWHAIMSI COTJIACHO HACTOALIEMY M300PETEHHI0 MOXKET OBITh
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BBEICHA TALIMEHTy, y KOTOPOro ObUia BBISBJIEHA IAaTOJIOTHUECKAs KHUINEYHAsh MHUKPOOHOTA.
Hanpuwmep, y nmanueHTa MokeT OBITH CHIDKEHHME WM OTCYTCTBHE KOJIOHM3auuu Enterococcus
gallinarum.

bakrepnanpHbple KOMIO3HLIMH COTJIACHO HACTOSIIIEMY H300pPETEHUI0 MOTYT OBbITh
BBE/ICHBI B BUJIE€ MTUIIEBOT0 NMPOAYKTA, TAKOTO KaK MUIIeBast 100aBKa.

Kak mpaBmio, TepamneBTHYeCKME KOMOWHALIMM COTJIACHO HACTOSIEMY H300pEeTeHHIO
NpefHa3HAYeHbl JUIA JICYEHUS JIIOJEH, XOTS OHM MOTYT ObITb HCIOJB30BAHbI Ui JICYSHUS
YKUBOTHBIX, BKJIFOUAsi MOHOTACTPUYHBIX MIJIEKOIIUTAIOLINX, TAKUX KaK JIOMAIIHSS NTULIA, CBUHBH,
KOIIKH, COOAKH, JIOMAAN WK Kpoiuku. TepaneBTudeckue KOMOMHALMHN COTJIACHO HACTOSIIIEMY
n300pEeTEHNIO MOTYT OBbITh MOJIE3HBI JUIsl YCHJIEHHSI pOCTa M MPOIYKTHBHOCTH KUBOTHBIX. [Ipu
BBEJICHUN OaKTEPHATBHON KOMIIO3HLIUU JKHBOTHBIM MOKET OBITh HCIIOJIb30BaH OPAJIbHBIN 30HI.

CornmacHo HEKOTOpPbIM BapuaHTaM ocymecteieHus, uHruourop CTLA-4 BBOZAT
BHYTPUBEHHO. B COOTBETCTBUY C HEKOTOPBIMH BapHaHTaMH ocyiuecTsieHus, uaruourop CTLA-
4

AOMOJIHUTECIIBHO COACPIKUT IO MEHBIIEH MEpPE OAUH q)apMaLIeBTI/ILIeCKI/I COBMECTHUMBIM HOCUTEJIb

, KOTOpBIH BBOAST BHYTPUBEHHO, HAaXOOUTCS B KOMIIO3HLMH, KOTOpas HEOOsI3aTeNbHO
WIM BCHoMorareiabHoe BeuliecTBO. (COrIacHO HEKOTOPbIM BapUaHTaM  OCYILECTBJIEHMS,
uHrnoutrop CTLA-4 BBOAAT BHYTPHBEHHO Ka)KAblE MPUOIM3UTEIBHO OAHY, BE, TPHU WJIN YETHIPE
HeZleN, MPEANOYTUTENBHO KaKAble TPU HEleH.

B cooTBeTCTBMM C HEKOTOPHIMH BAapUAHTAMH OCYINECTBJICHUs, OaKTEPHAIBHYIO
komnozuiio 1 uHruourop CTLA-4 TtepameBTHYECKON KOMOHMHALIMM COTJIACHO HACTOSIIEMY
N300pETEHNIO BBOAAT C HCHOJb30BAHUEM PA3JIMYHBbIX MyTel BBeneHus. COrllacCHO HEKOTOPBIM
BapUaHTaM OCYINECTBJIEHUS OaKTEPUAIbHYIO KOMITO3UIMIO BBOASAT MEPOPAIbHO, TOTAA Kak
unruourop CTLA-4 TtepameBTH4YeCKOW KOMOMHALIMM COTJIACHO HACTOSIIIEMY H300pETeHHIO
BBOAST JpPyruM IyTeM. B COOTBETCTBUM C HEKOTOPbIMH BapUaHTaMH OCYILECTBIICHMUS,
uarnourop CTLA-4 TepaneBruueckoli KOMOMHAIMM BBOAST BHYTPUBEHHO, TOTAA Kak
OaKkTepHaTbHYI0 KOMITO3UIHIO BBOAST MEPOPATBHO.

CoriacHO HEKOTOPBIM BapPHAHTAM OCYIIECTBJICHUS OAKTEPHUATBHYEO KOMITO3ULIIO BBOISIT
cyobekty no mepsoro BBemeHusi uHruoOutopa CTLA-4 cyOwbekty. CoOrjacHO HEKOTOPBIM
BApPUAHTAM OCYINECTBJICHUS OaKTEPUATIBHYIO KOMIIO3ULHIO BBOIST CYOBEKTY A0 TMEPBOTO
BBeneHust uHruouropa CTLA-4 cyObekTy; npuuemM OakTepraibHY0 KOMITO3HIHIO BBOAAT A0 TEX
nop, moka He OymeT NOCTUrHyTa NOCTaBKa W/WIM YacTUYHAs, WM TOJHAs KOJOHHU3ALHS
IITAMMOM OaKTepHaIBbHOrO ITaMMa B KOMIo3uiuu. COrlacHO HEKOTOPBIM BapHAHTaM
OCYIIECTBIIEHHUsSI OAaKTEPUAIBbHYI0 KOMIIO3ULIUIO BBOIAT CYOBEKTY A0 TIEPBOTO BBEICHHUS
unruouropa CTLA-4 cyObekTy;, nmpudyeM OakTepHUATbHYIO KOMIO3HMLUIO BBOAST 0 TEX IIOP,
IOKa He TMPOU3OHAET JOCTATOYHAs MOAYJSLUs Ouomapkepos, Tak 4ro mHruoutop CTLA-4
croco0eH JIeunTh OOJIBHOTO PakoM, KOTOpbld paHee He orBedan Ha jedenne MUKT. Cornacho
HEKOTOPBIM BAapUaHTaM OCYLIECTBICHHUS OaKTEPHAIbHYI) KOMIIO3ULMIO BBOIAT CYOBEKTY B
Te€YeHHe MO MEHbLIEH Mepe OAHOMN, ABYX, TPE€X WJIM 4YeThIpeX HeJeNb 10 NEepBOr0 BBEAEHUs
unruoutopa CTLA-4. CoriacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJICHUS OaKTepHAIBHYIO

KOMIIO3HUIIMKO BBOJAT CY6”beKTy B TCUCHUEC OKOJO MABYX HEACIb OO TMNEPBOrO BBCACHUSA
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unruoutopa CTLA-4. CoriacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJICHUS OaKTEPHAIBHYIO
KOMITO3ULIIO BBOIAT CyOBEKTY B TEUEHHE IO MEHbIIEH Mepe OFHOH, ABYX, TPEX WMIIHM YeThIpex
Henenb 10 nepBoro BeeneHust mHruouropa CTLA-4 u He BBOIAT CYyOBEKTY MapajuiebHO C
BBeieHneM nnruouropa CTLA-4.

B cooTrBercTBMM C HEKOTOPbBIMH BapHaHTaMU OCYLIECTBJICHUS IE€PBOE BBEACHUE
OakTepuaNpbHON KOMIO3MLMHM B TEPANeBTUYECKOW KOMOMHALMM COTJIACHO —HACTOSIIEMY
N300pETeHNI0 MPOUCXOANT 10 nepBoro BBeneHust nHruoutopa CTLA-4. CormacHO HEKOTOPBIM
BapHaHTaM OCYILIECTBJIEHUs nepBoe BBeneHue naruouropa CTLA-4 nmpoucxoaur He Oosee uem
yepes 1, 2, 3, 4, 5, 6 unu 7 nHel nociie BBeAeHHs OaKTepHabHON KOMITO3UILINH.

CorimacHo HEKOTOPbIM BapHAaHTaM OCYIIECTBIEHHs] crocoda H TepameBTUYECKON
KOMOWHAIIMM COTJIACHO HACTOSIIEMY HM300pETeHHI0 OaKTepUaNbHYI0 KOMITO3UIUIO BBOJIST
CyOBEKTy IO MEHbLIEH Mepe YaCTUYHO MapajulebHO C BBeneHuem wuHruoOmropa CTLA-4
cyOobekTy. CornlacHO HEKOTOPbIM BapHAaHTaM OCYLIECTBIEHHS OaKTEPUATBbHYIO KOMITO3HIIHIO
BBOIAT CYyOBEKTY B TEYEHHE IMEPBOr0 IEPHOAA BPEMEHU C MOCIEAVIOIIMM BBEIECHUEM
uHruouropa CTLA-4 cyObekTy B T€UEHHE BTOPOIO Nepruoaa BPEeMEHH, IpUYeM OaKTepHabHYIO
KOMITO3UIIMIO HEOOS3aTENIbHO JTOTIOIHUTENBbHO BBOAST CYOBEKTY B TE€UEHHE MO MEHbLICH Mepe
YaCcTH YKa3aHHOTO BTOPOTO IE€PHOAA BPEMEHH, HEOOs3aTeIbHO B TEUEHHE BCErO BTOPOTO
nepuona BpeMeHH. COrjacHO HEKOTOPbIM BapHaHTaM OCYLIECTBICHHS OaKTEpUAIbHYIO
KOMITO3UIIIO BBOISAT CyOBEKTY B TEUEHHE IEPBOrO MEPUONa BPEMEHH, TAaKOro Kak, HO He
OrpPaHUYMBASCh 3TUM, B TEUEHHE OKOJIO ABYX HENelNb, C IMOCIEAYIOIIUM BBEIEHUEM HHIHOUTOpa
CTLA-4 cyObekTy B Te€4eHHE BTOPOIrO MEpPHOAa BPEMEHH, TAKOro Kak, HO HE OTPaHUYUBAsCH,
okoJio Tpex Henenb. COrnacHO HEKOTOPBIM BapUaHTaM OCYLIECTBIEHHUs OaKTepUaIbHYIO
KOMITO3MLIMIO BBOASAT CyOBEKTY B TEUEHHE MEPBOro MEepPHOAa BPEMEHH, TAKOro Kak, HO He
OrpaHMYMBASICh 3TUM, B TEYEHHE OKOJIO JABYX HENelNb, C MOCIEAYIOIUM BBEAEHUEM MHIHOUTOpa
CTLA-4 cyObexTy B TeueHHe BTOPOro Mepruoaa BpeMeHH, TAKOTO Kak, HO He OoJiee TpexX Heneb;
npudeM OaKTepUAbHYI0 KOMIIO3HMLUIO JOMOJHUTEIBHO BBOISAT CYOBEKTY B TEYEHHE IIO
MEHBIIEH Mepe 4YaCcTU YKa3aHHOIO0 BTOPOro MEpHOAA BPEMEHHM, NPEAIOYTUTENIbHO B TEUEHUE
BCETO BTOPOrO NEPHOJA BPEMEHU.

CornacHo HEKOTOpPBIM BapHaHTaM OCYLIECTBICHHS OakTepHajbHAs KOMIIO3HMLHUS U
unrnouTop CTLA-4 He BBOASTCS C OJUHAKOBOW 4YacTOTOH. B HeorpaHuduBaromieMm mnpumepe
uHruourop CTLA-4 BBOZST BHYTPUBEHHO KaXIble TPU HEAEH, TOTJAa KaK OaKTepUabHYIO
KOMIIO3UIIMIO BBOAST NEpPOpPajbHO KaXIAbli NeHb UM 4Yepe3 AeHb. COrjacHO HEKOTOPBIM
BapHUAHTaM OCYIIECTBJICHUs, OaKTEPUAbHYIO KOMITO3ULIUIO BBOIST CYyOBEKTY B TE€UEHHE TIEPBOTO
nepuona BpeMeHH ¢ mocienyromuM BeeneHneM uHruoutopa CTLA-4 cyObekTy B TedeHue
BTOPOrO TMEpUOJa BpPEMEHH, TMpHYeM OaKTEepPUANIBbHYIO KOMIIO3UIMIO  HEOOS3aTeNbHO
IOTIOJIHUTENBHO BBOIAT CYOBEKTY B TEUEHHE 10 MEHbIIEH Mepe YacTH YKa3aHHOTO BTOPOTO
nepuosa BPEMEHH, M IPH 3TOM YacTOTa BBeNEHUs] OaKTepUATbHON KOMITO3UIMM PA3JINYHA B
NEPBBI IEPUOA BPEMEHHU U BTOPOH NEPUOJ BPEMEHU.

bakrepuanpHbple KOMIO3ULUU TEPANEBTHYECKOW KOMOMHALMU COTJIACHO HACTOSLIEMY

N300pETEHHIO
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OOBIMHO KOMITO3MLMSA, COAEpIKaIIascs B TEPaNeBTUYECKOH KOMOMHALIMK COTJIACHO
HACTOSIIEMY M300pETeHMIO, CconmepKuT Oakrepuu. B npeamodTHUTEeNnsHBIX  BapUaHTAX
OCYIIECTBIIEHHs] HACTOSINEro M300peTeHuss OakTepuajbHas KOMIIO3UIMS COCTaBJIeHA B
modunnzupoBaHHoi popme. Hanmpumep, OakrepuanabHas KOMITO3UIMSI COTJIACHO HACTOSLIEMY
N300pPETEHNIO MOKET COJEepKaTh I'PAHYJbl WM JKEJIaTUHOBBbIE KAICyJbl, HalpuUMep TBEpIbIe
JKEJIATUHOBBIE ~ KAICYJIbl, CoOneprkaume OaKTepHalbHbI INTAMM COIJIACHO HACTOSLIEMY
N300pETEeHHIO.

[IpennouturenbHO OakTepUalibHAsi KOMIIO3HMLMS COTJIACHO HACTOSIIIEMY HM300pPETEHHUIO
cogepxut JuoduusupoBaHHble Oaktepuu. Jlnopunmzaums Oakrepwii SBISIETCS XOPOLIO
W3BECTHON METOAMKOW M COOTBETCTBYIOIIHME PYKOBOJACTBA AOCTYIHBI, HAPUMEP, MO CChUIKAX [-
1.

ANbTepHATUBHO, OakTepUasibHAasi KOMIIO3UIUS COIJIACHO HACTOSIIEMY H300pETEeHUIO
MOJKET COIEPKATh KUBYIO aKTUBHYIO OAKTEPHAIBHYIO KYJIBTYPY.

B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS OaKTEpHUAIbHBIA INTAMM B OaKTepUAIbHOU
KOMITO3UIIH COTJIACHO HACTOALIEMY M300pPETeHHIO He ObUT MHAKTHBUPOBAH, HaNpuUMep, He ObLI
MHAKTHBUPOBAH HArpeBaHueM. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS OaKTepHAIbHBIN
IITaMM B OaKTEPHAIbHONH KOMITO3MIMH COTJIACHO HACTOALIEMY H300peTeHHI0 He Obul yOwuT,
Hampumep, He Obul yOuUT HarpeBaHneM. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHUS
OaxkTepHaNbHBIN IITAMM B OaKTEPHAIbHON KOMITO3ULIMH COTJIACHO HACTOSIIEMY H300PETEHHUIO HE
Obu1 ocnabneH, Hampumep, He Obul ocnabieH mpu HarpeBaHuu. Hampumep, B HEKOTOPBIX
BapUAHTaX OCYLIECTBJIEHUs OaKTepHaJbHBIN IITaMM B OaKTEpUANIbHON KOMIO3HMLUU COTJIACHO
HACTOSIEMY M300peTeHHI0 He Obl1 yOUT, MHAaKTUBUpOBAaH W/mnu ocnabneH. Hampumep, B
HEKOTOPBIX BapUaHTaX OCYINECTBJICHUS OaKTepPHAJIbHBIN LITAMM B OaKTepUaTbHOW KOMITO3ULIUU
COTJIACHO HACTOALIEMY H300pETeHHIO SBISETCS JKMBBIM. Hampumep, B HEKOTOPBIX BapHaHTax
OCYLIECTBJICHHsI OaKTePHAJIbHbIA IITAMM B OaKTEPUAIbHONW KOMITIO3ULIMU COTJIACHO HACTOSIIEMY
U300peTEeHNIO  SIBJIIETCSl  JKU3HECTIOCOOHBbIM.  Hampumep, B HEKOTOpPBIX  BapUaHTaX
OCYIIECTBIIEHHs OaKTepHAIbHBIN ITAMM B OAKTEPUATBHON KOMITO3UIIMH COTJIACHO HACTOSIIEMY
n300peTEeHNI0 CIIOCOOEH YaCTHYHO WJIM MOJIHOCTBIO KOJOHM3HPOBATh KHIIeYyHUK. Hampumep, B
HEKOTOPBIX BapPHAHTAX OCYLIECTBJICHUS OaKTEPUATBbHBII IITAMM B OAKTEPUATBHON KOMITO3UIUH
COTJIACHO HACTOSLIEMY H300PETEHUIO SIBJISETCS JKM3HECIIOCOOHBIM M CHOCOOEH YaCTHYHO, HUIH
MIOJTHOCTBIO KOJIOHU3UPOBATh KULIEYHUK.

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS OaKTepUaTbHAS KOMIIO3HLUS CONEPIKUT CMECh
JKUBBIX OaKTepUaATbHBIX ITAMMOB U OaKTepUATBHBIX IITAMMOB, KOTOPBIE OBLTH YOUTHI.

B npenmodTuTeNnpHBIX BapuaHTAaX OCYLIECTBJIEHHs OakTepHajabHAass KOMITO3HLIUS
TEPANeBTHUECKOH KOMOWHAIMM COTJIACHO HACTOSIILEMY H300PETEHHIO HHKAICYJUPOBaHA IS
o0ecriedeHns BO3MOXKHOCTH JOCTABKH OAaKTEPHAIBHOIO INTAMMa B KHINEYHUK. MHKancymsmms
3aIuInaeT OaKkTepUaNbHYI0 KOMIIO3ULIMIO OT AETPAJaldy 10 JOCTABKU B LEJIEBYIO JIOKALIUIO 32
CUeT, HaNpUMep, pa3pyLISHNs BCIEACTBHE XUMUYECKOT0 HIIN (PU3HMUECKOro BO3EHCTBHUS, TAKOTO
KaK JaBlieHHe, (epMEHTAaTHBHAS aKTUBHOCTb WM (pU3NYECKas AE3MHTErpanus, KOTOPOe MOKET

ObITh OOycnoBneHO m3MeHeHUsMU B pH. MoxHO ucnonb3oBaTh JHOOOH MOAXOAAIIMN CIIOCOO
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UHKancymsanuu. Tumosble CrocoObl WHKAINCYJSIOMM  BKJIIOYAIOT 3aXBaT BHYTPH MOPHUCTOH
MaTpULlbl, NPUKPEIUVIEHHE WX aACOPOLHMI0O Ha MOBEPXHOCTAX TBEPAOrO  HOCHTEIS,
caMoarperanyo MoCpPeACTBOM (IOKKYJISIIMMA WM CIIMBAIOIIUX AareHTOB, M MEXaHHYECKOe
yaepKaHHe 3a MHUKPOIOPHCTOH MeMOpaHOH WM MHKpPOKarcysio. PykoBoacTBo 1o
WHKAICYJISALUH, KOTOPOE MOXKET OBITh MOJIE3HBIM ISl MPUTOTOBJICHUS! KOMITIO3ULMH COTJIACHO
HACTOSIIIEMY H300pETEHUI0, TOCTYITHO, HAPUMEP, MO CChUTKax [] u [].

bakrepuanpHasi KOMIO3UIMSA MOXKET ObITh BBEZIEHA MEPOPATBHO U MOXKeET OBITh B (hopme
TabJIETKH, KarCyJibl WM TOopowka. [IpeanoYTUTENbHBIMU SIBJISIFOTCS WHKAICYJIMPOBAHHBIE
NpONyKThI, Tak kKak Enterococcus gallinarum siistorcs anaspobamu. Jlpyrue WHTpenueHThI
(rakue xax ButamuH C, Hampumep), MOTyT OBbITh BKJIOYEHbI B Ka4yeCTBE IOTJIOTUTENEH
KHCJIOpONia M MPeOHOTHYECKUX CyOCTPaTOB Ui YAYYIIEHHsS AOCTABKH W/WJIM YaCTUYHOM, WIIH
NOJTHOM KOJIOHM3aLMH M BBDKHBAHUS in Vivo. AJIbTEPHATHBHO, MPOOHOTHYECKAS KOMITO3ULIHS
COTJIACHO HACTOSALIEMY M300PETEHHIO MOXKET OBITh BBEIEHA NEPOPAIBLHO B BHJIE IMHIIEBOTO FIIH
MUTATEIBHOTO TPOAYKTA, TAKOTO KaK KHCJIOMOJOYHBIA NPONYKT HAa OCHOBE MOJIOKA FHIIH
CBIBOPOTKH, WJIM B BHJIE (papMalleBTUYECKOrO Mpernapara.

bakrepranbHast KOMIO3HLUS MOXKET OBITh COCTaBJICHA B BHJE MPOOHOTHKA.

bakrepnanpHasi KOMITO3WLMSI COTJIACHO  HACTOSIIIEMY  M300pPETEHHIO  BKJIIOYAET
TepaneBTHUeCKH 3(P(PEKTUBHOE KOJIUYECTBO OAKTEPHAIBHOIO INTaMMa COTJIACHO HACTOSILIEMY
uszobperennro. TepaneBTudecku 3QPeKTUBHOE KOJUYECTBO OAKTEPUATHHOTO IITAMMA SIBJISIETCS
IOCTaTOYHBIM ISl OKa3aHWs ONaronpUsATHOrO BO3AEHCTBUS HAa MaLMEHTa. |epaneBTHYECKH
3¢ exTuBHOE KOJMYECTBO OAKTEPHAIBLHOTO IITaAMMa MOXKET OBITh JOCTATOYHBIM, YTOOBI
IPUBECTH K JOCTaBKE M/MIIM YaCTUYHOM, WM MOJHON KOJOHU3ALUH KUIIIEYHUKA TTal[UeHTa.

IMonxonsmasi cyTo4yHasi 103a OakTepHii, HampuMep, Ui B3POCIOTO YeNOBEKa, MOKET
cocTasaTh OT okono 1x10° 1o okomo 1x10"! kosonueodpasyromux exunun (KOE); nanpumep,
ot okono 1x10” o oxono 1x10'° KOE; B OPYroM IpHUMepe OT OKOJIO 1x10° 1o okomo 1x10"
KOE.

B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS OakTepuaibHAsi KOMIIO3ULUS COOEPIKHUT
OakTepUaIbHBIN ITAMM B KOJHMYECTBE OT OKOJIO 1X 10° o oxono 1x10'" KOE/r, no oTHowmeHMo
K Macce KOMITO3WIIMH, HAMpUMeEpP, OT OKOJIO 1x10° mo oxono 1x10' KOE/r. Jlosa mosxer
cocTaBJsiTh, Hanpumep, 1 r, 3, 5Sru 10 .

[IpobuoTnk, Takoi Kak OakTepHasbHAash KOMIIO3MIUSI COTJIACHO  HACTOSIIEMY
n300peTeHNI0, HeoOs3aTebHO MOXKET ObITh OOBEAMHEH IO MEHbLIEH Mepe C OJHHM
NOAXONALINM TpeOHOTHYeCKUM coenrHeHneM. l[lpeObnoTnk 0ObMHO mpeacTaBisieT CcoOoit
TPYAHOYCBAaMBAEMBbIil YIJIEBOJ, TAKOH KakK OJIUTO- HJIM TOJHCAaXapui, WIN CaxapoCIHpT,
KOTOPBII HE pasjlaraeTcsi M He BCACHIBACTCS B BEPXHHUX OTAENAX NHIIEBAPUTEIHPHOIO TPAKTA.
U3BecTHbIe TPEeOMOTHKH BKJIIOYAIOT KOMMEpPYECKHE NPOAYKTHI, TaKHe Kak HWHYJIMH U
TPAHCTaJIaAKTOOIUTOCAXAPUIBI.

B onpeneneHHbIX BapuaHTaX OCYIIECTBJIEHUS NpoOmoTHUecKas OakrepuaibHas
KOMITO3UIUST COTJIACHO HACTOALIEMY H300PETEHHIO CONEPKUT MPeOMOTHK B KOJHYECTBE OT

okoiio 1 1o okono 30% macc. 1Mo OTHOLIEHHIO K O0IIel Macce KOMIIO3ULMU (HanmpuMep, oT 5 10
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20% wmacc.). VYrieBomsl MOryT ObITb BbIOpaHbI M3  TPYIbL,  COCTOSIIIEH  H3:
dpykroonurocaxapunos (wi FOS), kopoTkouenoueyHsix (ppyKTOOJUTOCAXapUAOB, WHYJIMHA,
H30MaJIbTOJIMTOCAXAPUIOB, MEKTHUHOB, KCUJIOOJIUTOCaXxapUoB (nnm X0S),
xurozaHonurocaxapunos (wm COS), Oera-riokaHoB, rymMmuapaOuka, MOAU(UIIMPOBAHHBIX U
YCTONMUUBBIX KPaxMayoB, IOJUAEKCTPO3bl, D-TaraTtos3bl, NUIIEBbIX BOJOKOH U3 aKaluH,
POXKKOBOTO JAepeBa, OBCa M LMUTPYCOB. B OmHOM acnekre NmpeOMOTHKU MPEACTaBISIIOT COOOM
¢dpykroonurocaxapuapl ¢ KOPOTKOH LeNblO (Asl IPOCTOTH, NPUBENEHHbIE B HACTOSIIEM
nokymente Hike kak FOSs-c.c); ykasanable FOSs-c.c He SBISIFOTCS yCBaMBaeMbIMHU
yriaeBogaMu, OOBIMHO TMOJyYEHHBIMH IyTeM TNPEBpAlleHHs CBEKJIOBUYHOIO caxapa H
BKJIFOYAIOLITIMU MOJIEKYJIY CaXapo3bl, C KOTOPOU CBS3aHbI TPHU MOJIEKYJIbI TTTFOKO3bI.

bakrepuanbHble KOMIIO3ULIMM COTJIACHO HACTOSIIIEMY H300PETEHHIO MOTYT COAEpKaTb
(bapMaleBTHYECKH TPHUEMJIEMbIE BCIIOMOTATeNIbHbIE BEIIECTBA WJIM HOCUTENHU. [IpuMepbl Takux
MOAXOMSIINX BCIIOMOIaTENbHbIX BELECTB MOXHO HaWTH 1o ccpuike []. [Ipuemnemsle HocuTenn
Wi pa3daBUTENH IS TEPANEBTHYECKOTO NPHUMEHEHHMs XOpOIIO W3BECTHBI B O0JIACTH
(apMalieBTHKN W OIMHWCAHBI, HampuMmep, B ccbulke []. IlpuMepsl MOmXomsux HOCHTENEH
BKJIFOUAIOT JIAKTO3Y, KpaXxMall, TJIFOKO3Yy, METUJILEIUIFOJIO3Y, CTeapaT MarHusi, MAaHHHUT, COPOUT U
ToMy nofoOHoe. Ilpumepsl moaxonamux pazOaBUTENeH BKIIOYAIOT 3TAHOJ, TJHLEPHH W BOAY.
Br16op (apmarneBTHUECKOr0 HOCHUTEINS, BCIIOMOTaTEIbHOIO BEIECTBA WM Pa30aBUTENsT MOXKHO
OCYIIECTBIISIT B COOTBETCTBUU C TIPEANOJAaraéMblM IIyTE€M BBEIEHHs W CTaHAAPTHOH
bapmaneBTHUECKON MpakTUKOH. PapMarieBTHUECKHE KOMITIO3UIIMUA MOTYT COJEPKATh B KAUECTBE
BCIIOMOTATEJIbHOTO BEIIECTBA UJIHM pa30aBUTENs], MJIM B JOMONHEHNE K HUM JIFOObIE MMOIXOASIINE
CBA3YIOLME BELIECTBA, CMA3bIBAIOLIME BELIECTBA, CYCHEHAMPYIOLIUE AreHThl, BELIECTBA IS
IUIEHOYHOTO TOKPBITHUS, CONIOOMIM3HPYIOIIUE areHThl. [IpuMepbl MOAXOMSIINX CBSA3YIOLINX
BEIECTB BKJIIOYAIOT KPaxMall, KeJaTHH, MPUPOIHbIE caxapa, TaKue Kak K032, Oe3BOmHas
JIAKTO3a, JIAKTO3a, MPEMsATCTBYIONIAsl CICKUBAHNUIO U KOMKOBAaHMIO, OeTa-JakTo3a, KyKypy3HbIe
NOJICIACTUTENM, TPUPOAHbIE M CHHTETUYECKHE KaMelW, TaKue Kak apaBHICKas KaMesb,
TparakaHT WM aJbrUHAT HATPUsS, KaPOOKCUMETUIILEIUTIONO03Y U MOJUATHIICHIJIUKOINb. [TpuMepsl
MOJXOMSALINX CMA3bIBAIOIIUX BEIIECTB BKJIIOYAIOT OJieaT HATPHUs, CTeapaTr HaTpus, cTeapar
MarHusi, OeH30aT HaTpws, alerar HaTpus, XJIOpPUI HaTpus U ToMy mnopobHoe. B
(bapMaleBTHYECKYI0 KOMIIO3UIUI0 MOTYT OBbITh BKJIFOYEHbI KOHCEPBAHTBIL, CTA0MJIN3ATOPBHI,
KPacUTeNId M Jake apoMaTrh3atopbl. [IpuMeppl KOHCEPBAHTOB BKJIOYAOT OEH30aT HATPHS,
COPOMHOBYIO KUCJIOTY U CIIOJKHBIE 3(DUPBI M-THAPOKCUOSH30MHON KUCIOTHI. Takke MOTYT OBbITh
UCTIOJIb30BAHbI aHTHOKCHIAHTBI M CYCIIEHIUPYIOIIIHE areHThI.

bakrepuanpHble KOMIO3WLIMU COTJACHO HACTOSIIEMY H300PETEHHIO MOTYT OBITh
COCTaBJIEHBI B BHJI€ MHIIEBOro nmponykra. Hampumep, numeBoil mpoaykT MOXKeT o0ecreunBaTh
MUTATENIbHYIO [IEHHOCTh B JOMOJHEHHE K TepameBTHYECKOMY 3(PQeKTy COrjlacHO HacTOSIIEMY
n300pEeTEeHNI0, HAapUMep, B IMHUIIEBOH m00aBke. AHAJOTMYHBIM O0pa3oM, MHUINEBOH MPOAYKT
MOXeT OBITb COCTAaBI€H [JIsl YJIYYLIEHWs BKyCa KOMIIO3UIMHM COIJIACHO HACTOSIIEMY
M300pETEHNIO WJIM I TOro, YTOOBI CHeNaTh KOMIIO3ULMIO Oosee NpUBJIEKATEIbHON s

norpebnenusi, Oynyun Oojee TmoOXoxed Ha OOBIMHBIA MNPOAYKT TMUTAHHS, 4YeM Ha
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(bapMaeBTHUECKYI0 KOMITO3ULMIO. B onpeneneHHbIX BapHaHTaX OCYLIECTBICHHS KOMITO3ULIHS
COTJIACHO HACTOSIIIEMY H300pPETEHUIO COCTaBJIEHA B BHJE MOJIOYHOIO NPOAYKTa. TepMuH
«MOJIOYHBIHA MPOIYKT» O3HAYAET JIFOOOH KUAKUN WUJTH TIOJTYTBEPAbIi MPOAYKT HA OCHOBE MOJIOKA
WIN CBIBOPOTKH C PA3JIMUHBIM COAEPKAHUEM >KHUpa. MOJOYHBIM NMPOAYKT MOXKET MpPENCTABIATh
co0oMi, HarmpuMmep, KOPOBbE MOJIOKO, KO3b€ MOJIOKO, OBEYbE MOJIOKO, O0E3KMPEHHOE MOJIOKO,
LIeJIbHOE MOJIOKO, MOJIOKO, PEKOMOMHHPOBAHHOE M3 CYXOrO MOJIOKA M CBIBOPOTKH 0e3 KaKOM-
mbo obpabotkyu, mnn 00pabOTaHHBIN MPOMYKT, TAKOW Kak HOTYPT, CBEPHYBIIEECS MOJOKO,
TBOPOT, TPOCTOKBAIA, CKHUCIIEe LEJbHOE MOJIOKO, CIMBOYHOE MOJIOKO U Jpyrue
KHCJIOMOJIOYHbIE MPOAYKTHL Jpyras BaxkHasi TpyIa BKJIIOYAET MOJIOYHBIE HAMTUTKH, TAKHE KaK
CBIBOPOTOUHBIC HAMTKH, KUCJIOMOJIOYHBIE, CTYLIEHHOE MOJIOKO, MOJIOYHAsI CMECh WJIH JAETCKOE
MOJIOKO, apOMAaTH3UPOBAHHOE MOJIOKO, MOPOKEHOE; MOJIOKOCOAEPIKAIIHE TPOIYKTHI, TAKUE KaK
CJIQJIOCTH.

