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PCT/KR2020/015099 MIIK: A61K 31/4184 (2006.01) A61P 29/00 (2006.01)
A61P 1/00 (2006.01)
PAPMAHEBTUYECKASA KOMIIO3UIIUA COAEP/KAIIASL
COEJUHEHME, ABJIAIOIMEECA TPOU3BOAHBIM BEH3UMHN/IA30JIA

Oo0aacTb 300peTeHust

Hacrosimee n3o0perenne oTHOCUTCA K (papMalieBTHUECKONH KOMITO3ULIMHU, COZlepIKalien
COEIMHEHHUEe, SIBJSIIOINEECs] TNPOU3BOAHBIM OeH3MMMIa3ona, B KadecTBe 3((PeKTHBHOrO
UHTPEIUEHTA U, KOHKPETHEH, K (apMalieBTUIeCKOH KOMIO3ULIUH JAJIs1 HOBOTO NPUMEHEHNH,
cofepakalleii Terornpasas, ero (papmManeBTUIeCKH MPUEMIIEMYIO COJIb, €I0 FUAPAT WU COJIbBAT,
WJIN UX CMECh B KauecTBe 3((HEeKTUBHOTO HHTPEUEHTA.

IIpeamecTByOmMUi ypOBeHb TEXHUKH

Konut mnpencrasisier coboii 3aboneBaHue, MPU KOTOPOM BOCIAJIEHHE BO3HHKAET B
TOJICTOM KHUIIKE, M MOXeT TIpybo KiaccupUIMpOBATbCS HAa HHOEKUHOHHBIH KOIUT U
HEMH(EKIMOHHBIH KOJNUT B 3aBUCUMOCTH OT TNPHYHHBI 3a00JI€BAHUS, M MOXET TaKXkKe
KJIacCU(PUIIMPOBATECS HA OCTPBIH KOJUT M XPOHUYECKUI KOJUT B 3aBHCUMOCTH OT
NPOJODKUTEIBHOCTH  3a0oneBaHus. KoOnuUT BKIFOYAaeT HE TOJNBKO — BOCHAJIHUTENIBHOE
3aboneBanne kuureunuka (IBD), HO Takke v CUHAPOM pasapaskeHHOro kumevnuka (IBS) u .
hi

BocnanurtensHoe 3a0oneBaHue KHIIEUHUKA TMPENCTaBIsSET COOOH XpPOHHYECKOE
BOCMIAJIUTEIBHOE 3a00JIeBaHUE, BBI3BAHHOE HAPYIIEHHWEM pEeryJisilMd HMMYHHOTO OTBETa,
TEHETHYECKOW  TPEAPACIONIOKEHHOCThIO, (aKTOpaMH  OKpYJKaroIled cpeapl ©  T.II.
BocnanurenpHoe 3a00eBaHNe KUIIEUHHUKA KJIACCU(DULIMPYETCS Ha I3BEHHBIN KOJUT U O0JIE3HDb
Kpona, kOTOpble KIMHMYECKH IMOXOXKH, HO OTJIMYAKOTCS JAPYr OT Apyra C TOYKH 3PEHHUS
T'HCTOJIOTHUECKUX PE3YJIbTATOB U B YHAOCKONMUYECKUX M MUMMYHOJIOTHYECKUX acmekTax. Uro
KacaeTrcss MPUYMHBI 3a00JIEBaHUS, TO TMPEAINONIATaeTCs, YTO OJHOW W3 MPUYHH SIBISIETCS
AHOMAJIbHbI MMMYHHBIH OTBET Ha KHWIICYHbIE AHTUTEHBL. BocmamurenpHOe 3a0oneBaHue
KHIIEYHUKA SBJISIETCS CIOKHBIM U MHOTO(AKTOPHBIM 3200JIeBAHUEM, M MIPEACTABISIET COOOH
TUMMMIHOE TPyAHOM3JIeunMoe 3abojieBaHue, KOTOpOe TPYAHO JieduTh 0e3 3¢ ¢eKTUBHOrO
CPEICTBA, TIOCKOJIbKY TOUHAs MPUYHHA €1l HE BBISBIICHA.

Coobmaercss O TOM, 4YTO MPOBOCHAIMTENbHbIE LHTOKHHBI, Takue Kak IL-1(
(naTepneiikun-1 Oera), TNF-o (dakTtop Hekpo3a omyxoju-aibda W T.J, YBEIUYEHBI B
CIM3UCTOW O0OOJIOUKE TOJICTOH KHIIKH M CHIBOPOTKE TMAIMEHTOB, CTPAJAlOIIUX OT

BOCTIAJIUTEIBHOTO 3a00JIeBaHMsI KUIIEYHUKA, U TaKOE YBEJIWYCHHE HIPAET BAKHYKO POJb B
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NOANEPKAHUM W YCUJICHUH BOCHAIUTENbHBIX PEAKLHUil CIU3UCThIX obonovek. M3ydeHue
(akTOpOB, Y4YacCTBYIOLIMX B BbIPAOOTKE M AKTHUBALUH LIUTOKUHOB, UIPAET BAKHYIO POJb B
naTo(pU3MONIOTHU 1 JIEYEHUH BOCTIAIUTEIBHOTO 3a00IeBaHUS KUILICUHHKA.