B ompeneneHHBIX BapHaHTaxX OCYLIECTBIEHHs OaKTE€pHAJIbHBIE KOMIIO3HLIUU COTJIACHO
HACTOSIIIEMY M300PETEHHIO COMEPKaT ONUH OaKTepHATbHBIN IITAMM WJIM BHIBL, U HE COIEPKAT
HUKaKUX JPYyrux OaKkTepUalbHBIX LITAMMOB HMJHM BHIOB. Takue OakTephaibHbIE KOMITO3ULIUH
MOTYT COAepaTh TOJNbKO de minimis Wiu OMONOTMYeCKH HEPENeBAHTHbIC KOJHYECTBA IPYIUX
OaKkTepHaNbHBIX ITAMMOB WM BHAOB. Takue OakTepraibHble KOMITIO3ULIUA MOTYT TPEACTABIIATD
co0OM KyIbTYpy, KOTOpast IO CYIIECTBY CBOOOIHA OT APYTHMX BHIOB MHUKpPOOpraHusma. Takum
o0pa3oM, B HEKOTOPbIX BApUAHTAaX  OCYIIECTBIEHHA OaKkTepualbHas  KOMIIO3HMLIUSA
TEpaneBTHUECKON KOMOMHALIMK COMAEPKUT OAWH WK Oojiee INTaMMOB BHIOB Enterococcus
gallinarum, 1 He comep>KUT OAKTEPHH JOOBIX APYTUX BUAOB HIIM COAEPKHUT TOJbKO de minimis
w1 OMOJIOTUYECKH HepPEeNIeBAaHTHOE KOJIMYECTBO OAKTEpUil APYrUX BUIIOB.

B HekoTOpBIX BapHaHTax OCYINECTBJIEHUs OakTepuaslbHble KOMIIO3MLIUU COTJIACHO
HACTOSIIEMY HM300pETeHHIO comepkar Oojiee ueM OAuH OaKTepHalbHBIN LITAMM WA BHI.
Hanpumep, B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHHUsI OaKTepHAbHbIE KOMIO3ULMH COTJIACHO
HACTOsIIEMY U300peTEeHUI0 coaepkatT Oosiee OJHOrO TaMMa U3 OHOTO BHa (Hanmpumep, Oonee
1,2,3,4,5 6,7, 8,9, 10, 15, 20, 25, 30, 35, 40 wiu 45 mramMMOB) U, HEOOSI3aTENIbHO, HE
comepxar Oaktepwii MOOBIX APYrHMX BUAOB. B HEKOTOPBIX BapHAHTaX OCYLIECTBIICHHS
OakTepuabHbIE KOMIIO3HMIIMM COTJIACHO HACTOsIIEMYy u300peTeHuro coaepkatr MeHee S0
ITAMMOB OJTHOTO M TOTO ke BHna (Hampumep, menee 45, 40, 35, 30, 25, 20, 15, 12, 10,9, 8, 7, 6,
5, 4 wm 3 mramMMa) U, HeoOs3aTeNbHO, HEe coiepikaT OakTepwil JOOBIX Opyrux BUAOB. B
HEKOTOPBIX BAapPHAHTaX OCYLIECTBICHHsS OaKTepHabHblE KOMIIO3WIUH COTJACHO HACTOSIIEMY
u3obperenuto copepkar 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 wnmum 31-50 mTamMMOB OJHOTO U
TOTO K€ BHUAA W, HEOOsA3aTeNbHO, HE conepKaT OakTepuil APYrHx BHAOB. B HEKOTOPBIX
BaPHUAHTaX OCYLIECTBICHHUs OaKTEpHAIbHBbIE KOMITO3ULMH COTJIACHO HACTOSIIEMY H300pETEHHIO
comepskat Oojiee OOHOTO BUAA M3 OJHOTO M TOTO ke poxa (Hampumep, 6bonee 1, 2, 3,4, 5, 6,7, 8,
9, 10, 12, 15, 17, 20, 23, 25, 30, 35 nnu 40 BumOB) U, HEOOA3aTENBHO, HE COEPKAT OakTepuit
moboro apyroro popa. B HEKOTOPBIX BapHaHTax OCYLIECTBIEHHs OaKTepPHAIbHbIE KOMITO3HLIUU

COTJIACHO HACTOSIIEMY H300peTeHuro comepykaT MeHee 50 BHAOB M3 OJHOTO U TOTO K€ poja
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(mammpumep, menee 50, 45, 40, 35, 30, 25, 20, 15, 12, 10, 8, 7, 6, 5, 4 uou 3 BHUma) u,
HeoOs13aTeNIbHO, HE copepykaT Oakrepuil sobOoro npyroro poma. B HekoTophIx BapuaHTax
OCYIIECTBIIEHHs] OaKTepHaIbHble KOMIIO3ULIUN COTJIACHO HACTOSIIEMY H300pPETEHHUIO COMepIKar
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 uau 31-50 BUIOB M3 OJHOTO U TOTO e pofa U, HeOOsI3aTebHO,
He cozeprkat Oakrepuil modoro apyroro pona. bakrepuanabHas KOMIIO3ULIUS JIsl TPHMEHEHUS B
KOMOMHAIIMM COTJIACHO HACTOSIIEMY H300PETEeHHI0 MOXKET COAepKaTh JIIOOYI0 KOMOWHALMIO
BBILIETIEPEUNCIIEHHOTO.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS OaKTepUaNbHAS KOMIIO3HMLIUS COIAEPIKHUT
MUKpOOHBII KOHCOpIMyM. Hanpumep, B HEKOTOPBIX BapHAHTaX OCYINECTBJICHHUS OaKTepHabHAasI
KOMITO3UIIHUST COAEPKUT OakTepuanbHblii mramm, umerommii 16S pPHK mnocnenoBaTenbHOCTB,
KOTOpasi Mo MeHbInel Mepe Ha 95% unentnuna nocnenosarenbHocT SEQ ID NO: 2, Hanpumep,
KOTOPBIH npeacTasisieT codoit Enterococcus gallinarum, kak 9acTh MEKPOOHOTO KOHCOPLITYMA.
Hanpumep, B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS OaKTepHAJIbHBINA IITAMM MPUCYTCTBYET B
OakTeprambHON KOMITO3UIIMH B COYETAHUH C OTHUM HJIH Oouiee (HarpuMep, Mo MeHbInei Mepe 2,
3, 4,5, 10, 15 unmu 20) npyrumu OakTepuaibHBIMU IITAMMAMHU U3 APYTUX BUAOB, C KOTOPHIMU OH
MOJET JKUTh CHMOMOTHYECKHM in Vvivo B KHIIEYHHKe. Hampumep, B HEKOTOPBIX BapUaHTaX
OCYIIECTBIIEHHs] OakTepuaibHAs KOMIIO3ULUS COACPKUT OaKTEepHUAJbHBIM INTAMM, UMEIOINUN
nocnenosarenpbHocTh  16S  pPHK, xoTtopas mno wmenbmedn mepe Ha 95% wuneHTU4Ha
nocnenosatenbHocTd SEQ ID NO: 2, nanpumep, koTopslil siBisercs Enterococcus gallinarum, B
COYeTaHWH C OakTepualbHbIM IITAMMOM M3 JpPYroro poaa. B HeKOTOpeIX BapuaHTax
OCYIIECTBJIEHHs] MUKPOOHBIH KOHCOPLIMYM BKJIIOYAeT ABa WM Oosee OakTepHajbHBIX LITAMMA,
NOJYYeHHBIX M3 oOpasua (ekanuii OJHOrO OpraHu3Ma, HampuMep 4eloBeka. B HEeKOTOpbIX
BapUAHTaX MMKPOOHBIH KOHCOpPLMYM HE BCTpedaeTcsi BMecte B mnpupome. Hampumep, B
HEKOTOPBIX BapHAHTAX OCYLIECTBJICHHS MHUKPOOHBIN KOHCOPLMYM BKJIOYAET OaKTepHaJbHbIE
IITAMMBI, TOJy4YeHHbIE 13 00pa3uoB (ekanuil Mo MeHbIIelH Mepe IBYX PasHbIX OPraHu3MOB. B
HEKOTOPBIX BApPUAHTAX OCYLIECTBJICHHS JIBA PA3HBIX OPraHU3MA OTHOCSTCS K OJHOMY U TOMY K€
BUJYy, HAamnpuMep 1Ba pPa3HbIX YeJOBEKA, HANpHMEp IBa pPa3HbIX MIAJCHLA. B HEKOTOPBIX
BAPUAHTAX OCYLIECTBJICHHUS JBAa pA3HbIX OpraHu3Ma MPEACTABIIIOT COOOW MIilafeHna |
B3pPOCJIOTO YEJOBEKAa. B HEKOTOpPbIX BapHaHTAaX OCYLIECTBICHHS JBa PA3HBIX OpraHu3Ma
NPEACTABISIIOT COOOH MIIEKOMUTAOLIEE, OTIMYHOE OT YEIOBEKA.

B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHsS OaKTepHalbHAs KOMITO3HLHS COTJIACHO
HACTOSIIEMY H300PETEHUIO JOMOJHUTENBHO COAECPIKUT OAKTEPHAIbHBIN IITAMM, KOTOPBII HMEEeT
TaKyl ke O€30MacHOCTh M TEPANEeBTUYECKHE XapaKTEPUCTUKU 3(P(PEKTUBHOCTH KaK M IITAMM
MRXS518, HO kotopbwlii He sBisercs mrtamMmoM MRXS518 nenoHupOBaHHBIM MO HOMEPOM
NCIMB 42488, unu xotopslii He siBisgercss Enterococcus gallinarum.

B HeKxoTOphIX BapuaHTaX OCYINECTBJICHUs OaKTEPUAJbHbIM IITAMM U NPUMEHEHHs B
OaxkTeprambHON KOMIIO3ULMM TOJNY4YaroT H3 (ekaauii 4enoBeka. B HEKOTOPBIX BapHUaHTax
OCYIIECTBIIEHHs, B KOTOPBHIX OakTepuaibHas KOMIIO3UIMSA COAEPXKUT Ooyiee  OIHOTO

OaKkTepHaIbHOrO LITAMMA, BCE M3 OaKTEpHANbHBIX IITAMMOB, KOTOPBIE MOJy4YeHbl U3 (hekamuii
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MIIQZICHLIEB 4YEJIOBEKAa WJIM €CNH Jpyrue OaKTepuasbHble INTAMMBI TPUCYTCTBYIOT, OHHU
IPUCYTCTBYIOT TOJBKO B de minimis KOJIM4YecTBaxX. bakrepun MOryT KyJbTHBUPOBATHCS MOCTE
NoJy4eHus U3 (pexanuii MageHIa U UCTIONIb30BaThCs B OAKTEPHAIbHON KOMITO3ULIUH.

Kax ynmomuHanoch Bblllle, B HEKOTOPBIX BAapMaHTAaX OCYINECTBJIEHUS OJUH WK Oojee
OaxrepuanpHbIX mTaMMOB, uMmeromux 16S pPHK nmocnepoBaTenbHOCTD, KOTOpasi MO MeHbIIEH
Mmepe Ha 95% upentuuna nociaenosarenbHocTd SEQ ID NO: 2, Hanpumep, KOTOpBIN sBJIsIETCS
Enterococcus gallinarum, sIBISIETCSI/SIBISIOTCS €MHCTBEHHBIM TEPAIeBTUUECKH aKTHBHBIM(MH)
areHToM(amMu) B OakTepUANbHOW KOMIIO3ULMHM MO H300peTeHnr0. B HEKOTOphIX BapHaHTax
OCYIIECTBIIEHHs OaKTepUaAbHBINA TaMM(bl) B OaKTEpHUANTbHOW KOMITO3ULIUH SIBJISIETCSI/SIBJISIETCSI
€IMHCTBEHHBIM TEPANIEBTHUECKU AKTHBHBIM aréHTOM(aMH) B KOMITO3ULIHH.

bakrepuanbHble KOMIO3MLUU AJISi UCIOJB30BAHUS B COOTBETCTBHHM C H300peTEHHEM
MOTYT TpeOOBaTh MK He TPeOOBATh pa3peleHHs Ha POHAKY.

B ompeneneHHBIX ~ BapuaHTaX ~ OCYLIECTBICHHMS  HM300pETEHHE  OTHOCHUTCS K
BBILIEYKA3aHHOW OaKTepHaJbHOW KOMIIO3HMLMH, TMPUYEM YKa3aHHbIH OaKTEepHANbHBIA IITaMM
SABIISIETCS JTHOPUIM3UPOBAHHBIM. B ompeneneHHbIX BapHaHTaX OCYIIECTBJICHUS H300peTeHHe
OTHOCHUTCSI K  BBIIIEYKA3aHHOW  OaKTepHaJbHOH  KOMIIO3MLMH, TpPHYEM  yKa3aHHBIH
OakTepHaNbHBIN ITAMM BBICYIIEH paclbUIEHHEM. B onpeneneHHbIX BapuaHTaX OCYIIECTBIICHHS
n300peTeHNe OTHOCUTCS K  BBIIIEYKA3aHHOW OakTepualbHOM  KOMITO3ULMH, IPHYEM
OakTepHanbHBIN MTAaMM JHOPUIN3UPOBAH WJIM BBICYIIEH PACHBUICHHEM M MpPUYEM OH kus. B
OTIPENeNIEHHBbIX BapPHAHTaX OCYLIECTBIEHUs W300pEeTeHHEe OTHOCHUTCS K BBIIIEYKAa3aHHOM
OaxTepranbHON KOMIIO3UIIUH, TPUYEM OaKTepHAIbHBIN ITAMM JTHOQUIN3UPOBAH WM BBICYLIEH
pacmpUieHHEM, W TpUYeM OH SBJIETCS JKM3HECIIOCOOHBIM. B HEKOTOpPBIX BapHaHTax
OCYLIECTBJICHHsT M300peTeHHe OTHOCHTCSl K BBILIEYKa3aHHOHW OaKTepHalbHONH KOMIO3HULHH,
npudeM OaKTepHabHBIA MTaMM JHOQWIN3UPOBAH WM BBICYLIEH PACIBbUICHHEM U IPUYEM OH
CrIocOO€H YaCTHYHO WJIM MOJHOCTBIO KOJOHM3MPOBATh KHIIEYHHNK. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHsS] H300pETEeHHe OTHOCHTCS K BBILIEYKA3aHHOW OaKTepHUaIbHOW KOMITIO3HMLIUH,
npudeM OaKTepUATbHBIN ITAaMM JTHOQUIM3UPOBAH WM BBICYLIEH PACIbUICHUEM, U MPUYEM OH
’KM3HECTIOCOOEH M CIIOCOOEH YaCTUYHO WIIH MTOJTHOCTHIO KOJIOHU3HUPOBATh KUIIEYHUK.

B HekoTOphIX ciydasx JUOPUIU3UPOBAHHBIA WM BBICYLICHHBIH PacHbUIEHUEM
OaKkTepHaNbHBIN INTAMM BOCCTAHABJIMBAETCS IMEpeN BBEAEHHEM. B HEKOTOPBIX Cilydasx i
BOCCTaHOBJICHHUS UCIIONIb3YETCS pa30aBUTEINb, ONMMCAHHBINA B HACTOSIIEM U300PETEHUH.

bakrepuanpHble KOMITO3ULMH IO H300PETEHHI0O MOTYT COIEpKaTh (papMaleBTUUYECKH
NpUEMJIEMbIE BCTIOMOTaTEIbHBIE BELIECTBA, pa30aBUTEIHN WIH HOCUTEIH.

B  ompeneneHHBIX ~ BapMaHTax ~ OCYIIECTBJCHUS  OakTepHajbHAs  KOMITO3HMLIUS
npeacTaBisieT coOol GpapMareBTUIECKYI0 KOMIIO3HLINIO, CONEPIKAINYIO: OaKTepHAIbHBII LITAMM,
UCTIONB3YEeMBIH B U300peTeHnH; U (papManeBTHIECKH MPHUEMIIEMOE BCIIOMOTaTeIbHOE BEIECTBO,
HOCUTENb WJIU pa30aBUTENb, NPUYEM OaKTEpUANbHBIA IITAMM HAXOOUTCS B KOJUYECTBE,
IOCTAaTOYHOM JUISL JIEYEHUS pPACCTPOMCTBA IpHU BBENEHHMH CYOBEKTY B KOMOHMHALUU C
unruouropom CTLA-4; u mpuyueM paccTpoHCTBO MpeAcTaBisieT cOOOH pak MOJIOUHOM KeNe3bl.

B mpenmoutuTeNnbHBIX BapUaHTaX OCYINECTBICHHUS paK MPEACTaBsieT COOOH KapLHHOMY
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MOJIOYHOI! JkeJie3bl. B mpennouTHTeNbHbIX BAPHAHTAX OCYIIECTBICHUS PaK MPEACTaBIsieT OO0
pak MosIouHOM xkenesbl IV craguu.

B ompeneneHHBIX ~ BapMaHTax ~ OCYIIECTBIEHHUs  OakTepuajbHas  KOMITO3ULHS
npeacTaBisieT coOoH papMaleBTUYECKYI0 KOMIIO3HLINIO, COAEPIKAINYIO: OaKTepHaIbHbII LITaAMM,
UCTIONIB3YEMBbIil B M300peTeHNH; U (papMaLeBTUYECKU MPUEMIIEMOE BCIIOMOTaTeIbHOE BEIECTRO,
HOCHTENb MJIM pa3OaBUTENb, NpHYeM OaKTEPUANbHBIN ILITAMM HAaXOOUTCS B KOJMYECTBE,
AOCTATOYHOM JUISl JIEYEHUs] PACCTPOWCTBA IPHU BBEACHUH CYyOBEKTY B KOMOMHALMH C
unruouropom CTLA-4; u mnpudyeMm pacCTPONCTBO MpeAcTaBisieT coOoil pak Jjerkux. B
NPEATIOYTUTENIbHBIX BAPHAHTAX OCYIIECTBICHHS PaK MPENCTABIAET COOOI KapIITHOMY JIETKHX.

B  ompeneneHHBIX ~ BapMaHTax ~ OCYLIECTBICHHs  OakTepuajbHas  KOMITO3UIIMS
npeacTaBisieT coOor GapMaleBTHYECKYI KOMIIO3HLINIO, CONEPIKAINYIO: OaKTepHATbHBII ITAMM,
UCTIONB3YEeMBIH B U300peTeHnH; 1 (papMalleBTHYEeCKH MPHUEMIIEMOE BCIIOMOTaTeIbHOE BEIECTBO,
HOCUTENIb WJIM pa30aBUTENb, NPHYEM OaKTEPUANbHBIH IITAMM HAXOOUTCS B KOJUYECTBE,
IOCTAaTOYHOM JUISL JIEYEHHUS pPACCTPOICTBA MpH BBENEHHUH CYOBEKTY B KOMOHMHALUU C
unruouropom CTLA-4, m mpuueM pacCTpOMCTBO mpeAcTaBisieT coboll pak mnedeHH. B
NPEATIOYTUTENIbHBIX ~ BapUAHTaX OCYLIECTBICHHsS paKk MPEACTAaBIsIeT COOOH  remaTtomy
(renaToLeIUTIOJIIPHYIO KapLIUHOMY ).

B  ompeneneHHBIX ~ BapMaHTax  OCYIIECTBJIECHUS  OakTepuajbHAs  KOMITO3HMLIUS
NpeAcTaBysieT cOOOH papMaleBTUIECKYIO KOMIIO3HLINIO, CONEPIKAINYIO: OaKTepHaIbHBII LITaAMM,
no m300peTeHno; M (papMaleBTUYECKH MPUEMIIEMOE BCIIOMOTaTeIbHOE BEIIECTBO, HOCHTENb
WM pa30aBUTEND; MPUYEM OaKTEPHATIbHBIN IITAMM HAXOIUTCS B KOJIUYECTBE, JOCTATOUHOM IS
JIEUEHHsI PacCTPOMCTBA INpH BBeNEHUM CyObekTy B KoMOuHanmu ¢ uHruouropom CTLA-4; u
IpUYEM pPACCTPOICTBO MPencTaBisieT coOOW pak TOJCTOW KHLIKK. B mpennoyTHTeNnbHBIX
BapUAHTAaX OCYLIECTBIICHUS PAK MPENCTABISIET COOOH KOJMOPEKTAIbHYIO aJeHOKAPLUTHOMY .

B onpenmeneHHbIX ~ BapuaHTaX  OCYLIECTBIEHUS  OakTepuanbHass  KOMIIO3ULIMSA
npeacTasisieT coOol GapMaeBTUYECKYI0 KOMIIO3UIIUIO, CONEPIKAINYI0: OaKTepHaIbHBII [ITAMM,
no m300peTeHno; U (GapMaleBTUYECKH MPUEMIIEMOE BCIIOMOTATEIbHOE BEIIECTBO, HOCHTEb
Wwin pa30aBUTENb; MPUUEM OAKTEPHATIbHBIN IITAMM HAXOIUTCS B KOJIUYECTBE, TOCTATOUHOM IS
JICYEHHsT PAcCTPOKNCTBA NMpH BBENEHUH CyObeKTy B KoMOmHanmu ¢ uHruouropom CTLA-4; u
NPUYEM PACCTPOMCTBO MPEACTABISET COOOM KAPIITHOMY .

B  ompeneneHHBIX ~ BapMaHTax  OCYIIECTBJICHUS  OakTepuajbHAs  KOMITO3HMLIUS
npeacTaBisieT coOol GpapMaleBTUYECKYI0 KOMIIO3HLINIO, CONEPIKAIIYIO: OaKTepHAaIbHBIN ITAMM,
no m300peTeHno; 1 (GapMaleBTUYECKH MPUEMIIEMOE BCIIOMOTaTEIbHOE BELIECTBO, HOCUTEINb
WM pa3daBUTENb; IPUYEM OaKTEPHATIbHBIN IITAMM HAXOIUTCS B KOJIWYECTBE, TOCTATOUHOM IS
JIEYSHHs PAcCTPOMCTBA NMpH BBENEHUHM CyOBbeKTy B KoMOmHanmu ¢ uHruomropom CTLA-4; u
pUYEeM PACCTPOMCTBO MPENCTABISAET COOOH HEMMYHOT€HHBIH paK.

B  ompeneneHHBIX ~ BapHaHTax  OCYLIECTBICHMs  OaKTepuajbHAs  KOMITO3ULIUSA
npeacTaBisieT coO0H papMalieBTUYECKYI0 KOMIIO3HLIUIO, CONEPIKAINYIO: OaKTepHaIbHBII LITaMM,
no m300peTeHno; M (papMaleBTUYECKH MPUEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO, HOCHTENb

nJIn p2136aBI/ITe.]'Ib; npuiemM 6aKTepI/IaJ'IbHI:>II\/'I mTaMM HaXOAUTCA B KOJIUYCCTBE, JOCTATOYHOM IJIA
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JIEYSHHsI PacCTPOMCTBA INpH BBEeNEHUHM CyOBbeKTy B KoMOmHanmu ¢ uHruomropom CTLA-4; u
NpUYEM PACCTPOHCTBO BBIOPAHO M3 TPYIIIBL, COCTOSINEH W3 HEMEJIKOKJIETOYHOH KapLHUHOMBI
JETKUX,  MEJKOKJIETOYHOH  KapIMHOMBI  JIETKMX,  IUIOCKOKJIETOYHOM  KapLUHOMBI,
aZleHOKApILIMHOMBI, OIyXOJIel JKeje3, KapLUUHOUAHBIX omyxosieH, HenuddepeHIpOBaHHBIX
KapLIMHOM.

B onpenmeneHHbIX  BapuaHTaX  OCYIIECTBJEHUS  OakTepuanbHass  KOMIIO3ULIHS
npeAcTasisieT co0oi papmMarieBTUYECKYI0 KOMIO3HLIMIO, COEPIKAINY0: OaKTepHaIbHbIN IITaMM
no m300peTeHno; U (papMaleBTUYECKH MPUEMJIEMOE BCIIOMOTATEIbHOE BELIECTBO, HOCHTEb
Wwin pa30aBUTENb; MPUYEM OAKTEPHAIbHBIN IITAMM HAXOIUTCS B KOJIUYECTBE, TOCTATOUHOM IS
JICYSHHsT PAcCTPONCTBA NMpH BBENEHUHM CyObeKTy B KoMOumHanmu ¢ uHruouropom CTLA-4; u
NpUYeM  PacCTPOMCTBO  BBIOPAHO M3  TIPYOIBL,  COCTOSIEH M3 TemarodJIacTOMBI,
XOJIAHTMOKAPIIMHOMBI, XOJIAHTHOLEJUTIOJIIPHON LUCTAJCHOKAPLUMHOMBI WJIM paka TICYEeHH,
BBI3BAHHOTO BHUPYCHOW HH(EKIHEH.

B  ompeneneHHBIX ~ BapMaHTax  OCYIIECTBJICHUS  OakTepuajbHAs  KOMITO3HMLIUS
npeacTaBisieT co00i (papMaleBTUIECKYI0 KOMIIO3UIIHIO, COEPIKAINY0: OaKTepHATbHBIN [ITAMM
no m300peTeHno; M (papMaleBTUYECKH MPUEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO, HOCHTENb
WM pa3daBUTENb; IPUYEM OaKTEPHATIbHBIN IITAMM HAXOIUTCS B KOJIWYECTBE, TOCTATOUHOM IS
JIEYEHHsT PacCTPOMCTBA INMpH BBENEHUH CyOBbeKTy B KoMOmHanmu ¢ uHruoutopom CTLA-4; u
NpUYeM pacCTPOHCTBO BBIOPAHO W3 TPYIIbI, COCTOALIEH M3 WHBA3WBHOW IPOTOKOBOM
KapLMHOMBI, TPOTOKOBOW KaPLIMHOMBI in Situ WM WHBa3UBHOMN JIOOYJISIPHOIN KapILIUHOMBI.