Jlo HacTosmero BpEeMEHM B KadyeCTBE JIEUEHHs BOCIAINUTENbHBIX 3a00JeBaHUI
KUIIEYHUKA  WUCMOJb30BAJIUCh  WMMYHONENPECCAHThI, TakWe Kak  CyJbjacajasu,
KOPTHKOCTEPOUIbl M Aa3aTHOIPHUH, CIOCOObI OMOJOrMYeCKOW TepamuH, MpeacTaBIeHHOM
antutenamu npotuB TNFa, u T.n1. OgHako cymectByer mpoOjiema, CBS3aHHAs C TEM, YTO B
TE€YEHHE JIUTEIHHOrO IIePUO/Ia JICUSHHS] BOSHUKAIOT MOOOYHBIE 3()(PEeKThI, CBI3aHHBIE C STUMU
JIeKapCTBEHHbIMHU CPEACTBAMH, M YaCTOTa PELUAMBOB TakKXke BbICOKAa. Takum oOpasom,
CYLIECTBYET NMOTPEOHOCTD B pa3pabOTKe TEPareBTUUECKOro areHTa MpPOTUB BOCTIAJIUTEIBHOTO
3a00JIeBaHMs  KHMIIEYHHKA, KOTOPOE TMpOSIBJISET OBICTPOE HEHCTBHE B  OTHOLICHUU
BOCIIAIUTEIIBHOTO 3a00JIeBaAHNS KUIIEYHHKA C MEHBIIMMHU TOO0UHBIME 3 dexTamu.

Mexay TeMm, TerompasaH IpHBIEKaeT OOJbLIIOE BHUMAHHE B KadyeCTBE HOBOTO
JIEKApCTBEHHOTO CPEACTBA, KOTOPOE KOMIIEHCHPYET HENOCTATKH, TaKhe KaK MeIJIeHHas
SKCIPECcCHsl JIeKapCTBEHHOrO 3¢ (¢eKTa, HeyCHeUIHOe HHIMOMPOBAHHE CEKPEeLUH KHUCIOTHI
HOYBIO U T.JI., HECMOTPS Ha CHJIbHYIO CIIOCOOHOCTB CYIIECTBYIOINEr0 HHIHOUTOPA IMPOTOHHOT'O
Hacoca (PPI) wuHruOuMpoBaTh CEKPEIHI0 KHCJIOThI KEJNYJIOYHOro coka. TerompasaH
npencTasisier coboli coenuHenue, HasbiBaemoe (S)-4-(5,7-nudropxpoman-4-unokcu)-N,N, 2-
tpumeti- | H-6en3o[dJumunazon-6-kapbokcamun  (umu  7-{[(4S)-5,7-nudtop-3,4-nuruapo-
2H-xpomen-4-un]okcu }-N,N, 2-tpumeri- | H-Oenzumunazon-5-kapOokcamun), u
npencrasysier coOol OokaTop KUCIOT, KOHKypupyromuii ¢ kanuem (P-CAB), obnanaromiuii
TEPareBTUYECKUM MOTEHIMAJIOM TpU ractpos3odareansHol pedirokcHoi 6onesnn (GERD)
myTeM 00paTUMOro MHrHOUpoBaHus ey nounoi H/K -AT®as3br.

ABTOpbI HACTOSIIETO HM300pEeTeHHs MOATBEPAMIIM, YTO TEromnpa3aH WHrHOUpyer
YKOpPOYEHHE TOJCTOW KHUINKH, 3HAYUTEIbHO YMEHbIIAeT WHIEKC aKTUBHOCTH 3a0O0JieBaHMS,
uHruoupyer npoaykumro TNF-o, IL-6, IL-17 u IL-1B, u skcnpeccupyer MPHK Muc2.
CoOTBETCTBEHHO, OBLIO MOATBEPIKAEHO, YTO TEroNpa3aH MOXKET ObITh MOJIE3HBIM B Ka4eCTBE
3¢ PEKTUBHOTO HHIPEINSHTA KOMIIO3ULIMH [Is TIPEIY IPEXKASHHS WK JICYSHHUS KOJIUTA, TAKUM
o0pa3om, 3aBepiasi HaCTosIIIee N300pEeTEHNUE.

Onucanue uzodpereHus

Texnnueckas npodjema

Hacrosimee n3obperenne 3akiiro4aeTcs: B TOM, YTOOBI IPEATIOKUTH (papMarieBTUIECKY 0

KOMITO3UIMIO, KOTOpass BKIIKOYACT TCroIrpa3aH, KOTOprﬁ npeacTaBIsACT coboii COCOAMHEHUC,



SBJISIIOLIEECS] MPOM3BOAHBIM OCH3MMHAA30Ja, B KauecTBe 3(P(EKTUBHOIO WHIPENUEHTA IJIs
JEeUeHUs WIN TpenynpexnaeHus 3a0oneBaHuil, ans KOTOpbIX 3(QQexT eueHus Win
IpeaynpekaeHus He ObUT HASHTU(PUIUPOBAH B MPENLIECTBYIOIIEM Y POBHE TEXHUKH.

Pemenne npod.iembl

B Hacrosimmem wn3o0pereHuMu npemsiockeHa (apMaleBTHYeCKas KOMITO3ULUS Ui
NPEAYNPEKACHNST WIN JICYEHUs] KOJINTA, CONIEprKallas TeronpasaH, KOTOPBIH MpeACTaBiIsgeT
co0oii coeanHeHue, SBIALIEeCs IPOU3BOAHBIM O€H3UMUAA301a, IPEACTaBIEHHOE YKa3aHHON
HIDKE XUMHUECKoN GopmyIioii 1, ero ¢papMarieBTUUECKH TPUEMIIEMYIO COJIb, €r0 TMAPAT UIIH
COJIbBAT WJIM UX CMECh B KauecTBe 3(PPEKTUBHOIO MHIPEAUEHTA:

[Xumnueckas gpopmyia 1]
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B HacrosimeM M300peTeHHH MPENJIOKEeH Crnoco0 MpPEeayNpeXKIeHUs] WU JICYeHUs
KOJIUTA, BKJIIOYAIOLINHA BBEIEHUE UHIUBUAYYMY TepaneBTHYECKH 3(PPEeKTHBHOTO KOJIUYECTBA
COCIMHEHUs, TMPECTABICHHOTO XuUMH4Yeckod Qopmynoit 1, ero ¢apmaneBTHUECKH
MIPUEMJIEMON COJIH, €r0 THAPATA WK COJbBATA WIIM UX CMECH.

B Hacrosiiem n300peTeHnH NpeaioKeHO MPUMEHEHHE COSTUHEHNUS, TPEICTaBIEHHOTO
XUMHUecKor (opmysoir 1, ero QapmaneBTHYecKH NPUEMIIEMOH COJH, €ro THapara WA
COJbBaTa WIHM UX CMECHU AJIsl IPEAYNPEKASHUS UK JIEYEHUs KOJIUTA.

B Hacrosiiem n300peTeHnH NpeaiosKeHO MPUMEHEHHE COSTUHEHNUS, TPEICTaBIEHHOTO
XUMHUecKol (opmysoir 1, ero QapmManeBTHYeCKH NPUEMIIEMON COJH, €ro Tuapara WM
COJIbBATa WJIHM UX CMECU B U3TOTOBJICHUU JIEKAPCTBEHHOI'O CPEACTBA JUIsl JICYEHUsS] KOJIUTA.

B nacrosiimem u3obpeTeHnH "KONUT" MOKET OTHOCHTBCSI K COCTOSIHUIO, TIPU KOTOPOM
MPOMCXOIUT BOCMAJICHHWE TOJICTOTO KHINEYHHUKA FUTM TOJICTON KHIIKH HM3-3a OaKTepHabHON
UH(EKLMH, MaTOJOTHYECKOro OpOJKEHHUs! COAEPKMMOrO KHIIEYHHKA U T.I, U MOXKET OBITh
BOBJICYECH B KOHLEIILMIO, BKIFOYAOIIYI0 MHPEKINOHHBIA KOJUT U HEMH()EKLMOHHBIH KOJIUT.

KonkpeTHble npUMepbl KOIUTA, KOTOPbIE MOKHO NMPEAOTBPALNATh WU JIEYUTh MPHU MOMOLIU



4

(apMaLeBTHUECKOW KOMIIO3MLIMNA B COOTBETCTBUM C HACTOSIIMM M300pETEHHEM, MOTYT
BKJIIOUATh BOCHAJUTENIbHOE 3a0ojyeBanue kumeunuka (IBD), cunzpom pasmpaskeHHOTO
kumeyHnka (IBS) u T.m.

Kpome TOro, Koiurt, KOTOpBIM MOXXHO NpeAyNnpexaaTb WIM JIEYUTb IMPU MOMOIIU
(dapMaLeBTHUECKON KOMIIO3ULIMM B COOTBETCTBUU C HACTOSIIUM H300pETEHHEM, MOXKET
BKJIFOUATb KaK OCTPBII KOJIUT, TAK U XPOHUUECKUH KONUT. OCTPBIil KOJIUT MOXKET NPECTABIATh
co0oll BOCMajeHHe, KOTOPOE OCTPO BO3HUKAET, M CIU3UCTble OOOJOYKH MOTYT OBITh
MOBPEKAECHBI BOCTIAJIEHHEM, YTO B OCHOBHOM NMPUBOAUT K CUMIITOMaM CIU3UCTON AUapen WU
cBexell kpoH. B HacTosieM n300peTeHnH OCTPBIH KOJUT MOKET BKJIFOUATh HE TOJIBKO OOITHIA
OCTpbIil UHPEKIMOHHBIN KOJIUT, HO TAKXX€ OCTpPbIH NCEBIOMEMOPAHO3HBIN KOJUT U OCTPBIH
SI3BEHHBIN KOJIUT.

B mnHacrosimem wu3o0pereHHM "BOCHanMTENbHOE 3a00JieBaHHE KHIIEYHUKA' MOXKET
O3Ha4YaTh XPOHMYECKOE BOCHAJIEHHE, KOTOPOE BO3HUKAET B KHILIEYHUKE Oe3 Kakon-iubo
W3BECTHON MPUYMHBL, U MOXKET OOBIYHO OTHOCUTBCS K SI3BEHHOMY KOJUTY M Oone3nu KpoHa,
KOTOpBIE MPEACTABISIOT COO0H MANONAaTHYECKUE BOCTIAJMTENbHBIE 3a00IeBaHNs KUIIEYHUKA,
HO TaKXe MOXKET BKJIIOYATh Kulle4yHyro Oose3nb bexuera (Behcet’s), xotopas siBisiercs
OTHOCHUTENIbHO pacmpocTpaneHHoii B Kopee. Kpome Toro, BocmanmurenbHOe 3a00jieBaHuE
KHUIIEYHHKA MOKET OBbITh OmNpeAesieHO Kak OOOOINAIOLINI TEPMHH Uil BOCHIAJIHMTEIbHBIX
3a00JIeBaHMIA, KOTOPbIE BO3HUKAOT BO BCEM KHIIEUHUKE, TAKMX KaK HH)EKIIMOHHBIA SHTEPHT,
BKJIFOYast OakTepUaNIbHBbIA, BHPYCHBIA, aMeOHbIH, TyOepKyJe3HbIi SHTEPUT H T.IL,
uIeMu4deckas O0e3Hb KUIICYHHUKA, PaTUAlIHOHHBIN SHTEPUT U T.1.