B ompeneneHHBIX ~ BapMaHTax ~ OCYIIECTBJIEHUs  OakTepuajbHas  KOMITO3HMLIUSA
npeAcTaBisieT co00H GapMaleBTHIECKYI0 KOMIIO3HUIIMIO, COMEP KaIyI0: OaKTepHaIbHbIN IITaMM
o M300peTeHHo; M (papMaleBTUYECKH MPUEMJIEMOE BCIIOMOTaTeIbHOE BEIIECTBO, HOCHUTENb
wn paz0aBuTeNb, MpU4eM OaKTepUAbHBII [TAMM HAXOAUTCS! B KOJIMUECTBE, JOCTATOYHOM JIS
JICYSHHsI PAcCTPOMCTBA MpPH BBENEHUH CyOBeKTy B komOumHaiuu ¢ unruouropom CTLA-4; u
NPUYEeM PACCTPOMCTBO BBHIOPAHO M3 TPYMIIBI, COCTOSIIEH M3 OCTPOro JUMQOONIACTHOTrO JIeHKo3a
(OJIJI), ocTporo MHENOHIHOIO JIEMKO3a, aapeHOKOPTUKAJIBHOTO paka, 0a3ajbHO-KJIETOYHOTO
paka, paka OKEIYHOrO TPOTOKA, paka MOUYEBOTrO  My3bIps, ONyXOJH  KOCTEH,
OCTEOCaPKOMBI/3JI0KaUYECTBEHHOH (PHOPO3HON r'MCTUOLMTOMBI, IIHMOMAa CTBOJIA TOJIOBHOT'O MO3Ta,
paka T'OJIOBHOTO MO3Ta, MO3KE€YKOBOH aCTPOLIUTOMBI, nepeOpasbHOM
aCTPOLIUTOMBI/3JIOKAUYECTBEHHOM TJIHOMBI, SMEHTUMOMBI, MenyJUI00JIacTOMBI,
CYINPATEHTOPUAIBHBIX TMPUMHTHUBHBIX HEHPOIKTONEPMATBHBIX OMNyXOJIeH, paka MOJOYHOM
JKee3bl, OPOHXHAIBHBIX aIeHOM/KapLIMHOUAOB, TUM(OMBI bepkuTTa, KapUUHOUAHON OMyXOJH,
paka HIeWKH MAaTKH, XPOHHUYECKOTo JUM(OIMTAPHOTO JIEHKO03a, XPOHHYECKOTO MHENONEeHKO3a,
XPOHUYECKUX MHEJONPONu(epaTHBHBIX pPACCTPONUCTB, paka TOJCTOM KHIOKH, KOKHOW T-
KJIETOYHOH JTMM(OMBI, paka 3HAOMETPHs], 3TMEHANMOMBI, paka muiieBoaa, capkombsl FOwuHra,
BHYTPUIJIA3HON MeEJaHOMBI, PETHHOOJACTOMBI, paka >KEeJYHOTO Iy3bIps, paka KeIyaka,
KENYyJOYHO-KUIIEYHOH KapUUHOMOHOW ONyXOJIM, CTPOMAJbHOH ONyXONU  IKEJyIOYHO-
kumeyHoro tpakra (GIST), sMOpHOHATBHO-KJIETOYHON OIMyXOJH, TJIMOMBI, AETCKOH OMyXOJH

SPUTECIIbHBIX HyTeﬁ U Trunorailiamyca, J'II/IM(l)OMbI XOI[}KKI/IHa, MCJIaHOMBI, KapLUHOMbI
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OCTPOBKOBBIX KIJIETOK, CapKOMbI Karomu, nmouedyHo-KJIeTOYHOro paka, paka ropTaHu, JeHKO30B,
muMdoM, Me30TeNnoM, HeHpoOIacTOM, HEXOIKKMHCKOW JTMM(OMBI, paka POTOIJIOTKH, paka
OCTEOCapKOMBI, paka SIMYHUKOB, PaKa IOKENyTOUHON XKeJe3bl, paka MapaliuTOBHIHON JKeJe3bl,
(dapuHreaJbHOro paxa, 303MHO(PHIBHONW aJeHOMBbI, HEOIUIAa3UM KJIETOK IIJIa3Mbl, paka
NPEACTATENbHON JKeJe3bl, KaPLMHOMBI KJIETOK MOYKH, PETHHOONACTOMBI, CAPKOMBI, paKa su4kKa,
paxa LTUTOBUIAHOM XKeNe3bl TN paka MaTKH.

B HEKOTOpBIX BapHaHTAX OCYIIECTBJEHUS KOJMYECTBO OAaKTEPHAJIbHOIO IITaMMa B
GakTepHaNbHON KOMIOSHIMH CcOCTaBnser or okomo 1 x 10° mo okomo 1 x 10 !
KOJIOHMEOOPA3YIOMIMX eIUHHIL] HA TPAMM 10 OTHOLICHUIO K MacCe KOMITO3ULIHH.

B onpeneneHHbIX BapHaHTaxX OCYLIECTBIEHHs OaKTEpHUAIbHYIO KOMIIO3HMLIUI BBOJSAT B
pmozelr, 3, Srum 10T,

B ompeneneHHBIX BapHaHTaX OCYLIECTBJIEHHUS] OAKTEPUANBHYI) KOMITO3ULUIO BBOJST
croco0OM, BBIOPAHHBIM W3 TPYMIIBL, COCTOSIIEH M3 MEPOPANbHOTO, PEKTAIBHOIO, TOAKOXKHOTO,
HA3aJIbHOTO, OYKKaJBHOTO U MOABSI3BIYHOTO BBEIEHIS.

B ompeneneHHbIX BapHaHTaxX OCYLIECTBICHHMs OaKkTepHajbHAs KOMIIO3ULHMSI CONEPIKHUT
HOCUTENb, BBbIOPAHHBIH W3 TPYIBL, COCTOSIIEH W3 JIAKTO3bI, Kpaxmajia, TIIOKO3BI,
METHJILIEIUTIOJNIO3b], CTeapaTa Maruus, MaHHUTA U copOuTa.

B ompeneneHHBIX BapHaHTax OCYLIECTBICHHS H300pEeTEHHE NPEAyCMATPUBAET, YTO
OakTepuanbHasi KOMIO3ULIUS COAEPIKUT pa30aBUTENb, BHIOPAHHBIN W3 TPYMIBL, COCTOSIIEH U3
3TaHOJA, TJMLEPHHA U BOJIBL.

B HexkoTOpRIX BapMaHTax OCYIIECTBJICHUS OaKTepuaibHAs KOMIO3ULUS COMEPIKHUT
BCIIOMOTATEJIbHOE BEIIECTBO, BBIOpAHHOE W3 TIPYIMIbL, COCTOALIEH M3 Kpaxmala, >KeJaTHHa,
TJIFOKO3bI, OE3BOAHOM JIAKTO3BI, JIAKTO3bI CBOOOMHOIO TEUEHMs, OeTa-JaKTO3bl, KYKYPY3HOrO
NOACIACTHUTENS, TYMMUapaOKuKa, TparakaHTa, ajlbIMHATa HATpHs, KapOOKCHMETHIILEITIONO3bI,
NOJMATUJICHIJIMKOJSA, OJieaTa HATpHs, CTeapaTa HaTpws, cTeapaTa MarHus, OeH3oaTra HaTpws,
arieraTa HaTPUs U XJIOPUAA HATPUSI.

B  ompeneneHHBIX ~ BapMaHTax  OCYIIECTBJCHUS  OakTepuajbHAs  KOMITO3HMLIMS
JOTIOJTHUTEIBHO COAEPIKUT, TIO0 MEHbIIEH Mepe, ONWH M3 KOHCEPBAHTA, AHTHOKCHIAHTA W
crabunmsaTtopa.

B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS OakTepUaibHAsI KOMIIO3HULUS CONEPIKHUT
KOHCEPBAHT, BBIOPAHHBIN W3 TPYIIBL, COCTOSIIEH U3 OeH30aTa HATPHsl, COPOMHOBOI KHCIIOTHI U
CJIOKHBIX 3(PUPOB M-TUAPOKCUOEH30WHOM KUCIIOTHI.

B onpeneneHHBIX BapHaHTaX OCYIIECTBJICHHUS, KOrna OaKTepHUATbHYI KOMIO3HIIHIO
XpaHAT B 3ale4daTaHHOM KOHTeiiHepe mnpu Temmnepatype okono 4 °C umu okxono 25 °C u
KOHTEIHep MOMEIA0T B aTMOC(epy, MMEIOIYI0 OTHOCUTENIbHYIO BIaKHOCTh S0%, 10 MeHbIIekh
mepe, 80% OakTepuanbHOro INTAMMA, HW3MEPEHHOTO B KOJOHHE(POPMHPYIOLINX €IHHHULAX,
OCTaeTcs Moclie Mepuoaa, Mo KpaiHel mepe, okono: 1 mecsua, 3 mecsues, 6 mecsues, 1 rona,
1,5 ner, 2 ner, 2,5 net v 3 ner.

B HekoTOpBIX BapuaHTax OCYLIECTBIIEHHUs OaKTepHUaIbHAs KOMIO3ULIUS M0 H300PETEHUIO

npeaoCTaBIACTCd B TEPpMETHUIHOM KOHTefIHepe. B HEKOTOPBIX BapHAHTaX OCYLICCTBJICHUA
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TePMETUYHBII KOHTEHHEp MpeAcTaBisieT coO0H makeTHk win ¢rakoH. B HEKOTOpPBIX BapHaHTax
OCYIIECTBIIEHHsI OaKTepHaIbHAsI KOMITO3HIHUS 1O N300PETEHHIO MPENOCTABIISIETCS B IITPHULIE.

B HexoTOpBIX BapMaHTax OCYLIECTBJICHHUs OakTepuaslbHasi KOMIIO3MLIUA MOJXKET
NPEAOCTaBIATECS B BuAe ¢apmaleBTHUecKol kommosuiuu. Hanpumep, OaxrepuanbpHas
KOMITO3ULIUST MOXKET MPENOCTABIATHCS B BUJIE TAOJETKU WM KaICyJjibl. B HEKOTOPBIX BapHaHTax
OCYLIECTBJICHHS KaICyJia MPEACTaBIeT COOOH JKETATHHOBYIO KAICyy («reseBast KPBIIIKa).

B  HeKOTOpBIX BapHaHTAaX OCYIIECTBJEHUS OaKkTepuaNbHble KOMIIO3ULHU IO
n300peTEeHNI0 BBOASIT MEPOPaAIbHO. B HEKOTOPBIX BapHaHTaX OCYILIECTBICHUs OaKTepHabHbIE
KOMITO3UIIUH 1O U300PETEHUIO COCTABIIEHBI B (hapMaIleBTUYECKYI) KOMITO3ULIUIO, MOIXOISIIYEO
1751 nepopanbHOro BeeneHus. IlepopanbHoe BBeNEHHE MOXKET BKJKOUYATh INIOTAHUE, TaK 4YTO
COEMHEHHUE TOMANAeT B XKEJIYJOYHO-KUIICYHBIH TPAKT, W/ HiIH OyKKaJbHOE, JTHHIBAJIBHOE HIIH
NOABA3BIYHOE BBEACHHE, IOCPEACTBOM KOTOPOrO COEAWHEHHE IIONajaeT B KPOBOTOK
HEMOCPEICTBEHHO HU30 PTa.

DapmaleBTUYECKUE COCTaBbl, MOAXOMSIINME [JIsl MEePOPAIBbHOIO BBEACHMsS], BKJIIOYAIOT
TBEpIbIe NMPOOKH, TBEPIbIE MHUKPOYACTHIBI, MOIYTBEPAbIE U JKUAKHE (BKIFOYas MHOTO(a3HbIe
WIN TUCTIEPCHBIE CUCTEMBI), TAKHUE KaK TaOJETKH, MSATKHE FIJIN TBEPHbIE KaICyJIbl, COAEpIKALIHE
MyJbTH- WM HAHOYACTHULI, JKUAKOCTH (HAampuUMep, BOIHBIE pACTBOPBI), OMYJIbCUU HIIH
MOPOIIKY, MACTHJIKA (B TOM YHCJIE€ HANOJHEHHBbIE JKHIAKOCTBIO), JKBAYKH, TIelH; OBICTPO
OUCHIEPTUPYEMBIE JIEKapCTBEHHbBIE bopmsr; IIJIEHKH, KarcyJibl, crpeu, 51
OyKKaJIbHbIe/MyKOAAT €3UBHBIE TUTACTHIPH.

B HekoTOpBRIX  BapuaHTax  OCYLIECTBIEHUs  (papMaleBTHYECKass  KOMITO3ULIHS
NpEeACTaBIsieT COOOM KHIIEYHOPACTBOPUMYIK KOMIIO3HLIMIO, TO €CTh TracTPOyCTOHUYUBYIO
KOMITO3UIIMIO (HampuMep, yCTOMUUBYIO K skenynodHomy pH), koTopast mogxoauT st JOCTaBKU
KOMIIO3MLIMK 1O  M300peTeHMI0 B  KUINEYHUK MyTeM  [epOpPaJbHOIO  BBEACHUSL
KuineqHopacTBOpUMBIE COCTABbI MOTYT OBITh OCOOEHHO MOJIE3HBI, KOraa OaKTepuu WiIN IpyTrHe
KOMITOHEHTb! KOMITO3ULIMM YYyBCTBUTENBHBI K KHCIJIOTE, HAllpUMeEp, CKJIOHHBI K Jerpagaluy B
JKEJTyJOUHBIX YCIOBUSX.

B HexoTOpBIX BapuaHTax OCYIIECTBJICHUS KHIIEYHOPACTBOPHUMAsi KOMITO3ULIMS COIEPIKUT
KHIIEYHOPACTBOPUMOE MOKPBITHE. B HEKOTOPBIX BapHaHTaxX KOMIIO3HMLIUS MPEACTABISIET COOOi
JIEKapCTBEHHYI0 (POPMY € KHIIEYHOPACTBOPUMBIM MOKpbITHEM. Harprumep, KOMITO3ULIST MOJKET
NPEACTaBIATh COOOH TabNeTKy C KUIIEYHOPACTBOPUMBIM IOKPBITHEM HJIM Karcyily ¢
KHULIEYHOPACTBOPUMBIM TIOKPBITHEM HJIH TOMY MNOAo0HOe. KuInedyHOpacTBOPHMOE MOKPBITHE
MOJKET TPEACTaBJIATh COOOH OOBIMHOE KUIIEYHOPACTBOPUMOE IOKPBITHE, HANPHMEpP, OOBIYHOE
NOKPBITHE JUII TaOJETKH, KarCyJlbl WM TOMY NOAOOHOE Ui MEepOpPalbHON JOCTaBKH.
Komnosunuss MOXeT copepkaTb IJIEHOYHOE IMOKPBITHE, HANpUMEp, TOHKOIUIEHOYHBINH CJIOU
KHMIIEYHOPACTBOPUMOTrO MOJIMMEPA, HATPUMEDP HEPACTBOPUMOTO B KUCJIOTE MOJUMEPA.

B HExOTOpBIX BapHaHTax OCYLIECTBJIEHUS] KMIIEYHOPACTBOPUMAsT KOMITO3HULIUS SIBJISIETCS
IO CYILIECTBY KHIIEYHOPACTBOPUMOH, HAIpUMEp, TacTPOyCTOHUMBOH 0Oe3 HeoOXOOUMOCTH B
KHIIEYHOPACTBOPUMOM TOKPBITUH. TakuM 00pa3oM, B HEKOTOPBIX BapHAHTaX KOMITO3ULHS

NpeacTaBisieT Cco0OM  KUIIEYHOPACTBOPHUMYIO — KOMITO3UIMIO, KOTOpass HE  CONEPIKHT
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KMIIEYHOPACTBOPUMOIO MOKPBITUSA. B HEKOTOpBIX BapHaHTax OCYILECTBIEHUS KOMIIO3ULIMS
NpeACTaBsieT COOOW KarCyjly, H3TOTOBJIEHHYIO H3 TepMmoreneoOpasyroiero marepuana. B
HEKOTOPBIX BapUAHTAaX OCYLIECTBIEHUs TEPMOTEJEeBbIll Marepual NpPEeACTaBisieT CoOoMH
LEJUTIOJIO3HBIM  MaTepuas, TakKOW KaK METWILE/UII0I03a, TUAPOKCUMETUILEIUII0N03a WU
rugpokcunpormuiMmerminesnonosa (ITIML). B HekoTopeIx BapuaHTax OCYLIECTBICHUS KaIcyJia
COEPKUT ODOJIOUKY, KOTOpas HE COHAEPIKUT IUIEHKOOOpasyoolero monumepa. B HEKOTOpBIX
BapUAHTaX OCYIIECTBIEGHUS Kalcyjla ComepkuT 000JouKy, a o0OJOYKa CONEpPKHUT
THIPOKCUTIPONMIMETHIILEIUIFONO3y W HE CONEPKUT KAKOro-iudo  IUIEHKOOOpas3yroIero
nonumMepa (Hampumep, cM. []). B HEKOTOpbIX BapuaHTaX OCYINECTBICHHUS KOMIIO3HIIHSI
NpeACTaBysieT COOOH KUIIEYHO-KUIIEYHYIO Karcyy (Hanpumep, Vcaps® ot Capsugel).

B HEKOTOpBIX BapuaHTAaX KOMITO3ULHS MPEACTABISIET COOOW MATKYIO Karcyiy. Msirkue
KarCyJbl MPEACTABISIFOT COOON KarCyJbl, KOTOPbIe MOTYT, Onaromapsi 1o0aBKaM CMSATYUTENEH,
TaKHUX KaK, HApUMep, TIIULEPHH, COPOHUT, MAIBTUT U MOJMATHIICHTJIMKOJH, MPUCYTCTBYIOIIUX B
000JIOUKe KAICyJIbl, IMETh OIMpPEIENIEHHYIO 3JIACTUYHOCTh U MATKOCTb. MSTKHE KarCyjbl MOTYT
OBITh M3TOTOBJICHBI, HapUMep, Ha OCHOBE JKEJATHHA WM Kpaxmajia. Msrkue KamncyJsbl Ha
OCHOBE jKeJlaTUHA KOMMEpYECKH IOCTYIHBI OT pa3JIM4YHBIX MOCTaBLUIMKOB. B 3aBucumoctu ot
crioco0a BBEIEHHsI, TAKOTO KaK, HAPUMED, EPOPANIbHO UM PEKTATIBHO, MATKHE KarCyJIbl MOTYT
UMETh Pa3NUHyI0 (HOPMY, OHH MOTYT OBITh, HAIPUMEP, KPYIJIOH, OBAJIbHOM, MPOAOJITrOBATOM
Wi  TOpmenooOpa3Hoi (opMbel. Msrkue Kamcyjibl MOTYT OBITh TOJyYeHbl OOBIYHBIMHU
crioco0amu, TaKMMHU Kak, Hanpumep, npouecc Illepepa, nporuecc AKKOresst Wi IPOLECe Kariu
VI BbIlyBaHUS.

CriocoObI KyIbTUBHPOBAHHUS

IlItamvbl  OakTepwii JAJsl HWCIOJNB30BAHUSI B HACTOSIIEM HM300PETEHHUH MOTYT
KYJIBTUBUPOBATBHCS C UCTIOJIb30BAHUEM CTAHAAPTHBIX METOAOB MHKPOOHOJIOTHH, KaK MOAPOOHO
OMMCAHO, HAIIPUMEDP, B CChIIKAX [-].

TBepmol WM KUAKOW CPEenoid, UCTIOMb3YyEeMOM ISl KyJIbTUBUPOBAHHMS, MOKET OBITH arap
YCFA wumu cpena YCFA. Cpena YCFA moxer conepskarb (Ha 100 mu 3Hauenusi): Kasurosn (1,0
r), aposkskeBoit skcrpakt (0,25 r), NaHCO; (0,4 r), uucreun (0,1 r), K;HPO,4 (0,045 1), KH,PO4
(0,045 1), NaCl (0,09 r), (NH4)2SO4 (0,09 r), MgSO, « 7TH,O (0,009 r), CaCl, (0,009 1),
pe3asypuH (0,1 mr), remus (1 mr), 6motun (1 mkr), kobanamuH (1 MKr), #-aMHHOOEH30HHYIO
KHUCIOTY (3 MKT), honeByr0 KHCIOTY (5 MKT) U mUpHIOKCaMHuH (15 MKr).

bakTepuanpHble IITAMMBI 17151 IPUMEHEHHUS B BAKLINHHBIX KOMIIO3ULIUAX

ABTOpBI W300peTeHUs] OMPEeNeid, 4YTO OaKTepHalibHbIE IITAMMBI OaKTEepPUABHOM
KOMITO3UIIUH TI0 U300PETEHHIO TOJIE3HBI AJIS JICUSHHUST UITH PO(PUIAKTHKH paka MpU BBEIEHHUH B
couetannu ¢ uarudouropom CTLA-4. BeposTHO, 3TO SIBISIETCS Pe3yJIbTaTOM NEHCTBUS, KOTOPOE
OakTepHaNbHBIE ITAMMBI 10 M300PETEHUIO OKa3bIBAIOT HA MMMYHHYIO CHCTEMY XO03suHa. B
ONpENEeNeHHbIX  BAapPHAHTaX  OCYLIECTBIEHHMs  OaKTepHalbHble  LITAMMBI  SIBJSIFOTCSA
JKU3HECTIOCOOHBIMH. B ompeneneHHbIX BapuaHTaX OCYLIECTBIEHMs OaKTepHaJbHBbIE IITAMMBbI
CIOCOOHBI YaCTUYHO HJIM MOJHOCTBIO KOJIOHU3UPOBAaTh KUIIEYHUK. B ompeneneHHbIX BapHaHTax

OCYHICCTBJICHU 6aKTepI/IaJ'IbeIe IITAMMBbI SIBJISFOTCSI YKU3HECIIOCOOHBIMU M CITOCOOHBI YaCTUYHO
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WIM TOJIHOCTBIO KOJOHM3MPOBAaThb KHIIEYHUMK. B 1Apyrux onpeneneHHbIX BapuUaHTax
OCYIIECTBIIEHHsI OaKTepUalbHbIE IITAMMBI MOTYT OBITb YOWTBHI, WHAKTUBHPOBAHbBI WM
ocnabneHbl. B ompeneneHHBIX BapuUaHTaX OCYIIECTBIEHHS OaKTepUANbHbIE KOMITO3HLIUU
IpeJHAa3HA4YeHbl AJIs1 BBEACHUs MOCPEACTBOM HHBEKLUM, TAKON KaK MOCPEACTBOM IOAKOKHOM
UHDBEKLUH.

Wuruburopsr CTLA-4

TepaneBrudeckass KOMOMHALUS MO M300PETEHHMIO CONEPKHUT O MEHbINEH Mepe OAWUH
unruourop CTLA-4. Kak onwmcano Beime, unruOutopsl CTLA-4 mnpeacraBisitor coboi
KOMITO3UIIUH, KOTOPble MHIHOUPYIOT HMMYHHBIE KOHTPOJIBHBIE TOUYKH, YTO IO3BOJISET
UMMYHHOH CHUCTEMEe OpraHH3Ma aTaKOBaTh KJIETKH, KOTOPbIE PACTO3HAIOTCS KaK COOCTBEHHBIE
KJIETKH OPTaHU3Ma, BKJIOUAsl PAKOBbIE KJIETKH.

UzsectHpie uHruOutopel CTLA-4 BKIIOYAIOT, HAmNpUMeEp, COCOMHEHUS, KOTOpbIE
WHTHOUPYIOT peuentop HuToTokcudeckoro T-nmumdonuT-accormuposannoro doenka 4 (CTLA-4
wm CDI152). CormacHo HeEKOTOpbIM BapuaHTaM ocyuiectBiaenuss unruourop CTLA-4
npeAcTaBisieT coOOH CpPencTBO, KOTOPOE YMEHbLIAET WM HMHIHOMpPYeT Tmepenady CHrHaia,
onocpenoBanayro CTLA-4. . CormacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHUS MHTHOUTOD
CTLA-4 npencraBnisieT coOOI aHTUTENO, €r0 AHTUT€HCBA3bIBAIOINNI (PpAarMEHT HIIH AaHTATOHHCT,
CHIOCOOHBIN CHUYKATh WJIM MHTUOWPOBATh TPAHCAYKIIMIO CHrHaa, onocpenoanHyo CTLA-4.

CornacHo HEKOTOpBIM BapuaHTam ocyinecTBieHuss uHruourop CTLA-4 mpencrasmiser
co0OM aHTHUTENIO WM €r0 AHTHUIeHCBSI3bIBAIOLINI (PparMeHT. AHTUTENO WK (PParMEeHT aHTUTENa,
npuMeHnMble B kadectBe umHruoOutopa CTLA-4 B maHHOM M300pETEHHH, MOTYT IPEICTABIATH
co0Ol aHTUTENO YeJIOBEKA, T'YMAaHU3UPOBAHHOE AHTUTENIO, XUMEPHOE AHTUTENIO, AaHTUTENO, He
ABIIAIOIIEECS AHTUTENIOM 4YellOBeKa MWJIM €ro AaHTUTreHCBs3bIBaromui (parment. CoriacHo
IPEANOYTUTENBHBIM BapUaHTaM OCYIIECTBJEHUS] AHTUTENO WIM €r0 AHTUICHCBSI3bIBAKOLIUI
(parMeHT UMEIOT BBICOKYIO crieuduyuHOCTD cBsi3biBanus ¢ CTLA-4.

CornacHo HEKOTOpbIM BapuaHTam ocyiuecTBieHusi uHruourop CTLA-4 mnpencrasiser
coOOW aHTHTENO WJIM €ro AaHTUTCHCBS3bIBAIOIIMN (PPArMEHT, KOTOpBIA Creru(uyecKu
cszpiBaercsi ¢ CTLA-4.

CornacHo HEKOTOpBIM BapuaHTam ocyiuecTBieHuss uHruourop CTLA-4 mpencrasisier
coOOW aHTHTENO WJIM €ro AaHTUTCHCBS3bIBAIOIIMN (PPArMEHT, KOTOPBIA CHeru(HIecKH
ces3piBaeTcsi ¢ CTLA-4. B COOTBETCTBHM C HEKOTOPBIMU BapUaHTAMHU OCYILECTBICHMUS
aHTHuTeNno, Kotopoe cneunduuecku cpszbiBaer CTLA-4, mpencrasnser coboit mmummmymao,
npoaasaemblii Bristol-Myers Squibb nox koMMepueckuM Ha3BaHHEM YERVOY"™.

TepmMuH «aHTUTENO» OTHOCHTCS K JIEOOOH ¢popMme aHTUTENna, KOTOpash MPOSIBISET
KeJaeMyr0 OMOJIOTHYECKYI0 aKTHBHOCTb, TAKYI0 KaK HHTMOWPOBAHUE CBS3BIBAHHS JINTAHIA C €T0
peuenTopoM MM WHTHOWPOBAaHUE MHIYLHUPOBAHHOW JIMTAHAOM MEpefayvdl CUTHAjla PeLenTopa.
Takum o00pa3oM, «aHTHTENO» HCIONB3YETCSI B CaMOM LIMPOKOM CMBICIE U KOHKPETHO
OXBaThIBAeT, 0€3 OrpaHMYEeHMs, MOHOKJIOHAJbHbIE aHTHTENAa (BKIIOYAs TIOJHOPA3MEpHbIE
MOHOKJIOHAJIbHBIE AHTHUTENA), MOJHUKJIOHAJIbHbIE AHTUTENA U MOJUCIEeUU(UYECKHe aHTUTeNIa

(Hampumep, Oucneruduunsie antutTena). CorjlaCHO HEKOTOPBIM BapUaHTaM OCYINECTBIICHHS
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AHTUTENO (WM €r0 aHTUT€HCBS3bIBAIOINUN (PparMeHT), UCTIONb3yeMOe B JAHHOM HM300pEeTeHUH,
NPEACTABIsIET COOOH BBIIENIEHHOE aHTUTEIO.

TepmuHbI «pparMeHT aHTUTENA», KAHTUT'€HCBA3BIBAIOIINN (PPArMEHT» U «CBA3BIBAIOIINI
(dparMeHT aHTHUTENa», WCHOJb3yeMble B3aMMO3aMEHAEMO BO BCeH 3asBKe, O3HAYAIOT
AHTUTEHCBS3bIBAIOIINE (parMeHThl, OOBIMHO COzepXkaliue IO MeHbLIeH Mepe 4YacThb
AHTUTEHCBS3BIBAIOIINX WJIM BapualenpHbIX oOnacredl (Hampumep, onHy wiu Oonee CDR)
poauTeNnbCKOro aHTtutena. PparMeHT aHTUTENa COXPaHsAET MO MEHbLIEH Mepe HEKOTOPYHO
crneun(UIHOCTh CBSI3bIBAHUSI POOUTENBCKOro aHtuTena. Kak mnpaBuiio, (pparMeHT aHTuTena
coxpaHsieT 1o MeHbied Mmepe 10% poAauTENbCKON CBSI3bIBAIOIIEH AKTHBHOCTH, KOTJa 3Ta
AKTUBHOCTh BBIPA)KEHA B MOJIIPHOM BbIpakeHUHU. [IpeanmodrurenbHO (parMeHT aHTuTena
coxpansier o MeHbine wmepe 20%, 50%, 70%, 80%, 90%, 95% wnu 100% wunu Oonee
ap(UHHOCTH CBSI3bIBAHUS POAMTENBCKOTO aHTUTENa ¢ MHIIeHbro. I[lpumepsl (parmMeHTOB
aHTHUTEN BKJIIOYAIOT, Oe3 orpaHuueHusi, ¢parmentel Fab, Fab', F(ab)2 u Fv;, monekyisl
OJTHOLIETIOYEYHBIX aHTUTEJN, Harpumep, sc-Fv.

«®parment Fab» comep:xut ogHy serkyro uenb, CH1 u BapnabenbHble 00NacTH OHON
Tspkenor neru. OnHa TspKeas menb MosieKysel Fab He MoskeT 00pa3oBbIBaTh MUCYNbGUIHYIO
CBS3b C IPYTOM MOJIEKYJION C TSIKEJION LIEMbO.

«®@parmenT Fab'» conep:xut ofHy Jerkyroo Lienb U 4acThb OAHOMN TsDKEJION Lienu, KoTopas
comepkut noMeH Vy u nomeH CHI, a taxke obmacte mexny nomeHamu CH1 u CH2, Tak uro
aucynb(uAHAs CBSI3b MEXKAY LEMsAMH MOXeT ObITh 00pa3oBaHa MEXAY IBYMS TSDKEIBIMH
nersiMu AByX ¢parmentos Fab' ¢ oOpa3osannem monekyinnl F(ab”),.

«®@parmenT F(ab'),» comepkuT ABe Nerkue LEnu U ABE TsDKEble LN, COAep Kallue
YacTh MOCTOSIHHOM oOmactu mexnay nomeHamu CH1 u CH2, tak yro aucynbdumaHas CBs3b
MeXKIy LemsMd oOpasoBaHa MEXIy JABYMsI TsDKenbiMH wnemsivu.  ®parment F(ab’),,
COCTaBJICHHBIH, TakuM oOpas3oM, u3 1ByX (parmenToB Fab’, koTopele yaep:KuUBarOTCsI BMeECTe
TIOCPEICTBOM TUCYIb(PHUIHON CBA3H MEKAY IBYMS TSIKEIBIMH LETISIMU.

«O6nacte Fv» comepxut BapuaOenbHble 00JaCTU KaK U3 TSKENOW, TaK M U3 JIETKOU
LeTIel, HOHE CONEPIKUT MOCTOSTHHBIX O0JIACTeH.

Ucnonb3yeMble B TaHHOM JOKYMEHTE, TEPMHUHBI «ofHouenodeyHele Fv» wnu «scFvy»
OTHOCATCS K (hparMeHTaM aHTHUTENa, KOTOphIe BKIOYaroT JoMeHbl VH u VL anTHTeNna, npuuem
5TH [JOMEHbl HAaxOAsATCs B OAHOW nonaunentuaHo unenu. B nenom, nonunentun Fv
JOMOJIHUTEIPHO COJAEP>KUT MOJIUMENTUIHBIN JUHKEP MEXAYy AOMEHaMH Vy u Vi, Aaromui
BO3MOXHOCTh SFv 00pa3oBbIBaTECS TpeOyeMOi CTPYKTYpE IJisl CBSI3bIBAHUS AHTUTCHA.

«BrimeneHHOe» aHTUTENO MPEACTaBIsieT COOOW AHTUTENO, KOTOpOoe OBLIO OTAENeHO
W/ W3BJIEYEHO M3 KOMIIOHEHTAa €ro €CTEeCTBEHHOW cpenbl. B HEKOTOphIX BapHaHTax
OCYIIECTBJICHUS] AHTUTENIO OyIdeT OUMIIEHO IO coaep:kaHusi aHTuUTeNn Oojnee 95 mac. %, kak
onpexaeneHo meronoMm Jloypu, u Hauboee mpenmnouTuTebHO Oomee 99 mac. %.

«AHTUTENO  YeJNOBEKa»  NpeAcTaBisieT  co0OH  aHTHUTENO, KOTOpOE  HMeEeT
AMUHOKHCJIOTHYIO TOCJIE€IOBATENbHOCTb, COOTBETCTBYIOILYIO IOCJIENOBATENBHOCTH AHTUTENA,

NPOAYLIUPYEMOrO YEJIOBEKOM. JTO OMNPEAETICHHE KOHKPETHO HCKIIOYAeT T'yMaHU3UPOBAHHOE
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AHTUTEJIO, KOTOPOE CONEPIKUT AHTUTEHCBS3bIBAIOIINE OCTATKU HE OT YEJIOBEKa.

«XUMepHbIe» aHTHUTENAa OTHOCATCS K aHTUTENaM, B KOTOPBIX YacCThb TSDKEJIOH W/HIn
JIETKOM LIeNH MIEHTHYHA WJIK TOMOJIOTHYHA COOTBETCTBYIOLINM IOCIIEA0BATEIbHOCTAM aHTUTEN
KOHKPETHOT'O BH/A >KMBOTHBIX WJIM AHTHUTEN, NMPUHAMJIEKAIIUX K KOHKPETHOMY KJAcCy MWIIH
NOJKJIAcCy, B TO BpeMs Kak OCTaJbHas 4YacTb Lenu(eil) WAEHTHYHA WJIM TOMOJOTMYHA
COOTBETCTBYIOLIMM I1OCJIEAOBATEbHOCTSIM aHTUTEN APYroro BHJA >KUBOTHBIX WM AHTUTEI,
NPUHAIUIEKAIUX K APYroMy KJIACCY MJIM MOJKJIACCY, a TaKke (parMeHTaM TaKUX aHTHUTEN, PU
YCJIOBHH, YTO OHH AEMOHCTPHPYIOT JKeJIaTEIbHYI0 OMOJIOTHYECKYI0 aKTUBHOCTb.

«['ymaHnusupoBaHubie» (HOPMBI  HEYEJIOBEYECKMX AHTHTEN (HApPUMEp, MBILIH)
NPEACTABISIIOT ~ COOOM  XUMEpHbIE  aHTUTENa, KOTOpPble  COAEPKaT  MHHHUMAJbHYIO
IIOCJIEIOBATENIBHOCTD, MPOUCXOAALIYIO u3 UMMYHOTJIOOYJIHA HEYeJIOBEYECKOrO
NPOUCXOXKIEHUsS. B OONBIIMHCTBE CilyyaeB r'yMaHH3UPOBAHHbBIE AHTUTEJNA MPEICTABISIOT COOOMH
UMMYHOTJIOOYJIMHBI YeJIOBeKa (AHTHTENIO-PELUITUEHT), B KOTOPBIX OCTaTKH TUIepBapuadenbHON
00JacTH peLMNHeHTa 3aMeIleHbl OCTaTKaMU runepBapuadenbHol 00JacTH BUIOB, OTIIMYHBIX OT
YeJIOBeKa (AHTHTEJO-I0OHOP), TAKUX KaK MBIIIb, KPbICA, KPOJIUK WM NMPUMAT, HE SBILSTFOIIUNCS
YeJIOBEKOM, 00JIaIal0IMMU JKeJlaeMOoH crieupuHOCThIO0, ahPUHHOCTHIO U 3¢ (HeKTHBHOCTHIO. B
HEKOTOPBIX CIIydasix OCTaTKH KapkacHoi oOnactu Fv (FR) uenoBeueckoro mMmyHornoOyinHa
3aMEHEHBl COOTBETCTBYIOIIUMH OCTATKAMH HEUEJOBEUECKOro NpoucXoxaeHus. Kpome Toro,
I'YMaHU3MPOBAHHBIE AHTUTENA MOTYT COIEP’KaThb OCTATKH, OTCYTCTBYIOLIHME B AaHTUTEINE-
PELUITHEeHTE I B aHTUTENe-TOHOpe. DTH MOIU(UKALIUN OCYIIECTBISIIOT ISl AOTIOJHUTEIBHOTO
yIy4IIEHUs XapaKTePUCTUK AaHTHTeNa. B  1enoM, IyMaHM3HUpPOBaHHOE AaHTHTENO Oyner
COZIepKaTh MO CYLIECTBY BCE U3 110 MEHBLIEH Mepe OJHOTO U, KaK NMPaBUIIO, IBYX BapuaOeIbHbIX
JIOMEHOB, B KOTOPBIX BCE WJIM IO CYIIECTBY BCE rumneppapuabebHble METIH COOTBETCTBYIOT
AOMEHaM HMMMYHOIJIOOYJIMHA, HE OTHOCSIIEroCsl K 4YeJOBEKY, M BCE€ HJIH IO CYLIECTBY BCE
obnactu FR SBISIOTCS MOCIEOBATENIBHOCTSIMH IOCIEOBATEIBHOCTH HMMYHOTJIOOYJIMHA
yeJoBeKa. | yMaHH3MPOBAaHHOE AHTUTENO HEOOsA3aTeNbHO Takxke OyJIeT CoAepskaTh MO MEHbIIeH
Mepe 4acTb KOHCTaHTHOH oOsactu (Fc) mmmyHOrnoOynuHa, Kak MpaBUIIO, UMMYHOIOOYJINHA
YeJIOBeKa.

Tepmun «runepBapuabenbHas OONACTb» NPU NPUMEHEHHMH B JaHHOM JOKYMEHTE,
OTHOCHUTCSI K AaMHWHOKHCIOTHBIM OCTaTKaM aHTHUTENA, KOTOpble OTBEYAIOT 32 CBSI3bIBAHUE
aHTureHa. I unepBapmalenbHass 00JacTb  CONEPXKUT  AMHHOKHCIOTHBIE  OCTATKH W3
«OmpeaensroIel KOMITIEMEHTapHOCTh obnacTim» uian «CDRy.

TepMHH «MOHOKJIOHAJBHOE AHTHUTENO» B AAHHOM JOKYMEHTE OTHOCUTCS K aHTHTEINY,
NOJY4eHHOMY W3 TONYJSIIMA B 3HAYUTEIBHOH CTENEHH OJHOPONHBIX AHTHUTEN, TO €CTh
OTAENIbHBbIE AHTUTENAa B COCTaBe IONYJSIIUU SIBISIIOTCS HACHTHUYHBIMU, 32 MCKIFOYEHHEM
MyTal¥i, MPOMCXOMSAIINX IO €CTECTBEHHBIM NPUYMHAM, KOTOPbIE MOTYT TPUCYTCTBOBATh B
HeOONbIINX KOJMM4YeCTBaX. MOHOKJIOHAJIbHBIE aHTUTENA SIBIISIIOTCS BBICOKOCTIELM(PUUECKUMHI U
HalpaBJIeHbl NPOTUB OJHOIO AHTHIEHHOro caiita. Kpome Toro, B orimume OT mpenapaTos
TPAIULMOHHBIX (MOJHKJIOHAIBHBIX) AHTUTEN, KOTOPble OOBIMHO BKJIIOYAIOT pa3Hble aHTHUTENA,

HAalpaBJIeHHbIE IPOTUB PAa3HBIX JETEPMUHAHT (3MUTOIOB), KAXKA0€ MOHOKJIOHAJIBHOE AHTUTENO
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HamnpaBJIEHO IMPOTUB OJHOHN JAeTePMHHAHThI Ha aHTureHe. OmpeneneHue «MOHOKJIOHAJIbHOE»
YKa3bIBa€T HA XapaKkTep aHTUTENA, MOJYYEeHHOrO M3, MO CYLIECTBY, TOMOIE€HHOHN MOMYyJISILUU
aHTUTEJI, U HE JOJDKHO OBITh MCTOJIKOBAHO Kak TpeOyrolnee MOJTy4eHUsl aHTHTENa KaKUM-JTHO0
KOHKpPETHBIM criocoboM. Hampumep, MOHOKJIOHaNbHblE aHTUTENA MOIYT OBITH IOJYYEHBI
METOIOM THUOPUIOMBI WM MOTYT OBITH MOJyueHbl Meromamu pexkomOunanTHOM JIHK.
MOHOKIIOHAJIbHBIE AHTUTENIA TAK)KE MOTYT ObITh BbIAETIECHBI U3 (PAaroBbIX OMONNOTEK aHTHUTEN.

Hcnionb3yeMble B HACTOSIIEM JOKYMEHTE TEPMHHBI «CHEenU(pUUECKOe CBA3bIBAHUE» WU
«crenuUUecKu CBSI3BIBATH» OTHOCATCST K HECIy4alHOHW acCCOLMALMA  MEXIY JBYMsI
MOJIEKyJIaMH, TO €CTb aHTUTeJIOM U aHTUreHoM. CoOrjacHO HEKOTOpPhIM BapHaHTaM
OCYIIECTBJICHHUs] ~AHTHTEJIO MJM €ro  aHTUTEHCBS3bIBAIOIIUN  (parMeHT dYepe3  ero
AHTUTCHCBS3BIBAIOIIMNA JIOMEH CIEeUU(UIECKH CBS3BIBACTCS C AHTHIEHOM C a(PUHHOCTBIO
cessbBanus  (Kd), paBHoit < 10°M. B kauectse aJbTEPHATUBBL, AHTUTENO WIH €ro
AHTUTCHCBS3BIBAIOIIMKA  (pparMeHT dYepe3 ero aHTUIeH-CBS3BIBAIOLINA  JOMEH, MOXKET
CcBSI3bIBATLCS ¢ anTHreHoMm ¢ Kd <10 °M umu <10 M. Kd, ucnionp3zyemasi B TaHHOM JIOKYMEHTE,
OTHOCHTCSI K OTHOLIEHHUIO CKOPOCTH AMCCOLMALUH K CKOpocTH accomnanui (Kos/Kon), 1 MOKET
OBITH OMpENENIeHO C HCIOJIb30BAHHEM JIFOOBIX TMOAXOASIINX METOAOB, M3BECTHBIX B IaHHOM
00J1acTH TEXHUKH.

CormacHO  HEKOTOpPBIM  BapwaHTam  ocyuiecteienus,  uHruoutrop  CTLA-4
TEpareBTHUECKOH KOMOMHAIIMN BBOASIT CHCTEMHO. B COOTBETCTBHH C HEKOTOPHIMH BapHaHTAMHU
ocymectsnenust, uHruonrop CTLA-4 cocTaBieH Al CHCTEMHOI'O BBEIEHUSI.

B coorBercTBUM ¢ ApYyrMM BapuUaHTOM OCYIIECTBJIEHHS CHCTEMHOE BBEACHHE
OCYIIECTBJISIETCS] MAPEHTEepaIbHbIM IyTeM. B COOTBETCTBMM € HEKOTOPBIMH BapUaHTaAMHU
ocymectsieHus npenaparel uHrHOMTopa CTLA-4 1o M300peTeHH0 Al MapeHTepabHOro
BBEJICHUs] BKJIIOUAIOT CTEPUJIbHBIE BOJHBIE U HEBOJHBIE PACTBOPBI, CYCIIEH3UU UJIH 3MYJIbCHH,
KOKABIA M3 KOTOPBIX MpPEACTaBseT OTAEIbHBIM BapHAHT OCYLIECTBJICHUS HACTOSLIETO
nu300peTeHusl.

B cooTBercTBUM C HEKOTOPBIMU BapUaHTAMHU OCYLIECTBIIEHHUS NaPEHTEPalIbHOE BBECHHE
NpEeACTaBIsieT COOOH BBEAEGHHWE BHYTPUBEHHO, BHYTPHAPTEPHAIBLHO, BBEICHHE B CTEHKY
KPOBEHOCHOTO COCY/Ia, BHYTPUMBIIIEYHO, BHYTPHUOPIOIINHHO, BHYTPHKOKHO, HHTPABUTPEABHO,
YPECKOKHO WIJIA MOAKOKHO. KaXblif U3 BBIEYMOMSHYTBIX CIIOCOOOB BBENEHHSI MPEICTABIISET
OTHENbHBI BAapUAHT OCYIIECTBJIEHHsI HacTosmero usoOpereHus. COrjlacHO HEKOTOPBIM
BapuaHtaM ocymectsieHus, wuHruoutop CTLA-4 TepameBTHUECKOH KOMOWHAIIUU BBOIST
BHYTPUBEHHO.

CornacHo HEKOTOPbIM BapHaHTAM OCYINECTBJIEHHs] CUCTEMHOE BBEICHHE HHTHOUTOpA
CTLA-4 ocymecTBisi€TCsl MOCPENCTBOM HHBEKUMH. JJii BBEOEHUS MOCPEACTBOM HHBEKIUHU
uaruourop CTLA-4 wmoxer ObITb TNPHUTrOTOBIEH B BOJHOM pPacTBOpE, HANpHMEp, B
¢dusnonoruuecku coBMeCTUMOM Oydepe, BKIIOUasi, HO HE OrPaHUYMBASICh 3TUM, PAaCTBOP X9HKA,
pactBop Punrepa nmm ¢pusnonoruueckuii coneBoit Oydep. CoctaBbl As1 HHBEKIMH MOTYT OBITH
NPEACTABIEHbl B €JUHUYHBIX JO3UPOBAHHBIX (OpMax, HANpUMep, B amIyjax HWId B

KOHTEHHepax ¢ MHOXXECTBOM 703, C HEeOoOs3aTeNbHO I00aBIEHHBIM KOHCEPBAHTOM. BonHble
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MHBEKLUOHHbIE CYCHEH3UH MOTYT COJEpP’KaTh BEIIECTBA, MOBBILIAIONINE BSI3KOCTh CYCIEH3UH,
Takue Kak HaTpUi-KapOOKCHMETHIIEIUNt0NI03a, copbur wmnu  aekcrpad. HeoOs3aTenbHo,
CYCHEH3HUs] TaKK€ MOXET COIepKaTh IOAXOASAINE CTaOWIN3aTOPbl WJIM AareHThl, KOTOpPbIE
YBEJIMYUBAIOT PACTBOPUMOCTb AKTUBHBIX MHIPEIUEHTOB, 4YTOObI OOECHEUUTh MOJy4YeHHE
BBICOKOKOHLIEHTPHPOBAHHBIX PACTBOPOB.

B cooTBercTBUM ¢ HEKOTOPBIM BapHUAHTOM OCYIIECTBJIEHUS MapeHTEpabHOE BBEICHHE
BBINOJIHACTCS IyTeM OomroCHON uHbeKIuH. COrJacHO APYT'MM BapHaHTaM OCYINECTBIICHUS
NapeHTePaIbHOE BBEIEHUE OCYINECTBIISIIOT MyTeM HemnpepbiBHON MH(OY3uH. B cooTBercTBUMU C
HEKOTOPBIMU BapuaHTaMu ocyiuectBieHusi, MHruoutop CTLA-4 nocTaBisiilOT B CHCTEME C
KOHTPOJIMPYEMBIM BbICBOOOXKIEHHUEM U COCTABJISIOT JJII BHYTPUBEHHOW MH(Y3HUH, C TIOMOLIBO
UMIUIAHTHPYEMOTO OCMOTHYECKOTO HAcoCa, TPAHCIEPMAJbHOIO IUIACTBIPS, JIUIIOCOM HJIH
Apyrux crnocoboB BBeIeHUs. B OZHOM BapuaHTe OCYIIECTBIICHUS HUCIOJIB3YyeTCst Hacoc. B eme
OJTHOM BapUaHTE OCYLIECTBJIEHHsI CUCTEMa C KOHTPOJHPYEMbIM BbICBOOOKIEHHEM MOKET OBITh
pa3MeleHa B HEMOCPEACTBEHHON OJIM30CTH OT TEPaneBTHYECKOW MHIIEHH, YTO TPeOyeT TOJIbKO
TOJIM CUCTEMHOH A03BL

Tepaneprudeckass KOMOUHAIIHS

CornmacHo HEKOTOPBIM BapHaHTaM OCYLIECTBICHHS B HACTOSIIEM JOKYMEHTE
NPEACTABJICHA TEPANeBTUYECKas KOMOMHALMS MO M300PETeHHIO NJIsl NMPUMEHEHHUs B criocode
JeueHus WM NMpopUIAKTUKUA paka y cyObekTa. B coOTBETCTBUM C HEKOTOPBIMH BapHaHTAMHU
OCYIIECTBIIEHHsI B HACTOALIEM JOKYMEHTE IIPEICTaBlieHa TepareBTUYecKas KOMOWHAIHS
n300peTeHus It IPUMEHEHHs B CIIOCO0E JIEUeHUsI paka y cyObekTa.

B coorBercTBHMM C HEKOTOPHIMM BAapUAHTAMHU OCYINECTBJIEHHS pPakK, MOAJIEKALINH
JICYCHUIO WM MPOQUIIAKTHKE C UCIIOJNIb30BAHUEM TEPANEeBTHYECKON KOMOMHALIMM H300peTeHM s,
BBIOpaH M3 IPYIIBL, COCTOSIIECH M3 METaHOMBI, HEMEJIKOKJIETOYHOH KapLIMHOMBI JIETKOTO, pakKa
MOYEBOrO My3bIps WU paka IOJOBbI U lIeU. B COOTBETCTBUM C HEKOTOPBIMH BapHaHTaMHU
OCYIIECTBIICHHS] paK, TOMJNEKAINA JIEYEHUI0 WM TPO(PHIAKTHKE C HCHOJIb30BAHUEM
TEPANeBTHUECKOW KOMOWHAIMM H300peTeHus, BbIOPaH W3 TPYMIbI, COCTOALICH U3 paka
MOJIOYHOH JKeJe3bl, paKa JIETKOTo, paKka TOJCTON KUIIKH U paKa MeYeHH.

CornmacHo HEKOTOPBIM BapUaHTAM OCYINECTBJICHUS JIEYEHHWE paka OTHOCHUTCS TIO
MEHbIIEH Mepe K OJHOMY M3 YMEHBIIEHHs pa3Mepa OIMyXOJH WIH MPEeJOTBPAIIEHHS POCTa
onyxonu y cyOpekta. COracHO HEKOTOPBIM BapUaHTaM OCYILIECTBICHHS TepaneBTUYECKast
KOMOMHAIMS WIH CrIocod 1Mo M300pETeHUIO MpegHa3HAueHBI ISl IPUMEHEHHUS IO MEHbIIEH Mepe
B OJHOM W3 CIEAYIOIINX CIIOCOOOB. YMEHBLICHHE pa3Mepa OIyXOJIM, YMEHbIIEHHE pPOCTa
OIyXOJIH, TPEAOTBPALICHNE METACTA3UPOBAHMS WIIM MPENOTBPAIEHHE aHTHOTeHe3a Y CyOBeKTa,
CTPaJAoLIEero OT paka.

CornacHo HEKOTOPBIM BapHaHTAM OCYINECTBJIEHUS TEPareBTHYECKash KOMOWHALUS TI0
n300peTeHNI0 BKIIOYaeT: (a) KOMIO3UIMH, CcoAeprkaliell OaKkTepHasibHbIN IITaMM BHUAA
Enterococcus gallinarum; u (b) narudurop CTLA-4.

CornmacHoO HEKOTOPHIM BapUAHTAM OCYIIECTBJIECHUs, OakTepuaibHas KOMIIO3HMLIUS

TEpareBTHUECKON KOMOMHALMKM HE COAEPKHUT OaKTepUH KakKux - JIMOO APYTUX, OTIMYHBIX OT
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Enterococcus gallinarum BUZOB WM COAEPIKUT TOJBKO MHUHHUMAJbHBIE WJIH OHOJOTHYECKH
HepeJleBaHTHbIE KoyndecTBa Oaktepuil napyroro Buaa. CorjgacHO HEKOTOPBIM BapHaHTaM
OCYIECTBIIEHHs, OaKkTepHabHasi KOMITO3ULMS TEPANEBTHUECKON KOMOUHALIMH CONIEPIKUT TOJIBKO
onuH mTamMM Buaa Enterococcus gallinarum, u He copep:kur OakTepuil JHOOBIX APYTrUX BHIOB
WJIH COZIEPIKUT TOJIBKO MUHUMAJIbHBIE WIIM OMOJOTHYECKH HEePEeleBaHTHbIE KOJIMYeCTBa OakTepui
apyroro Buaa. CoriacHO HEKOTOPbIM BapHUaHTaM OCYIIECTBJICHUsS! OaKTepHaIbHAs KOMIIO3ULMS
TEpaneBTHYECKOW KOMOMHALMHN BKJIIOYaeT mrtamMm Enterococcus gallinarum, nenoHUpOBaHHBIHN
non HomepoMm nocryna NCIMB 42488, B cooTBercTBUM € HEKOTOPBIMH BapUaHTaMHU
OCYIECTBIIEHHsI, OaKTepHaIbHasi KOMITO3UIMS TEPANeBTHYECKOH KOMOMHAILMN BKJIFOYAET OIHMH
mramMM Buaa Enterococcus gallinarum, nenmoHupoBanHbIli mox HomepoMm pnoctyna NCIMB
42488, 1 He CONEPKUT OaKTepUil JIOOBIX IPYrHX BUAOB WIH COAEPKUT TOJIBKO MUHUMAJIbHBIE
W OMOJIOTHYECKU HepeNleBaHTHBIE KOIMYeCTBA OaKTEPUU APYTOro BUA.

B cooTBercTBMM C HEKOTOPBIMH BapHaHTaMu ocymectsieHus, uHruourop CTLA-4
HAXOJUTCS B KOMITO3UIIMH, BO3MOYKHO, COAEPIKalIel 1Mo MEHbLIeH Mepe ONUH (papMalieBTHYECKH
NPUEMJIEMBI HOCUTENb W/WJIM BCIIOMOTaTenbHOe BemecTBO. COrjJacHO HEKOTOPBIM BapHaHTaM
ocymectsnenusi, naruoutop CTLA-4 mpencrasisier coboit antuteno. COrjaacHO HEKOTOPBIM
BapuaHtam ocymectsieHuss uHruourop CTLA-4 mnpencraBnser coOOH aHTUTENO WM €ro
AHTUT€HCBS3BIBAIOIINN (PPArMEHT.

CornacHoO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS TEpareBTUYeCKas KOMOMHALUS IO
n300peTEeHNI0 BKJIIOYAeT: (a) KOMIIO3ULIMIO, COAepKallyro OaKTepHajbHBIH ILITAMM BHIA
Enterococcus gallinarum, mnpudeM KOMIO3ULMS COAEPXKUT €IUHCTBEHHBIM IITaMM BUJA
Enterococcus gallinarum, nenonupoBanHbli nox Homepom pocryna NCIMB 42488,
HeoOs13aTeNIbHO, MPHU 3TOM KOMITO3ULIMS HE COAEPKUT OaKTepHil KaKuX-I100 APYrHX BHIOB WU
COEPKUT TOJIbKO MUHHUMAJIbHbIE HJIM OHOJIOTHYECKH HEpEeJeBaHTHbIE KOJHYecTBA OakTepuid
apyrux Bunos; u (b) uarudurop CTLA-4.

[IpennoyTuTeNbHO, TEpaneBTHUECKas KOMOMHAIMS 1O H300pPETeHHI0 BKIIOYaeT: (a)
KOMIIO3UIMSI, coaepkaimiasi OakTepuaipHbI mTaMM Buzaa Enterococcus gallinarum,
JETIOHUPOBAHHBINA TOA perucTpaunoHHbiM HoMepoM NCIMB 42488, u (b) unruburop CTLA-4.
CornacHO HEKOTOPBIM BapUaHTaM OCYILECTBJEHHUS B HACTOALIEM AOKYMEHTE IpelCTaBJeHa
TeparneBTHYECKass KOMOWHAIHS ISl IPUMEHEHHsSI B CIIOCO0€e JISUeHUsT WK MTPOPUIIAKTUKU paKa y
CyOBbeKkTa, TpUYeM YKa3aHHAs TEeparneBTHUYECKas KOMOWHAIUS CONEPKUT. (a) KOMITO3ULIUS,
comepskamiasi OakTepwalbHbIA ImTaMM Buaa Enterococcus gallinarum, NeMOHUPOBAHHBIA MOX
peructpaunoHabM HoMepoM NCIMB 42488, u (b) uaruburop CTLA-4.

CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS TEpareBTUYECKas KOMOMHALMS O
U300peTeHNI0 BKJIIOYAeT: (a) KOMIIO3WIMS, CoJepsKamas OaKTepHalbHbIA INTaMM BHUAA
Enterococcus gallinarum; u (b) uaruburop CTLA-4, HeoOs13aTeNnbHO, MPH 3TOM HWHTHUOUTOP
NpeACTaBysieT COOON aHTUTENO UIH €r0 AHTUT€HCBS3bIBAIOINN (PparMeHT.

CornacHo HEKOTOPbIM BapHaHTaM OCYIIECTBJICHUS TepaneBTUYeCKas KOMOMHALUS IO
n300pEeTEeHNI0 BKJIIOYAET: (a) KOMIIO3ULHMIO, COAEp Kallyl OakTepuabHBI IITaMM BHIA

Enterococcus gallinarum, HeoOs3aTenbHO B TaMMa roa HomepoM aocryna NCIMB 42488, npu
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5TOM HEOOS3aTeNbHO KOMITO3ULMS HE COAEPKUT OakTepuu JOOBIX APYTrUX BHUIOB /MK
IITAMMOB WJIA COAEPKUT TOJIBKO MUHUMAJIbHbIE MIH OMOJIOrNYECKH HEPEJIeBaHTHBIE KOJIHMYECTBA
Oaxtepuii Apyrux BUAOB W/ miu mtamMMoB; u (b) uarudurop CTLA-4.