B Hacrosimem n3o0peTeHnn BhIpakKEHHE, UYTO Y CyOBEeKTa JIeHaT WM NMpeay MpeKIarT
KOJIUT, MOXKET OTHOCHUTBCS K MpPENyNPEeXICHUI0 WU 3aJepKKe MOSBICHUs KIMHUYECKUX
CUMIITOMOB, KOTOpbIC Pa3BHBAIOTCSA MpPH 3a00JEBAHWUH, MPEKPALICHHUIO WM YMEHBIICHHUIO
pacrpocTpaHeHHss 3a0OJieBaHUs, WM OOJerdeHur0 3a00JeBaHUsl Yy CyOBEKTa, KOTOPBIH
BO3MOYKHO YK€ CTpajasl OT 3a00JIeBaHHUs, HO €lle He UCTBITHIBAJI HJIH HE AEMOHCTPHPOBAI
HUKAKUX KIMHUYECKUX CUMIITOMOB.

B pesynbrare oOHapykeHUs] MPOPIIAKTHYECKOTO U TEPANEeBTHYECKOrO IEHCTBUS B
OTHOILIEHHUH KOJINTA Ha JKUBOTHBIX MOZEJISIX KOJIUTA, BBI3BAHHOTO HATPUEBOH COJIBIO Cyiib(daTa
nexctpana (DSS) u runparom 2,4-munHutpobensoncynbdonoBoit kuciaotel (DNBS), Obuio
MOJATBEPKJIEHO, UTO TEronpa3aH MUHUMHU3UPYET U3MEHEHNE MAcChl Tejla B )KMBOTHOM Mozieny,
MUHUMU3UPYET W3MEHEHHUE AJUHbl TOJCTOW KHIIKU WJIM TOAABIsET YMEHbIIEHUE JIMHbBI

TOJICTOH KHIIKH, W TOKAa3bIBAET NMPEBOCXOAHBIN 3(PQEKT yaydIleHHs Aake uepe3 WHIAEKC



aktuBHOocTH Oonesan (DAI), KOTOpBIH TMOKa3blBa€T CHIDKEHHE MAcChl TeNa, CTETEeHH
KPOBSIHUCTOCTH CTyJIa U BA3KOCTHU CTyJIa.

BocnamurenbHple nuTOokuHbL, Takue kKak TNF-o, IL-6 U T., MOryT BBI3bIBATh
BOCIMAJICHWE CJM3HCTOM OOOJOYKM KHIIEYHWKA WJIM W3bA3BIEHHE, YTO MPHBOAHMT K
IUC(YHKIIUK U MOBPEXKIEHHUIO CIM3UCTON 000ouku kumnednnka. TNF-o Moker nmpuBiekarhb
HEUTPO(PUIIBI K TOPAXKEHHOMY Y4YacTKy B Hayayle BOCIAJIMTENbHBIX PEAKIUi, U MOXKET ObITh
(bakTOPOM, KOTOPBIH BBI3bIBAET U YCYTyOJI€T OCTPBIN BOCHANUTENbHBIN OTBET. IL-6 sBisieTcs
TUMUYHBIM BOCHAJUTENbHBIM LUTOKMHOM M WIPAaeT Ba)XKHYK pOJb B BO3HUKHOBEHHM U
NPOTrPECCUPOBAHUM OCTPOrO WJIM XPOHMYECKOTO BOCIAJIHUTENIBHOTO 3a00JNEeBaHUS NPU €ro
CHUHTE3€ U CeKpeLuH pa3inu4dHbIMH (pakropamu. bpUlo MOATBEp)KAEHO, YTO TErompasaH B
COOTBETCTBUH C HACTOSIIIUM M300peTeHneM HHrHOnpyeT npony kuuto/skcnpeccuro TNF-a, IL-
6, IL-17 u IL-1PB, KOTOpbIEe SBJIAIOTCS BOCHAIMTENbHBIMH LIUTOKMHAMHU B TKAHSAX TOJICTOMH
KHLIKU.

Kpome Toro, Obuto moATBEpskAEHO, 4TO TerompasaH skcnpeccupyer MPHK Muc2,
xoropas siBisiercs MPHK MynmHOBOro Oenka, HEOOXOOUMOTO IS 3aLIUThI SMHUTEIHANBHBIX
KJIETOK.

Kpome Toro, B kuBOTHOW Moaenu ¢ DSS-MHAyUHPOBaHHBIM KOJHTOM OBLIO
MONATBEP)KIEHO, uTO Teronpasad ywesbwaer skcrpeccrto MPHK  KCNJI, xoropas
yBenuuuBaercs 3a cuet DSS.

Kpome Toro, ObUIO TOATBEPKOEHO, YTO TErompasaH OKa3bIBAET JIEHCTBHE,
o0Jieryaroriee NpOHNLAEMOCTh TOJICTON KHUIIKH.

B nHacrosimem m300peTeHHH CyOBEKT MOKET OTHOCHUTCSI K JKHBOTHBIM, H MOXKET, KaK
NPaBUJIO, TPEACTaBIATh COOOW MIIEKONUTAIOIIUX, B OTHOIIEHHH KOTOPBIX JIEYEHHE C
UCTIONb30BaHUEM  (apMALIEBTHUECKOW KOMITIO3UIMM B COOTBETCTBUHM C  HACTOSIUM
n300peTeHneM MOKeT oOecredyuBaTh OJaronpusiTHoe Bo3aelcTBHe. lIpennmodTuTeNnbHbINH
NpUMEpP TaKUX CYyOBEKTOB MOJKET BKJIIOYATh NPUMATOB, TaKuxX Kak jonu. Kpome Toro,
CyOBEKTBI MOTYT BKIIFOUATh BCEX CYyOBEKTOB, HIMEIOLITNX CUMITTOM KOJIUTA WJIK HMEIOLINX PUCK
Pa3BUTHUS 3TOTO CUMIITOMA.

B Bomomennsx Hacrosmero uzoOpereHus (papmManeBTUYECKH NpUemiieMasl COJb
MOJET OTHOCHUTBCS K COJsIM, OOpa3oBaHHBIM C JFOOOH HEOPraHMYeCKOW KHCJIOTOH,
OpPraHUYEeCcKON KHUCJIOTONH WM OCHOBaHHEM, KOTOpbIE HE BbI3bIBAIOT CEPbE3HOr0 CTUMYyJa Y
CcyOBEKTa, KOTOPOMY HUX BBOJST, U HE SIBJSIFOTCS BPEIHBIMH I OMOJIOTHYECKOH aKTUBHOCTH U

(usnuecKnx CBOMCTB TerompasaHa. B xadecTse coyell MOXKHO HCIOJIB30BATh COJNH, OOBIYHO
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UCTIOJIb3yEMbI€ B TAHHOIN OONACTH, TaKHe KaK COJIM MPUCOETUHEHUS] KUCIIOThI, 00pa30BaHHbIE
¢ (apmaneBTHUEeCKH TpHeMIIeMO CBOOONHON KHCIIOTOH. DapMaleBTUYECKU MPUEMIIEMbIE
COJIM MOTYT ObITb KOHKPETHO BBIOpaHBbI M3 TPYIMbI, COCTOSIIEH W3 COJNM MHAOJATA, COJU
anerata, COJHM aJaWmnara, COJM acmaprara, coiud OeH3oarta, coiu Oe3wjara, CONU
OukapOoHara/comu kapboHaTta, coju Oucyibdara/comu cynbdara, comm Oopara, coiu
KaM3MJIaTa, COJIM LUTPaTa, COJIM LIUKJIaMaTa, COJIM 3IU3NJIaTa, COJM 33ujarta, cou GopmMuara,
comu (Qymapara, CONM TIIIOLENTATa, COJM TIJFOKOHATA, COJM TJIOKYPOHATa, COJU
rekcapTopdpochara, comu rubOeHszara, COMM  XJOPTHAPATA/CONU  XJIOpHUAA,  COJH
Opomruapara/conu OpoMuzaa, COIM HOATUAPATa/COMU HOANIA, COJIM U3ETHOHATA, COJIH JIAKTATa,
COJIM MajlaTa, COJIM MajeaTra, COJM MaJjiOHaTa, COJIM Me3WJIaTa, COJMM METWICYJb(dara, Conu
HadTMNaTa, CONM 2-HANCWIATAa, COJM HHUKOTMHATA, COJIM HUTPATa, COJH OpOTaTa, COJH
naJbMHUTATa, COJI nmamoara, coiu pocdara/conu runpodocdara/conu gurunpodocdara, conu
UpOrJIyTaMara, COJIM caxapara, COJM CTeapara, COJNM CYKIMHATa, COJM TaHHATa, COJIU
TapTpaTa, COJIM TO3WIIATA, COJIU TPU(TOpaLleTaTa U COIM KCHHO(OoAaTa, HO He OrpaHUYEHbI HMH.
JIroObie conu MOTYT OBITh MCMOJIb30BaHbI 0€3 OrpaHUYEHUs 1O Te€X MOp, MOKa OHU MOTYT B
o01IeM A1eMOHCTPUPOBATH (PapMaKOJOTHUECKY IO aKTHBHOCTD TETrONpa3aHa.

B BOMIOIIEHHUSIX HACTOSIIErO M300pEeTEeH s THAPAT TEronpa3aHa MOKET 03HAYaTh, YTO
TEromnpasaH Wik ero (papMameBTHYECKH MpHEMJIEMasi COJIb U BOJA CBsI3aHbI HEKOBAJIEHTHOM
MEKMONIEKYJIIPHOM ~ CHJIOW, M  MOXKET  BKJIIOYaThb  CTEXHMOMETPHUYECKOE WU
HECTEXHOMETPHYECKOE KOJIMYECTBO BOJIBI.

B BOMIOIIEHHSIX HACTOSIIIETO U300PETEHHUS CONBBAT TETOMpPa3aHa MOYKET O3HAYATh, YTO
TEromnpasaH Uik ero papMareBTHIECKH PUEMIIEMAsi COJIb U PACTBOPHUTEIT, OTJIMYAFOIIUIACS OT
BOIbI, CBSI3aHbI MEKMOJIEKYJIIPHON CHJIOH, M MOMKET BKJIKOYaTh pPAaCTBOPUTENL B
CTEXHOMETPUIECKOM HJTH HECTEXHOMETPUIECKOM KOJTHUECTBE.

B cooTBercTBUE ¢ HAacTOSIIUM H300peTeHrneM (hapmaieBTHYeCKass KOMITO3ULIMS ISt
NpeayNPeKIeHUs] WK JIEUEHHS] KOJIUTa MOKET JIOMOJHUTEIHHO BKIIFOYATh (hapMaleBTHUYECKH
npuemiieMble 100aBKH, OOBIYHO WCIOJBb3yeMble MOIXOMSIIHE HOCUTENH, SKCIUITHEHTHI,
Pa3pBIXJIUTEH, CBSA3BIBAOLINE BELIECTBA, CKOJB3SIIIHE BEIIECTBA TN pa30aBUTEH.