B cooTBeTcTBUM C HEKOTOPBIMHU BapHAHTAMM OCYLIECTBJIEHUS, B HACTOSILEM JOKYMEHTE
IPENCTABIEH CIOCco0 JIeYeHus W/Wiu NPOPUIAKTHKU Paka y CyOBeKTa C UCTIONb30BAHUEM JTF000H
U3 TEpaneBTUYEeCKUX KOMOWHAIMN, PAaCKPBITBIX B JAHHOM AOKYMeHTe. B cooTBeTcTBUHM €
HEKOTOPbIMU BapHAaHTAMH OCYLIECTBIICHHs HACTOsIIee M300peTeHHe mpeiaraer JroOyi OaHY
U3 TEPaneBTHYECKUX KOMOWHAIMIA, PACKPBITBIX B AAHHOM IOKYMEHTE, Ui MPUMEHEHHs IMpH
JICYSHUH W/ WK TPO(UIIAKTHKE paKa y CyOBeKTa.

OOmmee

IIpy nNpakTUYECKOW peaNn3aluy HACTOSIIEr0 HW300pEeTeHHs] TMPUMEHSIOT, €CIH He
YyKa3aHO WHOE, TPAAULHMOHHBIE METOABl XHUMHH, OWOXUMHH, MOJEKYJISIPHOH OHOJIOTHH,
UMMYHOJIOTHH U (DPapMakoJOrHH B paMKaX KOMIIETEHIMH CIELHAJINCTOB B JaHHOW OO0JACTH
TEXHUKH. Takue METOAMKH MOoAPOOHO OMHCaHbl B JuTeparype. CMOTpUTE, Hanpumep, CChUIKH []
ul-], um. o..

TepMuH «comep Kaluii» OXBATHIBAET «BKIFOYAOLINH B ceOsi», a TAKXKe «COCTOSIITUI U3,
Hanpumep, KOMIO3ULNS, «cozepkalasy X, MOXKET COCTOSTh UCKJIFOUUTENbHO U3 X WM MOXKET
BKJIFOYATh B C€0s1 4TO-TO AOMOJIHUTENbHOE Hanpumep X+Y.

TepMHH «OKOJO» B OTHOIIEHWH HYHCJIOBOIO 3HAYEHMs X SBISIETCS HEOOS3aTENbHBIM U
O3HauaeT, Hanpumep, x+10%.

C5oBO « MO CyIIECTBY» HE MCKJIIOYAET KIOJHOCTBIO» HANpumMep KOMIO3ULMS, KOTOpast
SIBJISIETCSL IO CYINECTBY CBOOOAHON» OT Y MOXKeT ObIThb MOJHOCTBEO cBOOOAHON oT Y. Ilpu
HEOOXOIMMOCTH CJIOBOCOUETAHUE IO CYIIECTBY» MOXKET OBITh ONYIIEHO W3 OINpPEEeNIeHUs IO0
N300pETEeHUIO.

CchuikM  Ha TPOLIEHTHYKO HAEHTUYHOCTb IOCIENOBATEIbHOCTEH MEXIy JBYMs
HYKJICOTHJIHBIMH TIOCJIEIOBATEIbHOCTSMH O3HA4YalOT, YTO IPH BBIPABHUBAHUU 3TOT MPOLEHT
HYKJICOTHJIOB OJMHAKOB NPU CPAaBHEHUHU JIBYX IOCJIE€AOBATEIbHOCTEH. DTO BbIpaBHHUBAHUE U
NPOIIEHT TOMOJIOTUM WA HAEHTUYHOCTH TOCJIEIOBATENIbHOCTH MOTYT OBITh OINpPENEeNeHbl C
UCTIOJIB30BAHUEM MPOTrPaMM, M3BECTHBIX B JAHHOH OOJIACTH TEXHUKH, HANIPUMEP, TEX, KOTOpPbIE
onucanbl B pasgene 7.7.18 cceuiku. []. IlpeamoururenbHoe BbIpaBHUBAHHUE OIpENENSETCs
aNropuTMOM Toncka romojoruu Cwmuta-YorepMaHa ¢ UCHONb30BaHHEM ap(UHHOTO TOHCKA
npomycka ¢ mtpadom 3a paspeis npodena 12 u mrpadom 3a pacumperne npodena 2, MaTpuLa
BLOSUM pasna 62. Anropurm noucka romonorun CmMuta-YorepmMana packpsIT B padore. [].

Ecnu cneumanbHO HE yKa3aHO WHOE, MPOLECC HIIM CIOCO0, COAEep KALINil Psifi 3TAaIoB,
MOJKET COHep’KaTh IOIMOJHHUTENbHBIE STambl B Hayale WM KOHLE CIoco0a WM MOXKET
COIEePKATh JTOTIOJIHUTENIbHBIE POMEKYTOUYHbIE 3Tarbl. Takke 3Tanbl MOTYyT OBITh OOBEINHEHBDI,
UCKJTFOUEHBI HJTH TIPOBEICHBI B ATbTEPHATUBHOM TOPSIZIKE B Cllyyae HEOOX OIMMOCTH.

B naHHOM IOKyMEHTE ONMMCaHbI pa3jIMyYHbIe BApUAHTHI peanusauuu. Creayer NoHUMaTh,
YTO MPU3HAKH, YCTAHOBJICHHBIE B KAKAOM BapHaHTE peaU3alld, MOKHO KOMOMHHDPOBAaTh C

APYruMH YCTAHOBJICHHBIMU [MIPU3HAKAMH, yTOOBI 00ECIIEUNTD AOIMOJIHUTCIIbHBIC BapHUAHTbBI
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peanm3anyuy. B 4acTHOCTH, BapUaHTBI OCYLIECTBJICHUS, BbIJCIEHHbIE B JAHHOM JTIOKYMEHTE KaK
NOAXOAALINE, TUITUYHbIE WIN MPENNOYTHTEIbHbIE, MOT'YT KOMOMHUPOBATBCS APYT C APYroM (3a
UCKJTFOUEHHEM CJIy4aeB, KOTZla OHU SIBJIIOTCS B3AUMOUCKIIFOUAIOIINMU).

CIIOCOBbBI OCYIIECTBJIEHMA N30PETEHHA

ITpumep 1 - DpdexkTHBHOCTL GaKTEPUATBHOTO HHOKYJIATA B MBIIINHON MOJIENN paKa

Pegepar

B »stomM wuccnemoBaHum mposepsuiach 3(PQPEKTUBHOCTh KOMIIO3ULUH, COAEpIKaIuX
OakTepHabHbIE IITAMMBI [0 U300PETEHHUIO, Ha YE€ThIPEX MOAEISX OMyXOJIEH.

Marepuabl

HcnbiTyemoe BemecTBo - bakrepuanbheiii mramm # MRX518.

KonTtpoabHnoe BemecTBo - antureno npotuB CTLA-4 (knon: 9H10, karanor: BEO131,
u3zotumn: Syrian Hamster IgG1, Bioxcell).

TecToBbIe M ITAJIOHHBIE BeleCTBA-HOCUTENHU - bakTepuanpHas KyJpTypaibHas cpena
(mpoxcokeBoit skctpakT, Casitone, cpema ¢ skupabiMu kuciotamu (YCFA)). Kaxneni neHs
WHBEKIUHN MbIIaM, aHTUTeNo pa3dasisuiu PBS (ref: BE14-516F, Jlon3sa, ®@panius).

Jlo3b1 jedeHuss - Oakrepuu: 2X 10° B 200 mxn a-CTLA-4 Beomunm B gose 10
mr/kr/uabekmo. AHTH-CTLA-4 BBOgumm B oObeme n03bl 10 mi/kr/BBeneHue (T.e. il OIXHOM
MbIu BecoM 20 r Oynet BBoauTbest 200 MKJI TECTHPYEMOT'O BELIECTBA) B COOTBETCTBHH C CAMOM
NOCJIETHEW MACCOU TEJIa MBIIIEH.

Cnoco0b1 BBeneHusi - bakrepuanbHbIli UHOKYJAT BBOAMIIM Yepe3 JKEIyAOYHBIH 30HI
(per os, PO) uepes kanrommo. Kanronu nesnnpunmposanu kaxabiii neHb. AHTH-CTLA-4 BBOAMIN
B OPIOIIHYIO MOJIOCTh MbILIEH (BHYTPUOPIOLIMHHO, B/0).

YcaoBusi KyJIbTHBHPOBAHHS 0AKTEPHAJBHOIO IITAMMA - YCJIOBUS KyJBTUBUPOBAHHUS
a1 OaKTepHaIbHOTO IITaMMa ObUIN CIIENYIOLIHE:

Buocunu nunerkoit 10 mn YCFA (u3 noaroroByieHHbIX 10 M 1abopaTopHBbIX NMPOOHPOK
E&O) B mpobupku Hungate

3akpbiBasu npobupku U npoayBaid ux CO , ¢ MOMOLIBIO INMPULIA BBOAA U CHCTEMBI
OTBOZA

ITpobupku Hungate ob6pabaThiBanu B aBTOKJIABE.

ITpu oxna’kaeHNU HHOKYJIpoBasu npodupku Hungate 1 Mt riTMIiepuHOBOTO CTOKA.

ITomemanu npobupku B cratudeckuii makydarop npu 37 °C Ha 16 u.

Ha crnenyromuii nenp orbupanu 1 mit 3toit cyOkynbTypel 1 nHOKYupoBanu 10 min YCFA
(npenBapuUTENBbHO HAarpeThie MPOAyThIe MpoOupku Hungate, Bce B ABYX 3K3EMILISAPaX)

ITomemanu ux B crarnueckuii uukyoatop npu 37 °C Ha 5-6 u.

JIMHHUSI pAKOBBIX KJIETOK H YCJOBHS KYJbTHBHPOBAHUS -

HCHOJ’IBSyeMbIe KJIICTOYHBIC JIMHUU HOI[pO6HO OIIMCAaHbI B Ta6m/1ue HHUKE:

Knerounas opoana
Tun IIpoucxoxaenue
JIMHHS MBbIIIH

EMT-6 KapuuHoma MOJIOUHON KeNe3bl BALB/c ATCC
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LL/2 (LLC1) Kapuunoma nerxkux C57BL/6 ATCC CRL1642
C57BL/6 IPSEN
Hepal-6 I'emarouemmonspHas kapLuHOMa
INNOVATION
RENCA IToyeunas aneHOKapLIMHOMA BALB/c ATCC

Knerounas muumss EMT-6 Opina monydeHa M3 TPAHCIUIAHTUPYEMOH KapLTHOMBI
MOJIOYHOI >kene3bl MblnM, Bo3Hukiied y wmbimeidl BALB/cCRGL nocne ummantraunun
TUTIEPIIIIACTUYECKOTO aJIbBEOJIIPHOTO Y3€JIKa MOJIOYHOM JKene3bl [].

Knerounas nuams LL/2 (LLC1) Obuia co3nana u3 aerkux mbimnu C57BL ¢ onyxosbio,
BO3HMKUIEH B Pe3yJbTaTe UMILIAHTALMY EPBUYHON KapLIMHOMBI Jerkux Jlprouca [].

Knerounas nuaus Hepa 1-6 sBnsiercss npousBoaHo rematombl Mbimu BW7756,
BO3HUKIEH y mbitu C57/L [].

YcaoBusi K1eTOYHOH KYJbTYpbI - Bce kieTouHble JUHUU BBIpAlllUBald B MOHOCIOE
npu 37°C B yBnaxsaenHou atmochepe (5% CO», 95% Bosnyxa). KynbTypanbHas cpema u

n00aBKH YKa3aHbI B TAOTHIIE HUXKE:

Knerounas
KyasTypanbHas cpeaa HobGaBka
JIMHUS
EMT6 RPMI 1640, conepsxatmas 2 MM - 10% >mOpuoHaNbHAST OBIYbsT
rimotamuH (ccbuika: BE12-702F, Jlon3a) | ceiBopotka (cepuika: #3302, Jlonza)
LL/2 RPMI 1640, conepkammas 2 MM - 10% sMOpuroHanbHast ObIUbS

(LLC1) |rmoramuH (ccbuika: BE12-702F, Jlon3a) | ceiBopoTka (cepuika: #3302, Jlonsa)

10% smOpuroHanbHask ObIUbsI
ceiBopoTKa (cebuika: #3302, JIonsa)
Hepal-6 |DMEM (ccpuka: 11960-044, Gibco) 2 MM L-rrotamMuH
NEHULWITHH-CTPENTOMULINH (Sigma

G-6784)

10% >mOpuoHaNbHasT ObIYbsI
RENCA |DMEM ChIBOPOTKA, 2 MM L-rmoTtamuH, 1

MKT/MJI TypOMHLIMHA

JUis 3KCIEepUMEHTaIbHOIO HCIOJB30BAHUS aT€3UBHbBIE OIMYXOJIEBblE KJIETKHU OTHAENsIU
OT KYJbTYpPaJbHOH KOJIOBI MyT€M S5-MHHYTHOH 00pa0OTKM TpHUICHHOM-BepceHoM (kat.. BE17-
161E, Jlon3a) B cpeme XsHkca 0Oe3 kambrmst wiau marHust (xar.. BE10-543F, Jlonsa) u
HelTpanusanuel 100aBIeHHEM TMOJHOH KyJbTypaibHOW cpenbl. KieTknm mnopcuuThiBamu B
TeMOILIUTOMETPE, W UX JKU3HECIIOCOOHOCTD OLEHUBAIH ¢ TOMOIIBIO (,25% aHann3a UCKITFOYCHHSI
TPUIIAHOBOT'O CHHETO.

Hcnonb3oBanue s KUBOTHBIX -

3noposele camku Mbimeii Balb/C (BALB/cByl), coorBercTByromue Becy U BO3pacTy,
obutn monyuersl o CHARLES RIVER (L'Arbresles) nnst MmogenbHbIx skcnepumertoB EMT6 u
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RENCA.

3noposele camku Mbieir C57BL/6 (C57BLI6J) cooTBeTCTByIOIIEro Beca M BO3pacTta
obun monmydensl or CHARLES RIVER (L'Arbresles) mns mMopenpHbIX 3KcriepumMeHTOB LL/2
(LLC1) u Hepal-6.

JKuBoTHBIE COAepkKAIUCh B COCTOSIHUU 310pOBbs SPF B COOTBETCTBUU C PYKOBOIAALIUMU
npuniunamMa FELASA, a comepskaHue >KMBOTHBIX M 3KCIEPHUMEHTAJIbHbIE MPOLERypbl ObLTH
BBINIOJTHEHBI B COOTBETCTBHU C (PPAHIY3CKMMH U €BPONEHCKHMHU MpaBwiaMu U PyKoBOICTBOM
NRC 1o yxoay ¥ HCHOJB30BAaHUIO JIAOOPATOPHBIX KUBOTHBIX [,]. JKUBOTHBIX comep:kaid B
MOMELIEHUSIX Ui COEPKaHUs KUBOTHBIX B KOHTPOJIHMPYEMBIX YCJIOBHSIX OKPY KarOIlel Cpemsl:
temneparypa: 22 + 2 °C, BnaxHocTb 55 £+ 10%, dporonepuon (12 1 cBera/12 4 TemHoThI), HEPA-
¢unbTpoBaHHBI BO3AYX, 15 BO3AYXOOOMEHOB B yac 0e3 peuupkysuud. Boxbepsl ams
JKUBOTHBIX OBUTH O0E€CTIEYEeHbI CTEPUIIBHBIM U JOCTATOYHBIM MPOCTPAHCTBOM C MOJCTHIIAIOIIIUM
MaTepHajioM, €10 U BOJIOH, oOoraimeHHeM Cpeabl U COLMANbHBIM oOorameHueM (TpymnroBoe
pa3MeleHne): KJIeTkH Iiomansio 900 oM (xar: Tecniplast) B BEHTHJIHPYEMBIX CTOMKaXx,
noxcrunaromuii mMarepuan Epicea (SAFE), obnyuennsii 10 xI'p xopm (A04-10, SAFE),
ITonHoLEHHBI KOPM Jii MMMYHOKOMIIETEHTHBIX TIpPbI3YHOB - skcTpyraar R/M-H, Boma us
OyTBLIOK C BOJOM.

DKCMIEPUMEHTAIbHBIN TU3aiH U JIEYeHUs

IIpoTuBoONMyX0J€Basi AKTHBHOCTH, Moaeab EMT6

I'padux newenus - Hawano mnepBoro nosupoBanus cumrtanocb DO. Ha DO He
MHOKYJIMPOBAHHBIX MBIIIEH PaHIOMHU3UPOBAIN B COOTBETCTBUHU C UX MHAUBUAYAJIbHOW MaccoOu
Tena B rpynmel 9/8 ¢ ucnonp3oBaHHMEM IporpaMMHOro obecriedeHus Vivo manager®
(Biosystemes, Kyrepnon, ®panuus). Ha DO mpium nojydamun HOCUTENb (KyJIbTYpPalbHYIO
cpeny) win OakrepuanbHelii mramMm. Ha D14 Bce Mblmm ObUTM MHOKYJIMPOBAHBI OMyXOJIEBBIMU
kierkamMu EMT-6, kak onmcano Hiske. Ha D24 mpimy u3 rpynnsl MOJOKUATEIBHOTO KOHTPOJIS
noyyqanu jgedenne anrurenamu k CTLA-4.

I'paduk neyeHus npuBeAeH B TAOIULIE HUXKE:

Konauuecrso Cnocod
I'pynna Jleuenne Ho3a I'padux nevenusn
JKHBOTHBIX BBe/JAeHHs
8 HeobpaboranHbie - - -
Ilepopanbu
8 Hocwurens (cpena) - Q1Dx42
0
bakrepuanpHblii
2x108 Ilepopanbh
9 mramm Ne 1 Q1Dx42
OakTepuii 0
(MRX518)
8 Antu-CTLA4 10 mr/kr B/6 TWx2

MOHI/ITOpI/IHF JKUBOTHBIX IMPOBOAWIIN, KaK OIMMCAHO HUXKE.

Wunykuus EMT6 onyxoneli y >kuBOTHbIX- Ha D14, omyxonu

UHAYLHUPOBAIU IyTEM
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nonkoxHoN nHbekimn 1x10° EMT-6 kierok B 200 MK cpenst RPMI 1640, B mpaBblii 0ok
MBILIEH.

OBTaHa3Msl - KaKOAYIO MBIIIb MOABEprajd 3BTaHA3UM, KOTJAa OHA JOCTUIJA 'yMaHHOMH
KOHEYHON TOYKM, KaK OINHCAHO HIDKE, WJIU CIyCTsI MakCcUMyM O Heaenb IOCie Hadaja
J0O3UPOBAHUSI.

IIporuBoomyxoJieBasi AKTHBHOCThb, Moaeanb LL/2 (LLC1)

I'papux newenust - Hawano mnepsoro nosupoBanust cumranoc DO. Ha DO He
WHOKYJIMPOBAHHBIX MBbIIIEH PaHIOMHU3UPOBAIN B COOTBETCTBUHU C UX WHIWUBUAYAJIbHOW MaccOM
Tena B 7 rpymn 9/8 ¢ uCHONB30BaHHMEM MporpaMMHOro obecrmedeHuss Vivo manager®
(Biosystemes, Kyrepron, @pannust). Ha DO mbin OynyT nosny4ars HOCHTENb (KYJIBTYPAIBHYIO
cpeny) win OaktepuanbHblii mramMM. Ha D14 BceM MbIiam ObUTH WHOKYJIMPOBAHBI OITYXOJIEBBIE
kinetku LI/2, xak omucano Hwke. Ha D27 wmplmum u3 rpynmnbl MOJOKUTENBHOIO KOHTPOJS
noydanu jgeduenne anrurenamu k CTLA-4.

I'paduk neyeHns npuBeAeH B TAOIULIE HUXKE:

KoauuectBo Cnocod I'pa¢pux
I'pynna Jleuenue Ho3a
SKHBOTHBIX BBeJAeHHUsI JIe4eHHsI
1 8 HeobpaboranHbie - - -
Ilepopansu
2 9 Hocwurens (cpena) - Q1Dx42
0
bakrepuanbpubli o
2X10 Ilepopanbh
3 9 mramMm Ne 1 Q1Dx42
Oaxrepuii 0
(MRX518)
4 8 Antu-CTLA4 10 mr/kr B/6 TWx2

MOHUTOPHHT )KUBOTHBIX MPOBOAWIIH, KAK OITMCAHO HIDKE.

Wnpykums onyxoneit LL/2 (LLC1) y »wuBotHeix. Ha D14 onyxomu WHAyLHPOBAIH
noxKoKHON mHbekimeit 1x 10° x LL/2 (LLC1) kuerok B 200 mxa RPMI 1640 B npasbiii Gok
MBILIEH.

DBTaHa3Msl - KaKOAYIO MBIIIb [OABEprajd 3BTaHA3UM, KOTJa OHA JOCTUrJa I'yMaHHOMU
KOHEYHON TOUYKH, KaK OINHCAHO HIDKE, WMJIM CIyCTd MakcuMyM O Heaenp IOCie Hadaja
JO3UPOBAHUS.

IIpoTuBoonyxoseBasi aKTUBHOCTB, MoaeJib Hepal-6

I'padux newenuss - Hawano mnepBoro no3upomanust cumrtanocb DO. Ha DO He
MHOKYJIMPOBAHHBIX MBbIIIEH PaHIOMHU3UPOBAIN B COOTBETCTBUHU C UX WHIMBUAYAJbHONW Maccoil
Tena B 7 rpynm mo 9 ¢ HUCHONB30BAHUEM IPOrpaMMHOro odecredeHuss Vivo manager®
(Biosystemes, Kyrepuon, ®@pannmsi). Ha DO mbinmm mosiydand HOCUTENb (KyJbTYPaTbHYIO
cpeny) wiu OaktepuanbHelii mramMM. Ha D14 BceM Mbliam ObUTH HHOKYJIMPOBAHBI OITYXOJIEBBIE
kyetku Hepa 1-6, xax onucano Huxke. Ha D16 Mblliy U3 rpynmnbl NOJOKUTENBHOIO KOHTPOJIS

nosydanu jgeduenue anrurenamu k CTLA-4.
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I'paduk neyeHns npuBeneH B TAOIULIE HUXKE:

KoauuectBo Cnoco0
I'pynna Jeuenue Ho3a I'padux nevenus
JKHBOTHBIX BBeeHHS
1 9 HeobpaboranHbie - - -
Ilepopanbu
2 9 Hocwurens (cpena) - Q1Dx42
0
bakrepuanbHbIit o
2X10 Ilepopanbu
6 9 mramMm Ne 4 Q1Dx42
OakTepuii 0
(MRX518)
7 9 Anrtun-CTLA4 10 mr/kr B/6 TWx2

MOHHTOPHHT KUBOTHBIX MPOBOAMJIH, KaK OTIMCAHO HIDKE.

Oproronuueckass HMHAYKLUS OIyXoJeBbIXx KieTok Hepa 1-6 y >KUBOTHBIX IyTeM
MHTPACIIeHATbHON HEbeKiin - Ha D14 oxun Muumion (1x 10 ©) OWXOmessix KIeTok oy, 1.6 B 50
MKJ cpenbl RPMI 1640 TpaHCruiaHTHPOBaiu MbIIIaM IIyTE€M BHYTPUCEIE3€HOUHON HHBEKLIUU.
Bxparme, Obi1 cnenaH HeOOJBINIOH pas3pe3 JieBoro moapedbepHoro OOka, U ceie3eHKa ObLia
BbiBeleHa Hapyxy. Cese3eHKy OSKCIOHHUPOBAJIM HA CTEPUJIbHOM MapieBONW MpOKIagKe MU
MHBELUPOBAIN TIOJ] BU3YaJbHBIM KOHTPOJIEM CYCIIEH3UIO KJIETOK urioi 27-ro xamubOpa. [locne
WHOKYJISILIUH KJIETOK CEJIE3€HKY UCCEKAH.

DBTaHa3Msl - KaKOAYI0 MBIIIb MOABEprajyd 3BTaHA3UM, KOTJAa OHAa JOCTUIJIA 'yMaHHOMH
KOHEYHON TOYKM, KaK OINHCAHO HIDKE, WMJIM CIyCTd MakcuMyM O Heaenb IOCie Hadaja
JO3UPOBAHUS.

Ouenka OpeMeHH OMyXOJH MPHU 3BTaHa3MK. Bo BpeMst yMepIuBieHns me4eHb coOupaiu u
B3BEILHUBAJIH.

IIpoTuBoONMyX0/€Basi AKTHBHOCTDH, Moaeab RENCA

I'paduk newenuss - Hawanmo mnepBoro no3upoBanusi cumrtanocb DO. Ha DO He
MHOKYJIMPOBAHHBIX MBbIIIEH PaHIOMHU3UPOBAIN B COOTBETCTBUHU C UX MHAUBUAYAJIbHOW MaccOi
TeNa B TPYMIBI MO 9 MBILIEH ¢ UCIONIB30BAHUEM MPOrPpaMMHOrO obecrieueHus: Vivo manager®
(Biosystemes, Kyrepnon, ®pannusi). Ha D0, Mbimu monydaad HOCHTENTb (KYJbTYpPaTbHYIO
cpeny) win OakTepUaJbHBIA IITAMM (2><lO8 B 200 wmkn, PO). Ha D14 Bcem Mblmam
uHOKynupoBaiu omnyxoneBble kineTku RENCA, wunbeunpoBanHHble SC B BEHTPaJIbHYIO
MOBEPXHOCTh HIKHEH 4acTu Ooka, kak onucaHo Huke. Jleuenue antu-CTLA-4 (10 mr/kr, B/0) u
antu-PDLI1 (kmon 10F.9G2, 10 mr/kr) HaunHamm, korna oobeM omyxodei qocturan 50-70 Mm3.

I'paduk nevyeHns npuBeaeH B TAONULIE HUXKE:
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Koauuectso Cnoco0 I'papux
I'pynna Jeuenue Ho3a
KHBOTHBIX BBeJeHHUsI JIe4eHHsI
1 9 HeobpaboranHubie - - -
Ilepopanpu
2 9 Hocwurens (cpena) - Q1Dx42
0
baxTepuanpHblii 2X10° ITepopanbu
3 9 Q1Dx42
mramm (MRX518) Oakrepuii 0
Q4D (xaxxnabie
4 9 IMaknurakcen 15 mr/kr B/6
YeThIPe JTH)
AHTH-
10 mr/kr+
5 9 CTLA4+AwnTH- B/6 TWx2
10 mr/kr
PDL1

MOHUTOPHHT KUBOTHBIX MPOBOAUIIH, KAK OMHUCAHO HIKE.

Oproronuueckyro uHAykuuro RENCA omnyxoneBbIX KJIE€TOK Y JKMBOTHBIX IyTe€M
uabekiuu SC - Ha D14, onuH MUJUTHOH (l><106) RENCA onyxoneBbix K1eTOK B SO MKJI Cpefbl
RPMI 1640 Obutm mepecakeHbl C MOMOIIBI0 HHBEKIUU SC B BEHTPAIBHOW MOBEPXHOCTH
HUKHETo Oepa MBbILIEH.

DBTaHa3Msl - KAXAYI0 MbIIIb MOABEPrajyd 5BTaHA3UM, KOTZAa OHA JOCTUIVIA TYMaHHOMU
KOHEYHOM TOYKH, KaK OIKUCAHO HHUXKE, WM CHyCTs MakcumMyMm O Henenb Mocie Hadajia
JO3UPOBAHUS.

Ouenka OpeMeHHU OMyXOJIK NPU BTaHa3uKU. BO BpeMsi yMepIuBIeHHs OMyXOJH codupanu
Y OLICHUBAJIM UX 00BEM.

MOHUTOPHHT KUBOTHBIX

KnuHn4eckuii MOHUTOPHHT - IJIMHY W LIUPUHY OMYyXOJU MU3MEPSUTH IBa Pa3a B HEIENIO C
TIOMOIIBIO IITAHTEHLIUPKYJIS, a 00beM OMyXOJIH OLIEHUBAJIH 10 clieayromei popmye []:
width? x length

2

Tumor volume =

I'ymaHHbIE KOHEYHBIE TOYKHU [|: mpu3Haku OOJM, CTpajaHUsl WM JHCTPecca: OCaHKa
Oomnu, Macka mna 00JH, moBeneHue; omyxoyb oosee 10% OT HOpMaJbHONH MacChl TejIa, HO HeE
npesbimaromast 2000 MM ONyXOJIY, MELIAKIINE NEPEABUKECHUIO WM MUTAHUIO, U3bA3BJICHHBIN
OMyXOJIb WJIM 3pO3Usi TKaHeH; morepsi Macchl Teja 20%, COXpaHSoIascs B TeUEHUE 3 IHEH
MONPSIA;, TUIOXOE COCTOSIHHE Tejla, HWCTOILICHHE, KaXeKCHs, OOE3BOXKMBAHHE, JTUTEIbHOE
OTCYTCTBHE€ CIIOHTAHHBIX PEAKLHH HA BHEUIHUE PA3IPAKUTENH, YYAIlEeHHOE JbIXaHUEe, aHEMUs],
3HAYUTEIBHOE KPOBOTEUEHHUE, HEBPOJOTUYECKHE TPHU3HAKU. KPY>KEHHE, CyIOpOTH, Mapayud,
YCTOWYMBOE CHIKCHHE TEMIIEPATYPHI TeJia, B3AYTHE JKIUBOTA.

AHecTe3usi - ra3oBasi aHecTe3usi M30(IyPaHOM HCIIONB30BANACh JJIsl BCEX MPOLEnyp:

XUPYPTUYECKOrO BMELIATENbCTBA MJIM WHOKYJIALUHK, BHYTPUBEHHBIX MHBEKIHH, 3a00pa KPOBH.
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AHecTe3uss KETaMUHOM M KCHJIa3MHOM HCIOJIb30Bajach sl XUPYPTUYECKOrO BMeEIIATEIbCTBA
IIPU CTEPEOTAKCUN.

Obe3bonmuBanne - Kaprnpoden wnmm MyJbTUMONATIBHBIA TPOTOKOJ — AHAJIBIE3UU
kapnpoden/OynpenopduH  ObUIM  amanTUPOBAHBI K CEPHE3HOCTH  XUPYPTrHYECKOrO
BMernaTenscTBa. Hedapmakonorndeckass momomb ObLia NPeAOCTaBlIeHa MPU MPOBENEHUH BCEX
Gone3HenHbIx mpouenyp. Kpome Toro, mo pekoMeHAaLuy Jiedalero BeTepuHapa OKa3bIBajach
¢apmakosoruueckasi MOMOLIb, HE MELIAI0LIast UCCIEAOBAHMUAM (TTOBEPXHOCTHOE JIEUEHHE).

OBTaHa3MWsl. OBTAHA3MIO JKUBOTHBIX MPOBOAWIM IIyTEM IEPEeNO3UPOBKH Ta30BOU
aHecre3ueil (u30(aypaH) ¢ MOCAENYOIINM BIBUXOM IIEH HJIH OOECKPOBIIMBAHUEM.

PesynpTarsl

IIpoTuBoonyxoseBasi aAKTUBHOCTDb, Moaej b EMT6

Pesynbratel mokasanel Ha @ur. 1A. JledeHue OakTepHAIbHBIM IITAMMOM IIO
U300pETEHNIO TMPUBENIO K SIBHOMY CHHJKEHHIO OOBbEMa OINMyXOJM IO CPAaBHEHUIO C OOOMMH
OTpPULATENbHBIMU KOHTPOJIAMU. [1ONOXKUTENbHBIM KOHTPOJb TaKKe IMPUBET K YMEHBLIEHHIO
o0BeMa OMyXOJIH, KaK U CJIEAOBAJIO OXKHIAT.

UroObl JOMOJHHUTENBHO BBIICHUTH MEXAHU3MBL, MOCPencTBOM KoTopeix MRx0518
nepenaeT CBOM TepamneBTHUeckre 3(P(eKTsl B MOAENSIX CHHIEHHOH OMyXoJyiM, ObUI MPOBENEH
aHaJM3 €X VIVO B MCCIEeNOBaHUAX MopaeiHn cuHreHHoi omyxomu EMT6. B To Bpems kak oOvem
OIyXOJIH SIBJISIETCS OCHOBHBIM H3MEPEHHEM B TOKJINHUYECKUX OHKOJIOTMYECKUX MCCIEIOBAHUSAX,
OIyXOJIM YaCTO COCTOSAT U3 aKTUBHO JAEJSIIMXCS ONMYXOJIEBBIX KJIETOK BMECTE C HEKPOTHUECKUM
aapom. YrtoObl wmccnenosath, Bhausuio Ju  sedeHne MRx0518 Ha cremeHp Hekposa,
oOHapykeHHOro B omyxomsix EMT6, mapaduHoBble Ccpe3bl B CpPeIHHUX 4YacTell oOmyxosei
OKpPALIMBAIN FE€MAaTOKCUIMHOM U 303UHOM. Jleuenne MRx0518 mblnHON MOAenu KapLUHOMBI
MojiouHol kene3bl EMT6O mnokasano TEHAEHLUIO K YBEJIMYEHUIO IUIOLIAAU IIOMEPEYHOro
CedeHus1 Hekpo3a BHyTpu omyxonu (®@ur. 1B, BepxHssa nanens). UToObI HCCIEA0OBATD, BIUSUIO JIH
neuenre MRx0518 Ha nmensuiyiecs KJIETKU B ONMyXOJH, mapauHOBBIE Cpe3bl B CPEIHUX 4YacTeil
onyxoJiei okpamuBaiu nponudepaTuBHbiM OekoMm Ki67 BMecTe cO BCTPEYHBIM OKPALTUBAHUEM
DAPI, 4roObl OLIEHUTb MPOLIEHT KJETOK, nejsmuxcs B onyxoau EMT6. Jleuenne MRx0518
MBILINHOW MOJENH KapLUHUHOMBI MOJOYHON >kene3bl EMTO 3HauuTENbHO CHUMKANO IMPOLIEHT
AENSAINUXCS KIIETOK, HaOmonaembIx B omyxosu (Pur. 1B, HikHssa nanens, P=0,019).

HMMVHHBIC KJIETOYHBIC ITONMYJIAITNHN

JlanpHeiiliee HCCIeIOBAaHUE MHUKPOOKPYKEHHS OMYXOJW IPOBOAWIOCH C TOMOUIBIO
MPOTOYHOU IIUTOMETPHUH OMYXOJH, YTOOBI MPOBEPUTH THIIOTE3y O TOM, YTO OaKTepHabHBIN
mraMM MRx518 obnamaer crmocoOHOCTBIO pErynupoBaTh HMMYHHYIO CHCTEMY, BbI3bIBAs
MIPOTUBOOIYXOJIeBbIH 3¢ dekT. Omyxonu, BeIpe3aHHbIE U3 PAa3HBIX TPYII JICUCHUS, pa3pe3ain Ha
kycoukn. OOWH KyCOK ObUT TMOIBEPTHYT aHANN3y NPOTOYHOW nmromerpueil. s oueHkw
OTHOCUTENIbHOTO  TporeHTta T-TuM(OIUTOB, MPUCYTCTBYIOIIUX B  OMNyXOJSIX, OBLIH
UCIIONIBb30BaHbI crenyommue mapkepsl. CD45; CD3; CD4; CDS§; CD25 u FoxP3.

JlaHHBIE TMPOTOYHOM LUTOMETPUU I[IOKA3BIBAIOT, YTO OTHOCUTENIbHBIM MPOLIEHT

TUM(OIMTOB B OMYXOJIsIX HECKOJBKO YMEHBLIWICS B Ipymnmnax, oOpaboraHHbeix kak MRx0518,
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Tak U aHTU-CTLA-4, 1mo cpaBHEHMIO COOTBETCTBEHHO C HOCHUTENEM WJIH KOHTPOJbHBIMU
x&uBOTHBIMU (@ur. 1C). AHaNOrMYHO, OTHOCUTENBbHBIN NpoueHT kiaeTok CD4+, mo-sumumomy,
cHmkancss y MRx0518 u xuBoTHbIX, 0OpaboraHHbix aHTH-CTLA-4, TOorna kak OTHOCUTEJNIbHBIH
nporneHT kierok CD8+ cienoBan mpOTUBOMONOKHONW TEHACHLUH B O0EUX TPYMIAxX, XOTA U C
pasHoit mMarautynoil. OtHocuresnbHbll npoueHT kietok CD4+FoxP3+ Obut Huwke B rpymre,
obpaborannoit antn- CTLA-4, mo cpaBHEeHHIO ¢ HEeOOJBIINM YMEHBIIEHHEM VY >KUBOTHBIX,
obpaboranHbix MRx0518; onHaKo CHMKEHHE OTHOCHUTENBHOTO IpoueHTa kietok CD4+CD25+
OBLIO 3aMETHO TOJBKO B rpyiie, odpadoranHoh aHTH-CTLA-4. CootHomenue CD8+/FoxP3+
nokasajgo OoJjbinee yBenudeHue B rpymme, oOpadoranHoii aHTU-CTLA-4, yeM y >KHBOTHBIX
MRx0518. Ot naHHBIE, MPEICTABIEHHbIE B HACTOSIIIIEM TOKYMEHTE, MTOATBEPKIAI0T TUIIOTE3Y O
toM, uto aHTU-CTLA-4 anTHTEeno HauneneHo Ha perynustopHble T-xierku (Tregs) mytem
YMEHBLICHUSI UX KOJIMYECTBA WJIM OCJIA0JIEHUS] MX IMOJNABJSIIOIIEH aKTHBHOCTH B OITYyXOJEBOH
TKaHH, B TO K€ BpeMsI IpeyIaras Apyrou cnocod aericteus st MRx0518.

BripaboTka HUTOKUHOB

JIONIOTHHUTENBHBIN (PparMEHT OIMyXOJM MCIOJIb30BAJH JJIsl BbIIEJNEHUs o0mero Oenka u
MOCJIEAVIOIIET0 aHAJM3a ITUTOKUHOB BMecTe ¢ oOpasuamu 1ia3mbl. YpoBHu Oenkos IL-10,
CXCL1, CXCL2, CXCL10, IL-1B, IL-17A, GM-CSF, TNF-0, IL-12p70 u IFN-y B
MHUKPOOKPY>KEHUHU ONMYXOJIM aHAJIM3UPOBAJIN C MOMOLIBIO TexHosorun MagPix. B To Bpems kak
IL-17A u GM-CSF Obutn Huke ypoBHeHl OOHapykeHUs, BCe ApPyrue Mapkepel Obun
SKCIIPECCUPOBAHbI Ha pa3syMHBIX ypoBHsAX (Pur. 1D). PazHuina B 3HaYMMOCTH HaOMOIaNach
mexxay HocuteneM u rpynnoi antu-CTLA-4 nns IFN-y. BeipaboTka mMMyHHBIX MapkepoB IL-
10 u IL-12p70, mo-BupuMoMy, cHmXkajach mocie oOpaborkm MRxS518 mo cpaBHeHuo c
KOHTPOJIbHOI 00pabOTKOM.

YpPOBHU LMTOKMHOB TaKK€ OLEHUBAJIM B IUIA3Me€ KPOBHM Te€X K€ >KMBOTHBIX. YPOBHHU
6enxos IL-23, IL-6, IL-10, VEGF, CXCL1, CXCL2, CXCL10, IL-2, IL-18, IL-17A, GM-CSF,
TNF-a, IL-12p70 u IFN-y anamusupoBamu ¢ mnomoupio TexHojorun MagPix. B wenowm,
HeOOJIbIIOE KOJUYECTBO IUTOKMHOB ObLIO OOHApYKEHO B IUIa3Me KPOBU KHUBOTHBIX JIHOO IO
UHAYKIUH onyxonu, Jmubo B koHue wucciaenoBanus (Pur. 1E). VEGF u CXCL10 Obutn
OoOHapy:»KeHbl Ha 3HAYUTENbHBIX YPOBHsX, Toraa kak 1L-23, IL-6, IL-10, CXCL1 u CXCL2 6butH
oOHapy>keHbl Ha HU3KUX ypoBHsx. IL-2, IL-1b, IL-17A, GM-CSF, TNF-q, IL-12p70 u IFN-y e
oOHapy>keHbl B 00paziax. MRx0518 3naunrensro yBenuymn npoayuuposanue IL-6 Ha 0 cyTku.
MRx0518 Takxe, no-suauMomy, yeenndusaer nponyuuposanue 1L-23. VEGF u CXCL10 6butn
3HaYUTENbHO CHIKeHbl B rpymnme aHTH-CLTA-4 na 22-if nens. IlomoOHO pesynbraTam,
NOKA3aHHBIM JUIS TTOTYJIIUH HIMMYHHBIX KJIETOK, Pa3jM4us B BBIPAOOTKE IUTOKUHOB B OMYXOJIH
u mnasme mexny MRxS518 m CTLA-4 mo3BONSIOT MOPEAINONONKUTh, YTO KaXIbIH W3 HUX
AEeNCTBYET MO OTAEIbHOMY U MOTEHLHAJIbHO KOMIUIEMEHTAPHOMY MEXaHU3MY.

Jlokanuzanus CD8a-MOJ0KUTENBHBIX KJIETOK B IOAB3OLIHON KHUIIKE

Kpuocpessl moas3aomHoM Kumku ToamuHol 10 MM paspesanu B kpuocrare (CM 1950
Leica), cobupanu Ha ciaiael U3 moiu-L-mu3nnHa. 3ateM cpesbl CYyIIUIN Ha BO3AyXe B TeueHue 1

4, pukcupoBanu B TeueHue 10 MuUH B NeAsHOM MeTaHoje, npombiBaiu B PBS, Gnokuposanu B
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10% BSA B PBS, pH 7,2, a 3ateMm MHKYOMpPOBaJIM B T€YEHHWE HOYH C NMEPBUYHBIM AHTUTEIOM
(xpbicunO€ aHTH-MBIIHHOE-CD80 anTHTENO, Sigma-Aldrich, Millipore).

Ha cnenyromee yTpo npeamerHsle cTeksa npoMbiany B PBS u okpamnBany BTOpUUHbBIM
AHTHUTEJIOM: KO3b€ aHTH-KpbICHHOE aHTUTeNo-Alexad88 (Molecular Probe, Invitrogen) B Teuenue
1 4 mpu xomHaTHOW Temmepartype. Ilocne apyroil craauu NPOMBIBKM MPEAMETHBIE CTEKJIa
okpawmBam  4',6-muaMuanHo-2-penmmuunonauruapoxaopunom  (DAPI)  (Sigma-Aldrich,
Millipore) u ycranaBnuBanu B Vectashield (Vector Laboratories). Cnaiiasl mpocMaTpuBain u
¢dororpadupoBay ¢ UCIIOIB30BAHUEM MUKPOCKOMa Zeiss Axioscope, 000pyaOBaHHOTO PTYTHOMH
JIAMITIOH, COOTBETCTBYIOLIUMH (DHUIIBTPAMHU U aroxpomMatudeckuM o0bekTuBoM x20. [IpuBeneHsbr
pUMePbI U300PAKEHUH, MOJyYeHHBIX U3 CIainoB oT HocuTes, MRX0518 u KUBOTHBIX aHTH-
CTLA4 (®ur. 1F - Bepxnue nanenu: okpammsanue DAPI, vxane nanenn: okpammsanue CD8ay).

IMons 3perms ObuM ucciemnoBaHbl y 20 OJKMBOTHBIX M BU3YAJIU3UPOBAHBI C
UCIIOJB30BAHUEM BpEMEHU BO3JelcTBUsA BpyuHyro. KomnmdecTBo mnpoaHalIu3HUpOBaHHBIX

JKUBOTHBIX U TIOJIEH TIOKA3aHO B CIEAYIOLIeH TadIuie:

I'pynna KonnuecTso npoaHann3upOBaHHBIX NOJEN KonnuecTBo mblnen
Hocurens 53 5
MRx0518 70 7

antu-CTLA 71 8

N3o0paskeHusi ObUTM OLIEHEHBI CIEAYIOMUM 00pa3oM: mojsi ¢ < 3 MOJOXKHUTEIbHBIX
KJIETOK ObUTH OLIeHeHbI Kak (), B TO BpeMsl Kak mouisi ¢ Oojiee >3 KJIETOK ObLIN OLEHEHBI Kak 1.
PesynbraTel 3TOr0 aHanusa nokasassl (Pur. 1G).

Kpuocpessl mnonB3nomHoON KUIIKH, OKpamieHHble aHTU-CDS8a, mnokaszamu Oonbinee
konmuyectBO CD80-MONOKUTENBHBIX KJIETOK, JIOKATM30BAHHBIX B TKAHAX OOJACTH KPHIITBI, OT
JKUBOTHBIX, 00paboTaHHbix MRX0518 u antu-CTLA-4, no cpaBHEHHUIO C TPyNIONH HOCHTEJISL.

Oto HabmoneHue cornacyercs ¢ TeM, yto CD8+ T-kyieTku MPUCYTCTBYIOT B KUIIEUHUKE
B ciiy4ae MH(GEKIMK UIH BOCTAIUTEIFHOIO MUKPOOKPY KEHHUS KaK 4aCTh MMMYHHOTO OTBETA.

I[IpoTruBoONMyX0J€Basi AKTUBHOCTb, Moaeab LL/2 (LLC1)

Pesynbratel nmpommrocTpupoBanbl Ha @ur. 2. JledyeHrne OakTepUaIbHBIM IITAMMOM IO
U300pETEHUIO TMPUBEJIO K SIBHOMY CHIDKEHHIO OOBEMa OMyXOJH MO CPABHEHHIO C OOOMMH
OTPULATENIbHBIMHA KOHTPOJISIMH.

IIpoTuBoonyxoseBasi aAKTUBHOCTB, MoaeJib Hepal-6

Pesynbratel mokaszanel Ha Pur. 3A. HeoOpaOoTaHHBIH OTPULIATENBHBI KOHTPOJb HE
BBITJISIINT TaK, KaK OKUIAJIOCh, IOTOMY YTO BEC MeYeHHU ObLT HUKE B 3TOU IPYyIIIE, YeM B IPYTHX
rpynmax. OQHAKO OTpULIATENIbHAST KOHTPOJIbHASI TPYINA HOCUTENS W TPyIIa MOJOKHTEIHbHOTO
KOHTPOJISI BBITVISIAST TaK, KaK U CJIEJOBAJIO OXHUAATh, MOTOMY YTO Yy MBIIIEH, MOJyYaBIINX
TOJIBKO HOCHTEJIb, TIeYeHH ObUIO OOJbIne, YeM y Mblmel, noiay4asmux antu-CTLA4 anTuTena,
YTO OTpakaeT OOJIbIIYIO OMYyXOJIEBYK) HArpy3Ky B OTPHIATEbHOW KOHTPOJIBHOM TpyIIe
Hocutessi. JledeHne OakTepUANbHBIM INTAMMOM IO HM300PETEHUI0 MPUBOIMIO K SIBHOMY

CHIDKEHHIO Beca INeueHu (U, CIEeA0BATeNbHO, ONYXOJIEBOH HArpy3Ku) MO CPABHEHMIO C MBILIAMU
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B OTPULIATENIBHON KOHTPOJBHOM IPYINIE HOCUTEJIS.

IIpoTuBoonyxoseBasi aAKTHBHOCTBb, Mogejib RENCA

Pesynprarel mokaszanbl Ha Pur. 3B. Jleuenue monorepanueii MRx0518 ymeHnbinano
00BEM OIYyXOJH C MOMOMIBIO TeCTa/KOHTPoJs HAa 51% (neHp 18) mo cpaBHEHUIO C IpymnIamy,
nonyyaBmuMu  Hocutenb. [lakmurakcen u aHTH-CTLA-4+antu-PDL-1 mnokasamu (rmoutn)
NOJTHOE YMEHbIeHue pasMepa onyxosu Ha D18 u D22 no cpaBHEHHIO Kak ¢ HeOOpaOOTaHHBIMU
TPyMIIaMy, TaK U C TPYIIaMH C HOCUTEJIEM.

OTH JaHHBIE YKA3bIBAKOT HA TO, YTO ITaMM MRX518 MoskeT ObITh MOJIE3eH ISl JIEYSHHUSI
WM TPOQUIAKTHKU paka ¥, B YaCTHOCTH, JUISl YMEHBLICHUS OOBbEMa OIyXOJU TMPH pake
MOJIOUHOM 3K€JIe3Bbl, JIETKUX, TIOYEK U MEeYEeHH.

ITpumep 2 - rennsblit ananus ¢ nomoisto 1P

Uwncras xyabrypa Oaktepuii MRXS518 Obina n3ydeHa B T€HHOM aHAJIN3€ C MOMOIIBIO
IIIP. DxcnepumenTt umen nase rpynnbl: 1) MRXS518 coBMeCTHO KyJbTUBUPOBAIH C KJIETKAMU
tosictoi kumku yenoseka (CaCo2) mis uccieoBaHus BO3ACUCTBHs OaKTepuil Ha XO35TMHA, U 2)
MRX518 coBmecTHO KynbTUBUpOBaU Ha kieTkax CaCo2, kotopsle Obutn cTUMyupoBaHs! 111
TS UMUTHPOBAHHS NEHCTBHsI OakTepuil B BOCHANUTENbHON cpenme. Oddextel B oboux

CHECHApUAX OLUCHHUBAJIIMCh C TOMOILIBIO aHaJIN3a 3KCIIPECCHUU I'CHOB. PeBy.]'IbTaTbI MMOKa3aHbl HUXKEC:

T'en KpatHocTth DyHKums
H3MeHEeHHUsI
CXCL3 28412,73 Jlurann CXCR?2,
CXCL2 135,42 JIlurang CXCR2, 90% romonoruu ¢ CXCLI.
CXCL9 34,76 CXCR3-nurana, B MEpBYK Oyepelb CUHUTAKOLIUICA

xemoarTpakTanToM Thl-knerok (nHayLmpyemsiii IFN-g)

IL8 31,81 [urtokuH, xemoaTpakTaHT (OCOOEHHO HEHTPO(UIIOB),

MHorue perenTtopsl, Bkitoyas CXCR1 u CXCR2/

CXCL1 16,48 CXCR2 nuranpg, CTUMyIHpyeT mpoiudeparuio KIETOK, a
TaKKE MUI'paluLo, CBEPXIKCIIPpECCHUA SABJISIETCA

HeliponpoTekTopHoi pu EAE.

CD40 14,33 Koctumynupyromast ~ mojekyna, 10yTb  [-KJIETOYHO-

3apucuMoi aktusaumu DC.

dHO 13,50 OCHOBHOW MTPOBOCTIATUTEIbHBIN [IUTOKIUH

IL17C 12,18 CnocobcTByeT aHTHOAKTEpUANIbHOMY OTBETY SIUTEIHS,

cuHeprudeckomy ¢ IL-22,

CXCL10 10,66 bmmskas romosnorus ¢ CXCL9, BO3MOKHO TakyKe JIMTaHJ

CXCR3?

HSPA1B 10,19 Benok TemnyoBoro moka
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NFKBIA 8,87 Ilepenaua curnanos NFkB; PI3K

JUN 7,61 AnTHOaKTEpUaNbHBIN 0TBET, nepenava curnanos GPCR.

TNFAIP3 6,63 Ilepenaua curnanos TNF

DUSP1 6,36 IIporuBoBocnanutenvHass  ¢ocdaraza,  HHAKTUBUPYET
MAPK

JUNB 5,36 daxtop TpaHckpunuuy, nepeaayda cursainos JAK-STAT

BIRC3 4,86 AJre3uBHbIE KOHTAKTBI, KOHTAKThI C BBICOKUM CPOJICTBOM

DUSP2 4,59 [IporuBoBocnanurenbHbli, HHaKTHBUPYeT MAPK.

1L32 4,29 IIpoBocnanuTenbHbli LUTOKUH, MHAyLHUpoBaHHbI IFN-g,
IL-18

DUSP5 3,12 IIpotuBoBocnanurenbHbli, HHaKTHBUPYeT MAPK

FOS 3,03 TpanckpunuuonHeie QaxTopsl, nepenada curHaios TLR,

SABJIsIeTCsT YacThio AP-1

GADDA45B | 2,89 Poct u nponudepanus kieTok

CLDN4 2,61 KoHTaKThI C BBICOKHM CPOACTBOM

ADM 2,57 Curnamuzanust NFkB

KLF10 2,49 OcranoBka kierounoro pocra, TGF-b.

DEFB4A -2,34 AHTUMUKPOOHBIHA MENTU

APBAI1 -2,53 Ilepenaua curnanos

IGFBP1 -2,72 IlyTs nepeaaun curHajaos

IL28B -2,73 IFN-nsam6aa, npOTHBOBUPYCHASI UMMYHHAsI 3aIUTA,

IL10 -3,38 IIpoTuBOBOCTIATUTENBHBINA LIMTOKUH

NR4A1 -5,57 S nepHblil penienTop, NPOTUBOBOCHAIUTENBHBIN, PETYJIATOP

nponudepanuu T-knerok. Juddepenimponka T-xenmnepos

NOD2 -14,98 PRR, akTuBaTOp BOCHANIEHHsI, CIIOCOOCTBYET ayTodaruu

INOS -26,88 IIpoBocnanuTenbHbBIN, TEHEPATOP OKCHA a30Ta

OTU naHHBIE, TO-BUIMMOMY, TIOKa3bIBAIOT 1BE€ CUTHATYPHbIE SKCIIPECCUU I'e€HA - JINTaH bl
CXCR1/2 (CXCL3, CXCL2, CXCL1, IL-8), koropble CBsi3aHbl ¢ MHUTrpaluei
NPOBOCTIANINTENBHBIX KJIeTOK, u yuranael CXCR3 (CXCL9, CXCL10), uro Oonee KOHKPETHO
yka3biBaeT Ha oTBeThl IFN-y-Tuma, takxke noanep:xuBaembie 1L-32, xoTOpbIil MHIYyHUpPYETCS
IFN-y.

Ilpumep 3 - Tecmupoganue cmadbuibnocmu

Komnosuuus, onucaHHas B HACTOSILIEM JOKYMEHTE, COAEpsKallui MO MEHbLIEH Mepe
ofuH OaKTepHabHBIN IITAMM, OIMCAHHBIA B HACTOSIIEM JOKYMEHTE, XPAHUTCS B T€PMETUYHOM

xoHTelinepe npu 25 'C unu 4 * C u KoHTeliHep noMewatoT B armochepe, umeroweit 30%, 40%,



57

50%, 60% T0%, 75%, 80%, 90% wunu 95% orHOcuTENnbHON BiaxkHOCTH. Yepe3 1 mecsn, 2
Mecsua, 3 mecsita, 6 mecsiues, 1 rox, 1,5 roaa, 2 rona, 2,5 roga win 3 roa JOJKHO COXPAHSITHCS
He meHee 50%, 60%, 70%, 80% wumu 90% OakTepHalbHOTO IITAMMA. YTO H3MEPSIETCS B
KOJIOHNEOOPA3yIOIHX eIUHHULAX, ONPENEICHHbIX CTAHIAPTHBIMU MPOTOKOJIAMH.

Ilpumep 4 - Bwipabomka UUMOKUHOE 6 He3PeNblX OCHOPUMMHBIX K/IEHKAX,
unoyyuposannas MRX518 no cpasnenuio c MRXS518+LPS

Pegpepam

B 3TOM wuccrnenoBaHuM TPOBEPSIIOCH BiMsHHME OakTepuanbHoro mramma MRXS518
OTAENIbHO U B COueTaHuu ¢ junonojucaxapunoM (LPS) Ha BrIpaOOTKY LIUTOKHHOB B HE3PEINbIX
JEHAPUTHBIX KJIETKaXx.

[MomynsAumst MOHOLMTOB ObLIA BBIAEIEHA U3 MOHOHYKJICAPHBIX KJIETOK mepudepruuecKon
kpoBu (PBMC). Kietku MOHOUMTOB ObUTH BHOCHeAcTBHH TU((HEepeHIIPOBAHBI B HE3peIble
neHaputHele KieTku. Hespenble neHapuTHbie KiieTku BbiceBasnn npu 200000 KIeTOK/IYHKY U
nHKyOHpoBa ¢ MRX518 B KOHeuHOH KOHLeHTpauud 10'MKI/MI ¢ HEOGsS3aTeNbHBIM
nobasnenneMm LPS B koHeuHoi koHueHTparwu 100 Hr/mi. OTpHLATENBHBIH KOHTPOIb BKIJIFOYAI
WHKYOALUI0 KJIETOK TOJNBKO co cpemoit RPMI, a mMOJOXKHUTENbHBI KOHTPOJIb BKIIFOUA
UHKyOHuparuio kinetok ¢ LPS B koneunoit konuenrpanyu 100 vHr/mn. ConepkaHne LIUTOKHHOB B
KJIETKaX 3aTeM aHaJIU3UPOBAJIH.

Pesynemamur

Hobaenerne Tompko MRXS18 npuBOIWUT K 3HAYUTENBHOMY YBEIHUYEHHIO YPOBHS
mutokuHoB IL-6 m TNF-o mo cpaBHeHMIO ¢ OTpuuaTtenbHbIM KoHTposeMm (Pur. 4a u c).
Hobasnenne LPS (1onoxuTenbHbIM KOHTPOJIB), MPUBOAUT K yBenudeHuto yposHs IL-6 u TNF-a
IO CPAaBHEHHUIO C OTpHULATEIbHBIM KOHTposieM, HO He IL-1P (Pur. 4b). KomOunaums MRXS518 u
LPS mpuBena Kk CHHEPreTHYeCKOMY YBEJIMYEHHIO YPOBHS BbipabaTeiBaemMoro IL-1f (Pur. 4d).