“DapManieBTUYECKH  TMpHeMJieMble  TOOaBKM® ~ MOTYT  BKJIKOYAaTb  HOCHUTEIH,
SKCIUITUEHTHI, Pa3PbIXJIUTEIH, CBSI3bIBAIOIINE BEINECTBA, CKOJB3SIINE BEIIECTBA WU
pa3baBuTENM, KOTOPbIE HE TOJBKO HE pa3JApa’kalOT OpraHu3M, HO U HE HHTHOUPYIOT
OMONIOTUYECKY0 AKTHBHOCTh M CBOWCTBA HMHBEIMPYEMOTO COENHHEHHUs. Tumbl 100aBOK,

HCIIOJIb3Y€MbIX B HACTOAIICM I/1306peTeHI/II/I, HE OrpaHUY€HbI KOHKPECTHBIM o6pa30M, 1 MOXXHO
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HCTIONIB30BATh JIFOOBIE TOOABKH, €CJIM OHU OOBIYHO UCTIONB3YIOTCS B JAHHOH OOJIACTH TEXHUKH
U SBISIIOTCS (papManieBTUYeCKH mpuemiieMbiMu. HeorpanndmBaromye npuMepbl T00aBOK
MOTYT BKJIFOYaTb MaHHHUT, MUKPOKPHUCTAJUIMYECKYIO LEJUTIOJIO3Y, KPOCKapMEIIO3y HaTpus,
THIPOKCUIIPONIIILEIUIION03Y KOJUIOWAHBIM TUOKCHI KPEMHHUS, MHUKPOKPUCTAIUINYECKYIO
LIeJUTIOJIO3Y, KPOCKApMeIuIo3y HaTpusi, THAPOKCUIIPOMMUILEIUIFONIO3Y, KOJIOUAHBINA IUOKCUM
KPEMHUSI, cTeapaT MarHus win ux cMecu. Kpome Toro, nmpu HeOOXOAMMOCTH Takue H0OaBKU
MO>KHO HCIIOJIb30BaTh C 100aBIEHUEM JIPYTHX OOBIYHBIX T0OABOK, TAKUX KaK AaHTHOKCHAAHTHI,
OyepHble pacTBOPHL, OAKTEPUOCTATUUECKNUE ar€HThI U/UJIH T.II.

B cootBercTBUM ¢ HacTosmUM H300peTeHHeM (apmaneBTUYeCKas KOMITO3ULIMSA IS
NPEAYIPEKACHUS WIN JICUEHUs] KOJIUTa MOXET OBbITh PUTOTOBJIEHA B JIEKAPCTBEHHOH (opme
IUI TIEPOPAIbHOTO BBEACHUS, M OHA MOXET OBbITh NMPUTOTOBJIEHA B BUAE JIEKAPCTBEHHON
(dbopmbl, Takoit Kak TabJIETKH, TPOLIE, JETIEIKH, BOAOPACTBOPUMBIE MJIH MACIISIHBIE CYCIICH3UH,
IPUTOTOBJIEHHbIE TIOPOLIKH HJIN I'PaHyJIbl, SMYJIbCUH, TBEPAbIE WIN MATKHE KaICyJIbl, CUPOIL,
SJIMKCHUPBI U T.I1.

Kpome Toro, ¢apmarneBruieckasi KOMIO3ULMS B COOTBETCTBHHM C HACTOSILIMM
n3o0pereHneM MokeT ObITh BBEZIEHA apeHTepaibHo. [lapeHTepanbHOe BBEIEHUE MOXKET ObITh
OCYINECTBJIEHO  TMOCPENCTBOM  MOAKOXKHOM  WMHBEKIHMM, BHYTPHUBEHHOW  WHBEKIIHH,
BHY TPUMBIIIEYHOH WHBEKLMU WM BHYTPHUIPYIHOW MHBEKUUH. J{JIs1 MPUTOTOBICHHUS B BHIE
JIEKapCTBEHHON (OPMBbI Ui TAPEHTEPATBbHOIO BBENEHHUs] KOMIIO3HMLIUS MOXKET OBITh
NPUTOTOBJIEHA B PACTBOpPE MyTEM CMEIIUBAHUS B BOJE CO cTadmimu3zaTopamu win OydepHbMu
areHTaMH, U 3aTeM BHOBb MOJXKET ObITb NMPHUIOTOBJIEHA B BUJE CTAHJAPTHOW JIEKAPCTBEHHOM
(bOpMBI 1JIs1 BBEIEHUSI M3 aMITYJIbI WK (hIIAKOHA.

Mosxer mnorpeboBarbcs, 4TOOBI IO3MPOBKA (papMaleBTUYECKOH KOMITO3ULIMUA B
COOTBETCTBUH C HACTOSIIIUM HM300pETEHHEM TMpencTaBisia coOoi  (papMaleBTHUECKH
s dexTuBHOE KONMMYeCcTBO. “DapmaneBrudecku 3(HHEKTUBHOE KOJUYECTBO MOKET O3HAYaTh
KOJINYECTBO, JOCTATOYHOE /ISl MPEAYIIPEKACHUS WIN JieueHHs! 3a00JIeBaHu C ONpaBIaHHBIM
COOTHOIIEHUEM TIOJb3a/PUCK, TMPHUMEHUMBIM Ui METUIMHCKOTO JICYEHHs, U YPOBEHb
3¢ (eKTUBHON 03Bl MOXKET OBITh Pa3IMYHBIM O0pa30oM BBIOPAH CHELUAINCTOM B JAHHOU
00JJacTH TEXHHUKH B COOTBETCTBHHM C TaKUMH (PakTOpaMH, Kak CIoco0 NpPUTOTOBIICHHUS,
COCTOSIHME TAIlMEeHTa, Macca, TOJ M BO3PacT, CcTaaus 3a0oyeBaHusl, JIeKapcTBeHHas (opma,
NyTh BBEIACHHUS M TEPHUONA, CKOPOCTb SKCKPEIHH, YyBCTBHUTEIBHOCTb PEAKLUUH M T.II.
O¢pdexTBHOE KOTUUECTBO MOXKET BapbHPOBATH B 3aBHUCHMOCTH OT NYyTH JICUCHHS,

MNPUMEHCHUA S3KCHUITMCHTOB U BO3MOXHOCTU HUCIOJIb30BAHHA C APYIMMHU JICKAPCTBEHHBIMU



CPEICTBaMH, KaK IMOHSITHO CIELHAINCTAM B JAaHHOW OOJIACTH TEXHUKH.