Buisoo

MRX518 obnagaer cmocOOHOCTBIO MHAYIMPOBATH OOJiee BBICOKYIO BbIpaOOTKy IL-6 u
TNF-0. HUTOKMHOB B HE3peJNbIX NeHIPHUTHBbIX KieTkax. KomOunamms LPS u MRX518 moxer
NOBBIIIATh YPOBHU LUTOKMHOB IL-1f B He3penblX MACHAPUTHBIX KJIETKAX. OTH JIaHHbIE
yKa3bIBatlOT Ha TO, yTo MRXS518 cam no cebe wim B komOuHaumu ¢ LPS MoxeT yBennmuuTh
ypOBeHb BOCHANUTENbHbIX MUTOKUHOB IL-1B, IL-6 u TNF-a, 4To cnocoOcTByeT BOCHANIEHUIO,
KOTOpPOE MOXKET MoAaBysATh pak. Jleuenue ¢ momomsto MRX518 oTnenbHo wiiv B KOMOWHAIMH C
MO>KET UHIYLIUPOBAaTh LIMTOKUHBI, KOTOPbIE MOTYT OIPaHUYUBATH POCT OMYXOJIH.

Hpumep 5 - Bupabomxa yumoxkunos é kiemxax THP-1, unoyyuposannaa MRX518
no cpasnenuio c MRXS518+LPS

Pedgepam

B »TOoM wuccrenoBaHWM TPOBEPSUIOCH BiMsHHE OakTepuanpHOro mramMmmMa MRXS518
oTaenbHO W B codyeraHuu ¢ LPS Ha BeIpaboTky numrtokmHoB B kierkax THP-1, momenpHOMN
KJIETOYHOW JIMHUU JIJIs1 MOHOLTUTOB M MAaKpO(aros.

Knetku THF-1 muddepenuuposanu B cpeny MO B Teuenue 48 4 ¢ 5 Hr/min ¢opbdon-12-

mupuctar-13-anerata (PMA). Otu knerku 3ateM uHKyOupoBamn ¢ MRXS518 npu koHeuHOH
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xoHuenTpauun 10/, ¢ noGasnennem umm 6e3 nobasnenns LPS npu KOHEYHOH KOHLIEHTPALIHH
100 Hr/mn. 3atemM OakTepuH CMBIBAIOT, a KJIETKH HMHKYOHUPYIOT NPH HOPMAJBHBIX YCJIOBHUSX
BbIpAI[MBaHUs B TedeHHe 24 dacoB. 3areM KIETKH LEHTPUPYTUpOBAINd M TONTyYEHHBIN
CYNEPHATAHT aHAJIU3UPOBAIN Ha COAEPKaHUE LINTOKUHOB.

Peszynomanvi

Pe3ynbTaThl 3TUX 3KCIEPUMEHTOB MOXKHO yBHIETh Ha Dur. Sa-c. JlobaBnenne MRX518
6e3 LPS nmpuBoaut k yBenudeHuro ypoBHei HUTOKUHOB IL-1 B, IL-6 u TNF- ano cpaBHEHHIO €
KOHTPOJIIMM C OTCYTCTBHEeM Oaktepuil u ocanka Oakrtepuit. J{obaBnenme LPS u MRXS518
MPUBOJUT K CHHEPT€TUYECKOMY YBEJIUUYEHHUIO MMPOAYKIIUH [IUTOKUHOB.

Boisoo

MRX518 obmagaer cnmocOOHOCTBIO HMHAYIMPOBATH BBIPAOOTKY LIUTOKHHOB B KJIETKAaX
THP-1, koTopast MOJKET ObITh CHHEPT€TUUECKU YBeJHUeHa npu nodasneHun LPS. Oty nanHbe
yKa3bIBatoT Ha TO, YTo MRXS518 cam no cebe mim B komOmHaumu ¢ LPS Moxer yBennmuuTh
ypOBeHb BOCMANUTENbHbIX MUTOKUHOB IL-1fB, IL-6 u TNF-a, 9To cocoOcTByeT BOCHAJICHUIO,
KOTOpPOE MOXKET MOoAaBATh pak. Jleuenue ¢ momompro MRX518 oTnenbHo v B KOMOWHAIHH C
MO>KET UHIyLIUPOBAaTh LIMTOKUHBI, KOTOPbIE MOTYT OIPaHUYUBATH POCT OMYXOJIH.

Ipumep 6 - IIpomusoonyxo/iesas AKMUEHOCHIb MEPANECMUYECKOI KOMOUHAUUU
MRX518 u uneuoumopa PD-1 RMP1-14 uau unzuéumopa CTLA-4

Obue ceedenus

B »TOM wuccrnenoBaHMM CpaBHUBAIM IPOTHUBOOINYXOJEBYH akTuBHOCTH MRXSIS,
unrudburopa PD-1 (RMPI1-14), unrubutopa CTLA-4 u TtepameBTHdyecKuX KOMOMHALUN
MRX518 ¢ wunruduropom PD-1 wnmm unaruduropom CTLA-4 y wMblmeidl ¢ onyxojeBbIMU
knerkamu EMT-6.

Marepuanbl

TecToBble M KOHTpPOJBbHBbIE BemecTBa - mTamMMm Oaktepuit Ne MRXS518; antureno
npotuB PD-1 (xnon: RMP1-14, xaranor: BE0146, usorumn: IgG2a xpsicel, Bioxcell); anTuTeno
npotuB CTLA4 (xar.: BEO131, Bioxcell, knon: 9H10; peaktuBHOCTH: MbIlb, uzotun: IgGl
XOMsIKa; ycaoBus xpaHeHus: +4°C).

HcnbiTyeMble W KOHTPOJIbHbIE BemecTBa Hocuteaein - MRXS518 Oakrepuii
BBIPAIUBAIN B OAKTEPUAILHONW KYJBTYPAJIbHOU cpene (FKCTpakT aposxker, Casitone, KUpPHbIE
kuciotsl cpenbl (YCFA)) u xpanunu B Buae pactBopa B rauuepusne npu -80 °C. Antutena
nporuB PD1 u mporuB CTLA-4 pasbasmsuin PBS (xar.. BE14-516F, Jlon3a, ®panuus) B
KaX/Ible CYTKH UHBEKLIUN MBIIIAM.

J103bI1 J1eueHust - DakTepuu: 2% 10® B 200 M. Auturena k PD1-1 u x CTLA4 BBOJIUJIA B
konuuecTse 10 MI/Kr Macchl Tesla B COOTBETCTBUU € CAMON MOC/IEHEH MacCOl Teja MbIIIeii.

Cnoco0b1 BBeneHus1. - bakrepraabHYI0 KOMIO3HIMIO BBOJWIM TEPOPATBHBIM 30HAOM
(per os, PO) uepe3 TpyOky B obveme 200 mkn/mabekuus. Anturena k PD-1 u x CTLA-4
BBOIWIM B OpIOIIHYIO TIOJOCTh Mblmeil (BHyTpuOprommHHO, B/0) B oObeme 10 mi/kr,
CKOPPEKTUPOBAHHOM Ha CaAMYI0 MOCJIEIHIO HHIUBUAYAIBHYIO MAcCy Teja MbILIEH.

JIuHUM KJIETOK paKa M YCJOBHS KyJbTHBHPOBaHHUsSI - KierouHas nuHusA, KOTOpas
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ObLIa UCIIOJIb30BAaHA B JAHHOM HCCJICIOBAHUM, SIBJISIETCSl KyieTouHOoU juHMer EMT-6, xoTopas
obuia momyueH ot ATCC (AmepukaHckas KOJJIEKLHMs THUIOBBIX KyJIbTyp, Manaccac,
Bupmxuaus, CIHA). Knerounas guauss EMT-6 Obuia mosnydeHa #3 TpaHCIUIAHTHPYEMOH
KapLUUHOMBI MOJIOYHOM JKkene3bl MbIM, Bo3HUKweH y wMbiued BALB/cCRGL mnocne
UMIUTAHTALUU TUIIEPIIACTHYECKOTO aJIbBEOJISIPHOTO Y3€JIKa MOJIOYHOM JKEJIe3bL.

OnyxoneBble KJIETKH KyJIbTHUBHPOBaIM B MoHocjaoe mpu 37°C B yBIaXHEHHOU
armocdepe (5% CO2, 95% Bo3nyxa). KynbrypanbHas cpena npencrasisiia codoii RPMI 1640,
cogepxamyro 2 MM L-rmotammn (kar.. BEI12- 702F, Jlonsa, Bepsuepc, benbrus),
nononHeHHY 10% deranpHOl Obrvbei cbiBOpOTKOI (Kat.: 3302, Jlonsza). OnyxosieBbie KIETKH
EMT-6 anrepupyroTcsi K IUTACTUKOBBIM KoyOam. il SKCIEePUMEHTAIbHOTO HCIOJb30BAHUS
OINyXOJIEBbIE KJETKH OTAEISUIM OT KYJbTYpPaJIbHOH KOJObI TyTeM S-MHHYTHOH 00paboTku
TpuncuHoM-BepceHoMm (kat.. BE02- O07E, Jlonsa) B cpene XoHKca 0e3 KajbIUsl WA MarHUs
(xar.: BE10-543F, Jlon3a) u HeWTpanu3auuedl noOaBJeHHEM TOJHOW KyJbTYpPajdbHOW CPEIbl.
KieTku moncuuThIBa N M OLIEHUBAIN HX KU3HECTIOCOOHOCTD ¢ TIOMOLIBIO aHAJIN3a HCKITFOYCHHUS
u3 TpunanoBoro cuxero 0,25%.

Hcnoab3oBanne xkuBoTHbIX- Cto Tpuaumate (130) 3mopoBeix camok Mbimeid Balb/C
(BALB/cByl) B Bo3pacte 5-7 Hemenb Obutu monydeHbl ot CHARLES RIVER (L'Arbresles) u
COZIEPKAJINCh B COCTOSIHUU 370poBbsi SPE, B COOTBETCTBMM C PYKOBOISALIMMH NPUHLMIAMU
FELASA. Conep:kaHue >KUBOTHBIX M 3KCHEPUMEHTAJIbHbIE NPOLENYPbl OBLIM BBIMOJIHEHBI B
COOTBETCTBHUH C (PPaHLy3CKUMH U eBponeiickumu npasuiamu U Pykosoncrsom CPH o yxony u
UCTIONIb30BAHUIO JTA0OPATOPHBIX JKUBOTHBIX. JKHBOTHBIX COZEpKANIM B TOMEINEHUSX IS
COZIEP>KaHUs JKUBOTHBIX IO 3-4 B KJIETKE B KOHTPOJIMPYEMBIX YCIOBMSX OKPY’KArOLIEH Cpembl:
temrieparypa: 22 + 2 °C, BinaxxHoctb 55 + 10%, ¢poronepuon (12 4 ceera/12 u remuotsl), HEPA-
¢unpTpoBaHHBI BO3MYX, 15 BO3AyX0OOMEHOB B 4Yac 0e3 penupKyssiuud. Bombepsl s
’KMBOTHBIX ObUIN 00€CIEYEeHbI CTEPUIIBHBIM U TOCTATOYHBIM MPOCTPAHCTBOM C MOACTHIIAFOIIUM
MaTepualioM, €0 W BOJIOH, oOoraimeHueM Cpefbl U COLMANbHBIM oborameHueM (TrpymnrnoBoe
pasmewenne): [TonmukapOonatHeie knetku Eurostandard Tuma 111 wmu IV ¢ BepxHuM QribTpom,
MOJCTUIAIOINNI MaTepual u3 Kykypy3Horo nodatka (kar.. LAB COB 12, SERLAB, ®panuus),
obnyuenneii 25 kI'p xopm (Ssniff® 3oct, I'epmanMs), TOJHOLEHHBIH KOPM MJIs
UMMYHOKOMIIETEHTHBIX T'PBI3YHOB - 3KcTpynar R/M-H, crepunbnas, ¢unbrpoBanHas mpu 0,2
MKM Boza u oborammenue cpensl (SIZZLE-dri kraft - D20004 SERLAB, ®@pannmst). JKuBoTHbIX
WHIMBUAYAIBHO uaeHTuuImposainu ¢ nomombio RFID Tpancnonaepa, v B KaXKI0# KieTke ObLI
NPUCBOEH ONpENENeHHbIl KOA. JleueHume >KUBOTHBIX HAYMHAIM MOCJIE OJHOH HEeNenu
aKKJIMMaTU3aLUU A napTuil 2 U 3 UiIu 1nocie Tpex Hexesb aKKJIMMaTH3aluu 171l napTiu 1.

DKCMIEPUMEHTAIbHBIN TU3aiTH U JIEYEeHUs

B nenp -14 (D-14) 130 He WHOKYJHUPOBAaHHBIX MbIIIEH pPAaHIOMH3UPOBAIN B
COOTBETCTBUM C UX MHIUBUAYalIbHON Maccoi Tena Ha 3 rpynmnbl o 30 KMBOTHBIX U 4 IpyMIIbI
no 10 S>KMBOTHBIX C HCIOJNB30BAaHHEM IporpaMmHoOro oodecneueHust Vivo Manager®
(Biosystemes, KyrepHon, ®@panuust). Mpimeli pasgenunu Ha 3 maptud no 10 SKMBOTHBIX Ha

rpynmy jedeHus (naptus 1: 10 skuBotHble rpynm 1, 2 u 3; maptus 2: 10 sxuBotHble rpymnm 1, 2 u
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3, u maptust 3: 10 xuBOTHBIX rpymnm ¢ 1 mo 7) ¢ pa3auyHBIMH TOYKAMH 3aBEPIIEHUS C Hadaja
uccnenosanus: D-14 nmu DO.

ITo oxonvyanuu maptusi 3 Obuta pas3zeneHa Ha 2 KOropThl M3-3a TPa(UKOB 3aBEPLICHUS U
ananmu3a FACS; orcpouka B 1 cytku: D24/D25. Takum o6pa3oM, B KaKAOH IPyIIe KUBOTHBIX
OBUIO 5 J)KUBOTHBIX Ha rpymiy oOpaboTky (4 JKMBOTHBIX U3 MEPBOI KJIETKH U OJHO JKUBOTHOE U3
kietku 2). Mcxons U3 3THYeCKUX KPUTEPUEB, eciii 00beM onmyxoiu Obu1 Beie 1500 MM, BBIOOP
’KMBOTHBIX JUUI yMepiiBieHus Ha D24 u D25 ocHOBbIBaJICs Ha 00beMe OIMyXOJIH BMECTO KJIETKH.
Cxema skcrniepuMeHTa H300paskeHa Ha Pur. 7A u npencrapieHa HIDKE:

1) Maptus 1 (rpynmsl 1, 2 u 3) Hauana obpadorky B DO u Obuia otOpakosana B D14 (10
KUBOTHBIX M3 rpynm 1-3). OHM He TMOJy4alu ONyXOJIEBbIX KJIETOK M COCTABISUIA TPYIIITY
6a30BOT0 yPOBHSL.

2) Maprus 2 (rpymmet 1, 2 u 3) Hauana neyenne Ha D-14 u Oputa orOpakosana Ha D7 (10
JKUBOTHBIX U3 rpynmn 1-3).

3) IMaptus 3 (rpymnmet ¢ 1 mo 7) Havana nedenne Ha D-14 u O6puta otOpakosana Ha D24/25
(10 »xuBoTHBIX U3 rpymm 1-7). Jleuenue antu-PD-1 u antu-CTLA-4 maunnanocs Ha D10.

B nmenr 0 (D0O) Bcem wmblmaM maptuii 2 u 3 (OkoH4WaHMe Ha JeHb 7 u 24/25
COOTBETCTBEHHO) MHOKYJIMPOBAJIU OMyxoJieBble kieTku EMT-6 myTeM nmoakoKHOH WHbEKIHH 1
x 10° kneroxk EMT-6 B 200 mxn RPMI 1640 B npasbiii 60k (30 mbled U3 napTuu 1, KOTOPBIX
yMmepiiBisu Ha D14, He mony4anu MHBEKLUUIO OMyXoJiv). Mpliiel JIeYrIn B COOTBETCTBHH CO

cnenyromumu rpynmnamu cxem Jiedenus (TWx2=nBa pas3a B HEIEIO):

KoanuecTsBo Cnoco6 I'padux
I'pynna Jeuenue Ho3a
KHBOTHBIX BBeJeHHUsI JIe4eHHsI
30=
| 10 maptus 1 be3 neuenus (+
10 maprtus 2 OnyxoJib)
10 mapTus 3
ExenneBHO -
30= 14 no DO
10 maprus 1 ExenneBHO -
2 Hocwurens (YCFA) - Ilepopanbro
10 naprtus 2 14 no D7
10 maprtus 3 ExenneBHO -
14 o D24/25
ExenneBHO -
30= MRX518
14 no DO
10 maprus 1 (BBIpaLeH u3 o
3 2x10 IlepopanbHo | ExenHeBHO -
10 maprtus 2 [JIMLEPUHOBOIO
14 no D7
10 maprtus 3 croka) B YCFA
ExenneBHO -
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14 no D24/25

TWx2 or D10

YCFA
AnTu-PD-1
4 10 maprtus 3 10 mr/kr B/6+PO E>xenneBHo
+ YCFA
ot -14 o

D24/25
TWx2 or D10

10 mr/kr+
AHTU-PD- 8 bakrepuu
5 10 mapTus 3 2x10 B/6+PO
1+MRX518 €XEeITHEBHO OT

OakTepuii
-14 no D24/25
TWx2 or D10
YCFA
Aatu-CTLA-4

6 10 mapTus 3 10 mr/kr B/6+PO E>xenneBHo
+ YCFA

or -14 no
D24/25
TWx2 or D10
10 mr/xr+
AnTu-CTLA- 8 bakrepun
7 10 maprtus 3 2x10 B/6+PO
44+MRX518 €KETHEBHO OT

Oakrepuii
-14 o D24/25

Crenyromue o0pasibl cOOMpaIN HA MPOTSKEHUN BCETO SKCIIEPHMEHTA:

1. ®exanuu (TOJBKO JJIsI MAPTUH 3) - B TPEX BPEMEHHBIX TOUYKAX BO BPEMsI HCCIIEOBAHUS
(D-15, D-1 u D22) obpasub! ¢exanuii oTOMpanu y BOCBMH HAEHTHYHBIX MbILIIEH Ha TPYIILY
(oxBuBasieHT 80-100 Mr mnm 6-7 ¢ekanbHBIX TPaHyJ Ha MbIIIb, HO HE MeHee 3 (peKaJbHbIX
rpaHy.1), ObICTPO 3aMOpaKuBaK U XpaHuwiu npu -80 °C.

2. Kposb - Bo Bpemst ymepusienus moieit (D14 nis naptuu 1, D7 nnst maptuum 2 u D25
I mapTHd 3) mpuONM3UTENbHO 1 MJI BHYTPUCEPACYHOW KpPOBH COOMpAIM OT KaKAOTO
JKUBOTHOTO B mpodupky ¢ DJITA B TepMHUHANBHBIX MpOIEenypax MojJ TJIyOOKOH ra3oBoi
anecre3ueil. KpoBp LeHTpuyrupoBamy i MONYYEHUS IJIa3Mbl, U TUIa3My XpaHWIU rpu -80
°C.

3. Onyxonb u cenesenka - Onyxonb (Ha D u D24/D25) u cenesenky (#a D7, D14 u
D24/D25) cobupanu y oT Bcex Mbiiei. KiieTkn ”MMyHHOTO HHPHUIIBTpaTa OMyxoJiu B 00pa3max
OITyXOJIN OMPEAEISUIA KOJIMYECTBEHHO C MOMOIIbI0 aHann3a FACS, kak ormucaHo HIUXKe.

4. MesentepuanbHble tumbarnyeckue y3isl - Ha D7, D14 u D24/D25 Opbokeednbie
nuMdaTudeckrue y3Jbl BCEX JKUBOTHBIX B TPYINIax U B ONPEIEIEHHBII MOMEHT BPEMEHHU
cobupanu u ObicTpo 3amopaxkusanu npu -80 °C.

5. Kumeunuk - Bo Bpems spranasum (D7, D14 u D24/D25) Heckompko Cpe3oB

KUILIEYHNKAa y BCEX MbILUIEH B KaXIAOW IpyNIe U B KaXIblii MOMEHT BpPEMEHU COOMpalu U
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aHanmuzupoBasu. ComepKUMOoe CIIeTON KHUIITKU TaKKe COOMPAIIHL.

Ananuz FACS

Jlns aHanM3a OMyXOJIEBBIX KJIETOK OMYXOJIM OT BCEX MBILIEH MO IpynmnaM U 10 BpeMEHU
Obutn coOpanbl BO Bpemsi okoHuaHus (Ha D7 u D24/25). Bce omyxomu coOupanu B
kyneTypanpHOi cpene HBSS. Knerku umMMmyHHOro uHQHUIBTpaTa OMYyXOJHM ONpeAessuin
KOJIMYECTBEHHO C moMmolnbio aHamu3a FACS or kaxpmoro cobpanHoro oOpasma. Bkparie,
coOpaHHble 00pa3Lbl oOpadaThiBaIM MEXaHWYECKOH nuccouuauuedi W rortopuwiud B 100 Mkn
Oydepa oxpamuBanus (PBS, 0,2% BSA, 0,02% NaNj). 3arem no0aBisuin aHTHTENa, K
BBIOpPaHHBIM MapKepaMm, B COOTBETCTBUH C MPOLEAYPOH, OMUCAHHON MOCTABIIMKOM JUIsI K&JKAOTO
antuTena. Bce aHTuTena, 3a uckirodeHueM FoxP3, mpegHasHavanuch ISl TIOBEPXHOCTHOTO
meueHusi, a FoxP3 - sl BHYTPUKJIETOYHOrO MeueHHs. AHTHTENA, UCTIONb3YeMbIe NIl aHaJIH3a
FACS, nepeuncieHsl B TAOIHLIAX HUXKE:

IManens 1: manens »xu3HecnocoOHoctu T-kimerox, CD45, CD3, CD4, CDS8, CD25,
FOXP3, PD1, B220

Cceblika Cneunduunocts u gpayopoxpom | H3orun u cneundpuyHocTh HOCT::BIH“
BD
553052 CD4 PerCP Mbiub IgG2ak biosciences
BD
553933 IgG2a PerCP - IgG2ak biosciences
BD
562600 CD3 BV421 Mpib IgGlk biosciences
BD
562601 IgG1 BV421 - IgGlk biosciences
130-110- Miltenyi
665 CD45 Viogreen Mbiub REA737 Biotec
130-104- REA CTL Miltenyi
624 YHUBEPCAJIbHBIN VioGreen - REA293 Biotec
BD
563061 CD25 BV605 A% 150115 IgG1, A biosciences
BD
562987 IgG1 BV605 - IgGIA biosciences
130-111- Miltenyi
601 FoxP3** APC MBIIIb REA Biotec
130-104- | REA Control (I) ** APC - REA/hIgG1 Miltenyi
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615 Biotec
Hcnpasnsemoe
SITHO
KHU3HECTIOCOOHOCTH BD
564997 700 eq AF700 - - biosciences

130-109- Miltenyi

250 CD8a APC-Vio770 Mpi11b REA Biotec
130-104- Miltenyi

634 REA APC-Vio770 - REA Biotec
130-111- Miltenyi

800 CD279 (= PD1) 1G] MBbIIIb REAS802 Biotec
130-104- REA CTL Miltenyi

628 YHUBEPCATbHBIN (O6) - REA293 Biotec
130-110- Miltenyi

845 CD45R (B220) FITC MBI b REA755 Biotec
130-104- REA CTL Miltenyi

626 YHUBEPCAIbHBIN FITC - REA293 Biotec

ITanens 2 accommmpoBaHHbIe ¢ omyxonblo Makpodarn (TAM): kU3HECTIOCOOHOCTB,
CD45, CD3, CD11b, Ly6C, F4/80, CD68, CD80, CD206, MHCII

Ccebuika | Cneuuduunoctsb u guyopoxpom | U3zotun u cneuupuyunocts | [HocraBmuk
141704 CD206 FITC MBILIb IgG2a BioLegend
BD
553929 IgG2a FITC - IgG2ak biosciences
130-116- Miltenyi
396 CD80 (O] MBIIIIb REA Biotec
130-104- REA CTL Miltenyi
628 YHUBEPCATbHBIN (O] - REA/hIgG1 Biotec
130-109- MBILIb- Miltenyi
289 CDl11b PerCP-Vio700 YEJIOBEK REA Biotec
130-104- Miltenyi
620 REA Control (S) | PerCP Vio700 - REA Biotec
130-116- Miltenyi
530 CD3 PE-Vio770 Mbiub REA/hIgG1 Biotec
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130-104- REA CTL Miltenyi
632 YHUBEPCAJIbHBIN PE-Vio770 - REA/hIgG1 Biotec
130-112- Miltenyi
861 CD68* Vioblue Mpbiu1b REA Biotec
REA CTL
130-104- | yHUBepCaIbHBIN Miltenyi
625 * VioBlue - REA/hIgG1 Biotec
130-102- Miltenyi
412 CD45 Viogreen Mpbiu1b IgG2b Biotec
130-102- Miltenyi
659 IgG2b VioGreen - IgG2b Biotec
Hcnpasnsemoe
MSITHO
’KHU3HECTIOCOOHOC BD
565694 ™ 575V eq BV605 - - biosciences
130-102- Miltenyi
379 F4/80/EMR 1 APC MBIIIIb REA Biotec
130-104- REA CTL Miltenyi
630 YHUBEPCAJIbHBIN APC - REA Biotec
130-112- Miltenyi
233 MHCII APC vio770 Mpib REA/hIgGl1 Biotec
130-104- REA CTL Miltenyi
634 YHUBEPCATbHbIN APC-Vio770 - REA/hIgG1 Biotec

Cwmech nHKyOHpoBanu B TeueHne 20-30 MUH MpU KOMHATHOH TeMIiepaType B TEMHOTE,
pOMBIBAJIU U pecycrenanpoanmu B 200 Mk okpammBaroiiero oygepa. Bece oOpasibl xpanuiu
Ha JIbAY W 3amuinanu ot cBeta no aHanm3a FACS. OOpasipl omyxonu Takxke oOpadaTbiBaju
KOHTPOJIBHBIMH aHTUTENaMH u30Thma. OKpalleHHble KJIETKH aHATU3UPOBAIN C TOMOLIBIO
CyFlow® nporounoro muromerpa (LSR II, BD Biosciences), ocHameHHOH 3 nasepamu
BO30Y kAeHUs Ha JuinHaxX BOJH 405, 488 1 633 HM.

Jns aHanu3a o0pa3LoB KUINEUYHHUKA, TOHKYIO KUIIKY U TOJICTYIO KHIIKY BCEX MBIIIEH U3
TPYIIN U B ONpeeNieHHbIe CPOKU coOMpann B MOMEHT yMmepuisieHust (Ha D7, D14 u D24/25).
Bce cBexxue TkaHm coOupanu B KyapTypanbHoW cpeme HBSS. HmmyHHBIE KiI€TKH B
COOCTBEHHOW TUIACTUHKE CIIM3UCTON OOOJIOUKH ONMPENesisiii KOJIHYECTBEHHO ¢ nomorisio FACS-
aHanmM3a OT Kaxnod coOpaHHOH mpobsl. OOpasupl ObuM 00paboTaHbl Kak OOpa3Lbl OMyXOJH.
AHTHTENa, UCNIONIb30BaHHbIe 111 aHanu3a FACS, mpencrasieHbl Ha maHeau 1, nepedyrcieHHOoN

BbIIIIE, U 3TH AHTHUTEJIA, IEPEUNCIICHHbIE B TabynLe Hibke (MOoCIeayoias nHKyOauus oOpas3os
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U aHaJTu3 OBUTH TAKHMH K€, KaK OMHUCAHO BBIIIE):
IManens 3: DC kumeunuka: xusHecnocoonocts, CD45, CD3, CD11b, CD11c, MHC 11,
CD103

Ccplaka CneunduyHocTs H Quiyopoxpom toorum Hocrapuu
crneuH(pUIHOCTD K
MBILIb- Miltenyi
130-109-289 CD11b PerCP-Vio700| wuenosek REA Biotec
Miltenyi
130-104-620 REA Control (S) |PerCP Vio700 - REA Biotec
Miltenyi
130-116-530 CD3 PE-Vio770 Mbib REA/hIgG1 Biotec
REA CTL Miltenyi
130-104-632 | yHUBepcajJbHBIN PE-Vio770 - REA/hIgG1 Biotec
AlexaFluor BD
560583 CDllc 700 Mbiub IgG1 bioscience
AlexaFluor BD
560555 IgG1 700 - IgG2 bioscience
Miltenyi
130-102-412 CD45 Viogreen Mbiuib IgG2b Biotec
Miltenyi
130-102-659 IgG2b VioGreen - IgG2b Biotec
Hcnpasnsemoe
TSITHO
KH3HECTTOCOOHOCTH BD
565694 575V eq BV605 - - biosciences
Miltenyi
130-108-184 CD103 APC MBIIIIb REA Biotec
REA CTL Miltenyi
130-104-630 | yHuBepcaIbHbII APC - REA/hIgG1 Biotec
Miltenyi
130-112-233 MHCII APC vio770 Mpib REA/hIgG1 Biotec
REA CTL Miltenyi
130-104-634 YHUBEPCAJIbHBIN APC-Vio770 - REA/hIgG1 Biotec
130-102-327 F4/80/EMR1 FITC MBIIIb REA126 Miltenyi
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Biotec
REA CTL FITC - REA293 Miltenyi
130-104-626 YHUBEPCAJIbHBIN Biotec

Jlns aHanmu3a 0OpasLoB CeNe3eHKHU, CENIe3€HKY BCEX MBILIEH U3 TPYII U B ONpeeIeHHbIe
cpoku cobupanu B MOMeHT ymepiusienus (Ha D7, D14 u D24/25). Bee cenesenku cobupaiu B
noJjiHO#M KynbTypanbHOU cpene RPMI (10% dFBS, nennummnun/ctpentomuuud 1%, 2 MM L-
rayraMuH U 55 MKM  2-mepkanTostanon). Knerku uMMyHHOro HHQUIBTpaTa OIMyXOJIH
OTNpeneNsuT KOJMYECTBEHHO ¢ momouibio aHanmm3za FACS u3 kaxkmoro cobpanHHOro obpasua
nocine crumynsuuu B TedeHne 72 wacoB CD3 u CD28. Ilponenypa: CrieHOUMTHI
KYJIbTHUBHPOBAJIN C MOMOIIBIO OAHON n3 nByx crumyJtisinuii (CD3/CD28, yOuteiii HarpeBaHuem
MRx0518) u omnoro otpunarensHoro kontposs. CoorHomenue Obuto 1:1 Mexnay yOuThIM
HarpeBanueM MRx0518 u creHouuTamu Ha ayHKy. B 20 Mkn yOuUTOro HarpeBaHuem oOpasia
MRx0518 conepsxkanoch 1 x 106 OGakrepranbHBIX KJIETOK. AHTUTENA K MapKepaM Ha maHenw 1
BbIIIe, JOOABISUTH K KJIETOYHBIM OCAJKaM IMOCHe Kaknoi oOpaboTKM B COOTBETCTBUU C
NPOLEeNYPOH, OMUCAHHOW MOCTABIIMKOM ISl Kakaoro anrurena. [locnenyromyr HWHKyOamuro
00pa31oB U aHAJIN3 MTPOBOIIIIN, KaK OMUCAHO BBILIE.