B  Hacrosmem  m300pereHMH ~ MOXET ~ OBITb  MNPEUIOKEHO  NMPUMEHEHHE
(apMaLeBTHUECKOW KOMITO3ULMH, BKJIIOYAIOIIEH TEronpasaH WiId ero (apMalneBTHUECKH
NPUEMIIEMYIO COJIb B KadecTBe 3(PQPEKTUBHOIO MHIPEAMEHTA IS TMPENYNPEKACHUS HIIH
JIeUeHHsT KOJINUTA.

B  Hacrosmem  m300peTeHMH ~ MOXeT ~ OBITb  MPEIOKEHO  NPUMEHEHHe
(bapMaLeBTHUECKON KOMITO3UIMH, BKJIIOYAIOIIEH TEronpasaH WiId ero ¢apMaleBTHYECKH
NPUEMIIEMYIO COJNb B KauecTBe O(Q(EKTUBHOrO MHIPENHMEHTa [UIsI HM3TOTOBJICHUS
JIEKApCTBEHHOT'O CPECTBA JJIsA PEAYIPEKACHUS HITH JIEYEHUS] KOJIUTA.

B nacrosmem n3o0pereHNH MOXET OBITh NMPEANIOKEH CIIOCO0 MpPEeayNpexIAeHUs N
JIeUeHUsT KOJINTA, BKIIOYAIOLINK BBeneHHe (apmaneBTHUeCKH 3(PPEKTUBHOIO KOJIUYECTBA
(papmaneBTHUECKOH KOMITO3MLIMY, BKJIIOYAIOLIEH TerompasaH Wi ero (papMareBTHUECKH
HPUEMJIEMYIO COJIb B KauecTBe 3(p(heKTUBHOTO MHIPEANEHTA.

Baaronpusitubie 3¢ dpexTol H300peTeHUst

Teronpasan, koropblii  mpexncraBiser  coO0OH  3PQEKTUBHBIH  MHTPEIHEHT
(apmaneBTHUECKOH KOMITO3UIIUH [T TIPERY IPEXKACHHS WIIN JICUSHUS] KOJIUTA B COOTBETCTBUH
C HACTOSILIIMM M300pETEeHUEM, MOKET OKa3bIBATh 3(P(HEKT CHUKEHUSI AKTHBHOCTU M SKCTIPECCHU
MapKepOB aKTHBALMU BOCHAJCHUS M OCIA0JIEHUs] UHIEKCA AKTUBHOCTU OOJIE3HH KOJIUTA, H,
TakuM 00pa3oMm, MOKeT ObITh TOJe3eH B KadecTBe 3()(PEKTHMBHOrO MHrpenueHTa
(bapMaLeBTHUECKON KOMIIO3ULIUH [Tl IPEAYTPEIKACHUS U JICUYSHHST KOJIUTA.

Kpartkoe onucanune rpadpuuecKux MaTepHasion

@ur. 1 mpencrasisier cobol rpaduk, AEMOHCTPUPYIOIMMI cTeneHb n3MeHeHui (%)
MAacChl TeJIa MBILIH B TEUEHUE AEBATU CYTOK B KQXKJOH U3 YETBHIPEX I'PYIIIT MBIIIEH: HOPMaJIbHON
KOHTPOJIbHOH TpyTIire (KOHTPOJIb), TPyIIe ¢ UHAYIUpOoBaHHBIM KouToM (DSS+Veh), rpynme
¢ BBemeHueMm Tterompazana (DSS+terompasan) u rpynme ¢ BBEJEHHEM KOHTPOJIBHOTO
nexapcrBeHHoro cpenctea (DSS+pabempas3on), B COOTBETCTBUM € MOJIENBIO KOJHTA,
uHAy uuposaHHoro DSS.

@ur. 2 npexacrasisier coboil rpaduK, JEMOHCTPUPYIOIUI IJIUHY TOJICTONW KHUIIKU B
YeThIpeX IPYIIax MbIIEH, B COOTBETCTBHH C MOAEIBIO KOJIUTA, MHAY iupoBaHHOro DSS.

@ur. 3 npencrasisieT co0oi rpad UK, IEMOHCTPUPY FOIIUI OLIEHKY HHIEKCA AKTUBHOCTH
oonesnu (DAI) B deTblpex rpymmax MbIIIeid B COOTBETCTBUU C MOJENBIO KOJIUTA,
uHAy uuposanHoro DSS.

@ur. 4 npexncraisier coboil rpaduK, AEMOHCTPHPYIOLUINA KPAaTHOCTb W3MEHEHHS
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skcnpeccun MPHK KCNJ1 B ueThlpex rpynmnax Mblllei B COOTBETCTBUM C MOAEJBIO KOJINTA,
uHAy uuposanHoro DSS.