Monumopune scueomuoix

Kn3HecocoOHOCTh M MOBENEHNE JKUBOTHBIX PErHCTPUPOBAIN KaXKIBIH JeHb. Bec Tena
U3MEPSIIA 1B pasa B Heaemo. /UIMHy W IIMPUHY ONyXOJW M3MEPsUIM J1BA Pas3a B HEAENIO C

MOMOMIBIO ITAHTEHLUPKY IS, & 00bEeM OMYXOJHU OLEHUBANM MO CIENyHoIIEH GopMyJe:
Width? x Length

2

Tumour volume =

D¢ eKTHBHOCTD JIeYeHUsT OLIEHUBAJIN C TOYKU 3PEHUsI BIUSHUS UCCIENYEMOro BeIecTBa
Ha O0OBeMbl omyxosned y oOpaOOTaHHBIX JKUBOTHBIX II0 CPABHEHHIO C KOHTPOJbHBIMU
KUBOTHbIMU. Crenyromue KPUTEPHH OLEHKH IPOTHBOOMYXOJEeBOH 3P (HEKTHBHOCTH ObLIN
ompeneNeHbl ¢ ucrnonb3oBaHueM Vivo Manager® nporpammuoro obecneuenus (Biosystemes,
KyrepHon, ®panuus):

1. UupuBuayanbHble u/vunu cpequue (wim cpenane) oobembl onmyxonu. CpenHue 00beMbl
omyxoJiei B rpynmnax ot 1 1o 7 uzobpaxens! Ha Dur. 7B.

2. Bpems ynBoenus pazmepa omyxonu (DT).

3. Uurubuposanue pocra onyxonu (T/C%) onpenensiercs Kak OmHouienue CpeIuHHBIX
00BeMOB omyxoJieli B 00paOOTaHHOW K KOHTPOJBHOH TPYIE, W BBIUUCISAETCS CIEAYIOLINM

obpazom (Dx=neHb H3MepeHus):

Median tumour valume of treated group at D,
T/C% = - - x100
Median tumour volume of vehicle treated group at D,

OntumanbHOEe 3HAa4YeHHE SIBISETCS MUHUManbHbIM 1/C% ommuowtenuem w oTpaxaer
MaKCHUMaJIbHOE JIOCTUTHYTO€ HHTHOMPOBAaHUE pocTa OMyxodu. D(P(PEeKTHBHBIM KpUTEpUEM
otHowieHus1 T/C% , B coorBercTBUM cO crangapramMu NCL,<42%.

4. Kpusble orHOcUTenbHOrO oObema omnyxonu (RTV) B TectupyeMoil u KOHTPOJIbHOM
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rpynmax, rae RTV paccuureBanu cienyromum oOpaszom (Dx=nenp usmepenus; Dr= neHb

PaHIOMU3ALINN):

5. O6vem V u Bpems noctiwkenuss V paccuuteiBaiu. O0beM V ompenensercs Kak
neneBoil oObeM, BBIBEAEGHHBII W3 OKCHEPUMEHTAIbHBIX JaHHBIX W BBIOPAHHBIH B
SKCIOHEHIMAIBHON (a3e pocra omyxond. [lnsd Kakmod OmyxXxoiu INpH H3MEpPEeHHH oObema
ONyXOJIM BBIOMpaeTcss ONMvkaiimii 00beM OMyXOH K LeneBoMy o0bemy V. 3Ha4eHHE 3TOrO
obpema V u Bpemst AJisl AOCTHKEHHsI OMYXOJIH 3TOr0 00beMa 3amuchiBain. i KaKAOH rpyIIibl
PaCCUMTHIBAIOT CpeHEee 3HaUeHHe OOBEMOB OMYyXOJH V U CpelHee BPeMsl JOCTH)KEHHUs] 3TOrO
obbema.

Ilpumep 7 - Ouenka nporupepayuu CD8

Jns Toro, 4ToOBI HCCIEnOBaTh UMMyHOcTHMysHpyromue >¢pdexrst MRX518 wu
unruoutopos CTLA-4, 6buia CD279 mpoBenena in vitro OleHKa BIUSHUS HA MPOJUdeparvio
kierok CD8+ B komOunatmn MRX518 u antu PD-1 nuHruOuTopa KOHTPOJIBHOM TOUKH.

MoHonykJeapHsle KieTkn nepudeprueckoin kposu (PBMC, kxproKoHCEpBHPOBAHHBIE OT
Stemcell Technologies, karanoxubiii HOMep: 70025), ypaisiu U3 KUAKOTO a30Ta U OCTABIUIN
Ha HOYb B koybe. 96 nyHOuHbIH muaHmeT ObuT MOKpHIT anTuTenaoM CD3 (ThermoFisher CD3
moHokJoHabHOe antutenno (OKT3), 0,3 Mkr/mi) B kauecTBe ONHOW IMOJIOBUHBI MHTOTE€HHOM
komOuHatmu. Ilocne nmeprona nokos PBMC noacunteiBany U OKpammmBain (uryopeCcleHTHBIM
MHIUKAaTOPOM KJeTok (Habop ans nponudeparun CellTrace™ Far Red Cell).

Hecate HaOOpOB KJIETOK OBUIM MOArOTOBJIEHBI TakuM obOpaszom. K neBstu u3 stux
HaOopoB Obuto mobaBneHo antuteno k PD-1 (uucroe ¢yHkimoHampHOe kadecTBO Miltenyi
Biotech CD279 (PD1), 10 mkr/mu). Hu omuo antuteno k PD-1 He Obuio moGaBneHO K
IOMOJHUTENBHOMY  HAOOpy, KOTOpPBIH CHOy»XHMJI B KadecTBE KOHTPOJBHOro Habopa
(obo3HaueHHOro kak Habop kietok 1 B Tabmuie Hiwke). Bce HaOOpel KJI€TOK 3arem
WHKYOUpOBaIu B Te4eHue 1,5 u.

ITocne wHKYOAlMOHHOTO TMepuona OaKTepUAbHbIE TECTOBbIE KOMIIOHEHTBI ObUIH

nobasyieHbl B HAOOPHI KJ1eTOK ¢ 3 1o 10, kak Moka3aHo B Clenyroel Tadbauie:

Knerounsbrii Coxpamenue, npeacTaBjieHHOE
bakTepuajbHbIH KOMIIOHEHT
Ha0op Ha Pur. 6

1 Her, antu-PD-1 cBOOOIHBIN KOHTPOJIB CD3/CD28

2 Her, antu-PD-1 xonTpons aatu-PD1 10 mxr/ma (MY)
Heat Killed MRX518 B cooTHOIIEHNN

3 - HK MRx0518 WT 1:1
Heat Killed MRX518 B cooTHOIIEHNN

4 HK MRx0518 WT 10:1

10:1*
5 Heat Kills MRXS518 ¢ HokayTOM HK MRx0518 KO 1:1
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¢naremmHa** B cooTHoweHnu 1:1%

Heat Kills MRX518 ¢ HokayTOoM
6 HK MRx0518 KO 10:1
¢bnaremumna®* B coorHomenuu 10:1%

Cynepnarant MRX518 B cooTHOImIEHNH
7 HK MRx0518 WT SN 1:1

1: ]

CynepnaranTr MRX518 B cooTHOIIEHUN
8 10155 HK MRx0518 WT SN 10:1

MRX518 cynepHaTtaHT ¢ HOKayTOM
9 HK MRx0518 KO SN 1:1
(bnaremmuHa** B cOOTHOMEHUH 1:1%%*

MRXS518 cynepHaTaHT ¢ HOKayTOM
10 HK MRx0518 KO SN 10:1
¢bnareuuHa®* B cooTHOmEHUU 10:1%*%*

* Coorrormenue kietku MRXS518: knerku PBMC

** beul mporectupoBaH MyTaHT MRXS518, CHpOeKTHPOBAHHBIA Tak, YTOOBI HUMETH
HApYIIEHHYIO (uareuisipHyi0 cOOpKy. ABTOpBI H300peTEeHHs] MOHHUMAIOT, 4YTO (hareutnH
CHOCOOCTBYET UMMYHOCTUMYJIHpYIommeMy 3¢ dexty MRXS518.

*#% Jlna mHOKecTBeHHOCTH MHGekuuu 1:1 (MOI) cynepraTtant oTOMpanu U3 TOTO XKe
KonudecTBa Oakrepui, yto U kommuectBo PBMC, obpaborannbix cynepHarantoM. [{ims MOI
10:1 cynmepHaTaHT OTOMpaNN W3 BBICOKOKOHIIEHTPUPOBAHHON OaKTEPHAIBHON KYJIBTYPBI, HO
TOYHOE KOJINYeCTBO OakTepuii o oTHowmeHnuo kK PBMC He nzmepsiiocs.

ITocne noOaBneHuss TeCTOBBIX OakTepualbHBIX KkKomrnoHeHToB, CD28 anTuTenom
(ThermoFisher CD28 monokjoHanbHOe aHTuTeno (CD28.2), 1 Mkr/mi) noOaBisiin B KakKAblid
KJIETOYHbIH HaOOp, Kak ApPYroil IOJOBMHE MUTOT€HHOH KOMOWHAIIMM, ISl BbI3BIBAHUS
nponudepauun. 3ateM B Kaxnabii HaGop kierok nobaBmsiu PDL-1 (R & D Systems,
pexomOuHaHTHas yenoBedeckas PD-L1/B7-H1 Fc xumepa, 10 Mxr/mn).

HaGops! kierok 3atem uHkyOupoBanmu B Teuenue S5 nuedt (37 °C, 5% CO,). Ilocne
UHKYOalMM KJIETKH coOupanu M aHamu3upoBaiu ¢ mnomombldo FACS B COOTBETCTBHH C
KJIETOUHOH (puryopecueHnneli, mnepenaBaeMoi KIETOYHBIM TPacCepoM, HYTO YKa3bIBaeT Ha
KOJINYECTBO IEJIEHHH KJIETOK, KOTOpPbIE MPOW3OLUIM B WHKYOALMOHHBIA mepuoj. Pe3ynbraTsl,
MOKa3bIBAOIINE MPOLEHT KJIETOK, CIPYIITUPOBAHHBIX MO KOJMYECTBY AENEHHH (OT OTCYTCTBHUS
nenenust kinetok (NCD) no 4 nenenwmii knetok (4RCD)), nokasansl Ha @ur. 6.

ITocnenosarenpHOCTH

SEQ ID NO:1 (Enterococcus gallinarum 16S pPHK ren - AF039900)

1 taatacatgc aagtcgaacg ctttttcttt caccggagct tgctccaccg aaagaaaaag

61 agtggcgaac gggtgagtaa cacgtgggta acctgeccat cagaagggga taacacttgg

121 aaacaggtgc taataccgta taacactatt ttccgcatgg aagaaagttg aaaggcgcett

181 ttgcgtcact gatggatgga cccgeggtgc attagetagt tggtgaggta acggetcace

241 aaggccacga tgcatagecg acctgagagg gtgatcggec acactgggac tgagacacgg

301 cccagactee tacgggagge agcagtaggg aatcttcgge aatggacgaa agtctgaccg
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361 agcaacgccg cgtgagtgaa gaaggttttc ggatcgtaaa actctgtigt tagagaagaa
421 caaggatgag agtagaacgt tcatcccttg acggtatcta accagaaagce cacggctaac
481 tacgtgccag cagecgeggt aatacgtagg tggecaagegt tgtccggatt tattgggegt
541 aaagcgageg caggeggtit cttaagtetg atgtgaaage ccceggetea accggggagg
601 gtcattggaa actgggagac ttgagtgcag aagaggagag tggaattcca tgtgtagegg
661 tgaaatgcgt agatatatgg aggaacacca gtggcgaagg cggctetetg gtetgtaact
721 gacgctgagg ctcgaaageg tggggagega acaggattag ataccetggt agtccacgee
781 gtaaacgatg agtgctaagt gttggagggt ttccgeectt cagtgetgea gecaaacgeat
841 taagcactcc gectggggag tacgaccgea aggttgaaac tcaaaggaat tgacgggggc
901 ccgcacaage ggtggagceat gtggtttaat tcgaagcaac gegaagaacc ttaccaggtce
961 ttgacatcct ttgaccactc tagagataga gettccectt cgggggcaaa gtgacaggtg
1021 gtgcatggtt gtcgtcaget cgtgtcgtga gatgttgggt taagtccege aacgagegea
1081 acccttattg ttagttgeca tcatttagtt gggeactcta gcgagactge cggtgacaaa
1141 ccggaggaag gtggggatga cgtcaaatca tcatgeccct tatgacctgg getacacacg
1201 tgctacaatg ggaagtacaa cgagtigcga agtcgegagg ctaagctaat ctcttaaage
1261 ttctctcagt tcggattgta ggetgeaact cgectacatg aagecggaat cgetagtaat
1321 cgeggatcag cacgecgegg tgaatacgtt ccecgggectt gtacacaccg cecegtcacac
1381 cacgagagtt tgtaacaccc gaagtcggtg aggtaacctt tttggageca gecgectaag
1441 gtgggataga tgattggggt gaagtcgtaa caaggtagece gtatcggaag gtgcggetgg
1501 atcacc
SEQ ID NO:2 (xoncencycHas nocinegosarenbHocts pPHK 16S nna mramma MRX518
Enterococcus gallinarum)
TGCTATACATGCAGTCGAACGCTTTTTCTTTCACCGGAGCTTGCTCCACCGAA
AGAAAAAGAGTGGCGAACGGGTGAGTAACACGTGGGTAACCTGCCCATCAGAAGG
GGATAACACTTGGAAACAGGTGCTAATACCGTATAACACTATTTTCCGCATGGAAG
AAAGTTGAAAGGCGCTTTTGCGTCACTGATGGATGGACCCGCGGTGCATTAGCTAGT
TGGTGAGGTAACGGCTCACCAAGGCCACGATGCATAGCCGACCTGAGAGGGTGATC
GGCCACACTGGGACTGAGACACGGCCCAGACTCCTACGGGAGGCAGCAGTAGGGA
ATCTTCGGCAATGGACGAAAGTCTGACCGAGCAACGCCGCGTGAGTGAAGAAGGTT
TTCGGATCGTAAAACTCTGTTGTTAGAGAAGAACAAGGATGAGAGTAGAACGTTCA
TCCCTTGACGGTATCTAACCAGAAAGCCACGGCTAACTACGTGCCAGCAGCCGCGG
TAATACGTAGGTGGCAAGCGTTGTCCGGATTTATTGGGCGTAAAGCGAGCGCAGGC
GGTTTCTTAAGTCTGATGTGAAAGCCCCCGGCTCAACCGGGGAGGGTCATTGGAAA
CTGGGAGACTTGAGTGCAGAAGAGGAGAGTGGAATTCCATGTGTAGCGGTGAAATG
CGTAGATATATGGAGGAACACCAGTGGCGAAGGCGGCTCTCTGGTCTGTAACTGAC
GCTGAGGCTCGAAAGCGTGGGGAGCGAACAGGATTAGATACCCTGGTAGTCCACGC
CGTAAACGATGAGTGCTAAGTGTTGGAGGGTTTCCGCCCTTCAGTGCTGCAGCAAAC
GCATTAAGCACTCCGCCTGGGGAGTACGACCGCAAGGTTGAAACTCAAAGGAATTG
ACGGGGGCCCGCACAAGCGGTGGAGCATGTGGTTTAATTCGAAGCAACGCGAAGAA
CCTTACCAGGTCTTGACATCCTTTGACCACTCTAGAGATAGAGCTTCCCCTTCGGGG
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GCAAAGTGACAGGTGGTGCATGGTTGTCGTCAGCTCGTGTCGTGAGATGTTGGGTTA
AGTCCCGCAACGAGCGCAACCCTTATTGTTAGTTGCCATCATTTAGTTGGGCACTCT
AGCGAGACTGCCGGTGACAAACCGGAGGAAGGTGGGGATGACGTCAAATCATCATG
CCCCTTATGACCTGGGCTACACACGTGCTACAATGGGAAGTACAACGAGTTGCGAA
GTCGCGAGGCTAAGCTAATCTCTTAAAGCTTCTCTCAGTTCGGATTGTAGGCTGCAA
CTCGCCTACATGAAGCCGGAATCGCTAGTAATCGCGGATCAGCACGCCGCGGTGAA
TACGTTCCCGGGCCTTGTACACACCGCCCGTCACACCACGAGAGTTTGTAACACCCG
AAGTCGGTGAGGTAACCTTTTTGGAGCCAGCCGCCTAAGGTG
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®OPMYVYJIA H30BPETEHUA
1. TepaneBTuueckass KOMOMHAUMs Uil TPUMEHEHHs B CIOCOOE JIeUeHUs WU
NpoQHUIAKTHKY paka y CyObeKTa, MpUUeM yKa3aHHas TepareBTHIecKasi KOMOMHALNS COAEPIKUT:

(a) komno3uLuMIO, coneprKalyo OakrepuaabHbIi mTaMMm Buaa Enterococcus gallinarum;

(b) uarudurop CTLA-4.

2. TepameBruyeckas KOMOWHAIMs MO I. 1, OTIMYAOWIascs TEM, YTO YKa3aHHas
KOMIIO3ULUSI HE COAEPKUT OakTepwil JOOBIX JPYrMX BHIOB WM CONEPIKUT TOJBKO
MUHHMAaJIbHbIC WM OMOJIOTHYEeCKU HepPEJIeBAHTHBIE KOJIHMYeCTBAa OAKTEePHii APYTUX BUAOB.

3. TepameBTuueckass KOMOWMHAUMsA TO JIIOOOMY U3 TIPEAIIECTBYIOIIMX IyHKTOB,
OTJIMYAIOINASCS TEM, YTO TepaneBTHYecKass KOMOWHAIMs TNpeAHA3HAYeHA Ui NPUMEHEHUS B
crioco0e JeueHns Wi NPOQHUIAKTHKH paKa JIETKUX, paka MOJIOYHOW JKeJIe3bl, paka MoYeK, paka
neueH , JUM(POMBI, FelaTOMBbl, HEHPOSHIOKPUHHOTO Paka WM Paka TOJICTOH KUIIKH.

4. TepameBTuueckass KOMOWHAIMSI MO JIIOOOMY U3 MPEAIIECTBYIOLINX MyHKTOB,
OTJIMYAIOINASCS TEM, YTO TepameBTHYecKas KOMOWHAIMsA TpeAHAa3HA4YeHa Ui NMPUMEHEHUs B
croco0e YMEHBIIEHHUs] pa3Mepa OMyXOJH, YMEHBLIEHHUS POCTa OIMYXOJH, MPeJOTBPAIlEHHUs
METACTa3UPOBAHMS WIIA PEAOTBPALICHNS] AHTHOTeHEe3a.

5. TepameBtuueckas KOMOMHAaUMA 1O JIIOOOMY U3 TPEAIIECTBYIOIIUX IyHKTOB,
OTJIMYAIOINASACS TeM, 4YTO OaKTepHaNbHBIM INTAMM HMeeT mnocienosarenbHocTh 16s pPHK,
npencrasnennyo SEQ ID NO: 2.

6. TepameBTuueckas KOMOMHAaUMA IO JIIOOOMY U3 TPEALIECTBYIOIIMX IyHKTOB,
OTJIMYAIOINASACS TE€M, YTO KOMITO3UIMS IpeJHa3HaueHa U NepOopajbHOrO BBEACHUS W/WIH,
omnnyaromascsi teM, uto nHruourop CTLA-4 npenHasHaveH Uil BHyTPUBEHHOTO BBEIICHHS.

7. Tepanertuueckass KOMOMHALUs 1O JOOOMYy U3 TNPEOIIECTBYIOIIUX ITyHKTOB,
OTJIMYAIOINASACS TEM, YTO KOMIIO3ULIMS COAEPKUT OAMH wim Oosee (apmaneBTHYECKH
NPUEMJIEMBIX BCTIOMOTaTENIbHBIX BEIIECTB UM HOCUTENEH.

8. TepameBTHueckass KOMOMHALUS MO JEOOOMYy W3 MPENUIECTBYIOIIUX MYHKTOB,
OTJIMYAIOINASCS TeM, YTO OAKTEPUANBHBIN IITAMM JTHOPUIN3UPOBAH.

9. TepameBTuueckass KOMOWMHAUMA TO JIIOOOMY U3 TPEAIIECTBYIOIIMX IyHKTOB,
OTJIMYAIOINASCS TeM, YTO OaKTepHaJbHBI INTAMM CIIOCOOEH YaCTHYHO WM TOJHOCTBIO
KOJIOHM3HPOBATh KUIICYHHK.

10. TepameBTuueckass KOMOWHAIMA MO JIOOOMY M3 NPEAIIECTBYIOLINX IYHKTOB,
OTJIMYAIOLLASICS TEM, YTO KOMITO3ULUS COAEP>KUT oauH TtamMM Enterococcus gallinarum.

11. TepameBruyeckass KOMOMHANMS TO JIFOOOMY W3 mm. 1-9, oTiHMyaromasicss TeM, 4TO
KOMITO3UIIUST  COZEPKUT OakTepuanpHbeli mTamMMm  Enterococcus gallinarum B cocraBe
MHUKPOOHOTO KOHCOPLIMyMa.

12. TepameBTuueckass KOMOMHAIMA MO JOOOMYy M3 NPEAIIECTBYIOIINX ITyHKTOB,
OTJIMYAIOLIAsACA TeM, YTO KoMmmos3uuus cojepxkuT wramMm  Enterococcus gallinarum,
JeNOHUPOBaHHbIN noa HomepoM pocryna NCIMB 42488.

13. TepameBTuueckass KOMOMHaUMs MO JOOOMYy M3 NPEALIECTBYIOIIUX ITyHKTOB,
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OTJIMYAIOLIASACA TE€M, UYTO KOMIIO3ULUS CONEPIKUTCSA B MHUIIEBOM NPOAYKTE WJINM B KOMIIO3ULUU
BAKLIMHBI.

14. TepameBTuueckass KOMOMHAILMS O JIOOOMY U3 MPEIIECTBYIOIIUX IyHKTOB, B
kotopoit wuHruourop CTLA-4 BbIOMpaOT W3 TPYIIBL, COCTOALIEH U3 HUNMINMyMada,
Tpemennmymada, RebMab 600, AGEN1884, RebMab 600, MK-1308 1 nux koMOMHAIUH.

15. TepameBTHyeckass KOMOHMHALMs 0O JIIOOOMYy M3 MPEALIECTBYIOLIMX IYHKTOB,
OTJIMYAIOINASACS TE€M, YTO KOMIIO3HLIMIO BBOIST CyOBEKTY O INEPBOrO BBEACHUS HHTHOHTOpA
CTLA-4 cyObexTy.

16. TepameBTuyeckass KOMOMHALMS TIO IM.15, OTIMYAOIIASICS TEM, YTO KOMITO3HILIUIO
BBOIAT CYOBEKTY B TEUEHHUE IO MEHBIICH Mepe 3a OTHOH, IBYX, TPEX HJIM YEThIPEX HEIeNb 10
nepBoro BeeneHust uaruouropa CTLA-4.

17. TepameBTHueckass KOMOWMHAUMs MO JIOOOMY M3 NPEAIIECTBYIOIIMX IyHKTOB,
OTJIMYAIOINASCS TEM, YTO KOMIIO3HLIUIO BBOASAT CYOBEKTY Mepel NepBbIM BBEICHHEM HHTHOUTOpA
CTLA-4 w/unmn, mo MeHbIIEH Mepe, YaCTUYHO MapajuleibHO BBeneHHIo mHruoutopa CTLA-4
YKa3aHHOMY CYOBEKTY.

18. TepameBThueckass KOMOMHAUMs MO JIOOOMY M3 NPEAIIECTBYIOIIMX ITyHKTOB,
OTJIMYAIOINASACS TeM, 4TO OakTepuanbHbIil mTamMM Buaa Enterococcus gallinarum u uHrnOburop
CTLA-4 HaxonsTCs B OTACNBbHBIX KOMITO3ULIMSIX.

19. TepameBTuueckass KOMOMHAIMA MO JIOOOMYy M3 NPEAIIECTBYIOIINX ITyHKTOB,
OTJIMYAIOINASCS TEM, YTO CyOBEKT HE OTBEYAJ Ha NMPEALIECTBYIOIIEE JEUeHHE C MPUMEHEHUEM
Tonbko naruouropa CTLA-4.

20. IlepBast xkommosuuus, coxepskainas OakTepuadbHbIN TaMM Buaa Enterococcus
gallinarum st TpUMEHEeHNs] B KOMOMHALIUK CO BTOPOH KOMITO3ULMEH, conepkalieii HHruouTop
CTLA-4 nns mnpumeHeHWst B CHocoOe JedeHus WM NPOQHUIAKTUKH paka, MPU 3TOM
HeoOs3aTeNIbHO YKA3aHHYI0 MEePBYI KOMIIO3MLIMIO BBOIST IO IEPBOTO BBEAEHHS YKa3aHHON
BTOPOW KOMITO3ULIMH W/WJIH TIAPAILIEITBHO C BBEICHHEM BTOPOU KOMITO3ULIHH.

21. TIlepBas kommnosunusi, conepxamasi uHruourop CTLA-4 nisi npuMeHeHus B
KOMOMHAIIMM CO BTOPOW KOMITO3MLMEH, coaepxaiieil OakTepHajdbHbI INTaMM BHIA
Enterococcus gallinarum s mpuMeHEHHUs! B CHOCO0e JIeYeHHUsT WM NPOYUIAKTHKHY paka, Ipu
5TOM HEOOS3aTEeNIbHO YKA3aHHYIO IMEPBYI0 KOMITO3UIHMIO BBOIST MAPAJUICIbHO C BBEICHHUEM
BTOPOU KOMITO3ULIUH.

22. Kommnoszunus, coxpepkamass uHruoutop CTLA-4, nns npumeHeHust B criocobe
JIeUeHHsT WK MPOQUIIAKTUKH paKa y CyObeKTa, KOTOPbIH paHee MOoJydall BBEICHUE KOMITO3UIIHH,
comepxamiei OakTepuanpHbIi ImTaMM Buaa Enterococcus gallinarum, mnpeanoYTHTEIBHO
ITaMM, IETIOHUPOBAHHBIN o7 HoMepoM aoctyna NCIMB 42488.

23. Kommo3unusi, copepskarnasi OakTepuanbHblii mramm Buga Enterococcus gallinarum,
NPEANOUTUTENBHO LITaMM JENOHUpPOBaHHBIM moa HomepoMm aoctyna NCIMB 42488, nns
NPUMEHEHUs] B CrocoOe JieueHus] WM NPOPUIAKTHKH paka y cyObekTa, TUarHOCTHPOBAHHOTO
kak Tpedyromero nedennst unruounropom CTLA-4.

24. Crnoco0 neuyeHus: WM NMpOQUIAKTUKYA paka y CyObeKTa, HYXKIAKOLIErocs B 3TOM,
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BKJIFOYAIO LU

(a) BBemeHue CyOBEKTYy KOMIIO3HMILHH, CcoOnepkamieil OakTepuanbHBIA INTaMM BHIA
Enterococcus gallinarum; u

(b) BBenenue cyobekty nnruoutopa CTLA-4.

25. Habop, conep:kamiuii:

(a) xoMIo3uLHMIO, Comep KAy OakTepuanbHeIl mTamMM Buaa Enterococcus gallinarum;

(b) xomnozuuuro, copepskarnyro uaruoutop CTLA-4.

ITo noBepenHocTn
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