Qur. 5 npexncrasisier cobol rpaduk, NEMOHCTPUPYIOLIUI BEIHMYHUHY KPATHOCTH
usmenenus: skcnpeccun MPHK TNF-q, IL-6, IL-1B u Muc2 B TKaHSX TOJICTOW KHUINKH B
YeThIpex IPyMIax MblIlIeil B COOTBETCTBUU C MOJENbIO KOJUTA, HHAYyLUpoBaHHOro DSS.

@dur. 6 npeacrasisier coOOH KapTHHBI aHATU3UPYEMBIX TKaHEH TOJICTOW KHUIIKU B
YeThIpexX I'PYyIMIax MbIIIeH, OKpalleHHbIX NMepionHoN kuciaoroi-peaktuBoM Iudda (Schiff,
PAS), u rpaduk, 1eMOHCTPUPYIOLIHI OLIEHKY YTPaThl OOKAJOBUIAHBIX KJIETOK, B COOTBETCTBUU
C MOJIEJNIbIO KOJINTA, UHAYLIMpoBaHHOro DSS.

Qur. 7 mnpencraBisier co0oil TpaduK, AEMOHCTPHUPYIOIIMNA OLEHKY CTEeleHH
MOBPEXKACHUA TKAHEH TOJICTOM KMIIKM B YETBIpEX TIPYMNax MbIIIeH, B COOTBETCTBUU C
MOJIeJIbIO KONHTA, HHAypoBaHHOro DSS.

@ur. 8 npexacrasisier coO0it rpad UK, AEMOHCTPHUPY FOLIHI pe3yIbTaThl OLIEHKH CBONCTB
IIPOHULAEMOCTH KHMIIEYHHUKA IIyT€M BOCHAJIEHUS B YETBIPEX IPyIIax MbILUIEH B COOTBETCTBUU
C MOJIENIBIO KOJIUTA, UHAYyUpoBaHHOTro DSS.

@ur. 9 npencrasnsier codoi rpaduk, TEMOHCTpUPYIOIUI cTeneHb u3meneHui (%)
MacChl Te€Jla MBIIIN B TEUEHHUE MSITH CYTOK B KAXJAOM U3 YEThIPEX IPYIIN MbILIEH: HOPMaTbHOMN
KOHTPOJBHOH  rpymme  (KOHTPOJb),  Tpymme  C  HUHAYLUMPOBAHHBIM  KOJHUTOM
(DNBS+pazbaBurenb), rpymnmne, koropod Bomwiu TterompasaH (DNBS+rterompasan), u
rpyIrme, KOTOPOi BBOAMIIM KOHTPOJIbHOE JiekapcTBeHHOe cpenctBo (DNBS+pabenpaszon), B
COOTBETCTBUU C MOJIEJIBIO KOJIUTA, MHAYHupoBaHHoro DNBS.

@ur. 10 mpencrapnsier co0oi rpaduK, NEMOHCTPUPYIOIIHUN JTHHY TOJICTOW KUIIKU B
YeThIpex IPyMIax MbILIeH, B COOTBETCTBUHU C MOJEINBIO KOJUTa, HHAY LiupoBaHHOro DNBS.

@ur. 11 npencrasnser codOoii rpad UK, AEMOHCTPHPY FOLIHI HHAEKC OLIEHKU aKTHUBHOCTH
oonesnu (DAI) B derhlpex rpymnmax MbImed, B COOTBETCTBHH C MOJIENBIO KOJIUTA,
uHay uuposasHoro DNBS.

Qur. 12 npexncrasnser coboii rpaduk, DEMOHCTPHUPYIOIIMNA BEIUYUHY KPATHOCTH
n3meHeHus sxcnpeccud MPHK IL-17 B TkaHSX TOJICTON KUIIKU B YETBIPEX IPYyNIAaxX MBIIIEH, B
COOTBETCTBUH C MOJIEJIBIO KOJIUTA, MHAyHHupoBanHoro DNBS.

@ur. 13 mpexncrasnsier coOOH KapTHHBI aHAIU3UPYEMBIX TKaHEH TOJCTOW KUIIKH B
YeThIpeX rPpyImax MbIIIeH, OKPALIeHHBIX NepioaHoi kuciaoToii-peaktusoM Llugda (PAS), n
rpaduK, AEMOHCTPHUPYIOLINHA OLEHKY yTpaThl OOKaJOBHIHBIX KJIETOK, B COOTBETCTBUHU C

MOJEJBIO KOJINTa, NHAyIupoBanHoro DNBS.
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Qur. 14 mnpencraBiasier co0oil rpaduK, IEMOHCTPUPYIOIIUN OLEHKY CTEIeHH
NOBPEXKIACHNUS TKAHEW TOJICTOW KHIIKA B YETBIPEX TPYNINAX MBIIIEH, B COOTBETCTBHH C
MOJEJBIO KOJNTA, UHAYIupoBaHHoro DSS.

@ur. 15 npencrasnser coO0il pe3ybTaThl SKCIIEPUMEHTA, OLIEHUBAIOIIErO NOKA3aTeNb
BbDKHBAHUSI B MOJIEJIH KOJINTA, BeI3BaHHOrO DNBS.

Cnoco0 B COOTBETCTBHH ¢ H300peTeHHEM

Hanee nHacrosmee wuzobpereHne Oyamer ommcaHo Oornee MOnpoOHO NHPU MOMOLIU
NPUBEJCHHBIX B Ka4€CTBE NMPUMEPOB BOIUIOIIEHUIH. DT NMPUMEPhI BOIUIOIEHUH MPUBEIEHBI
UCKJIIOYUTENIBHO C IIeJIbI0 OoJiee MoApOOHON WIUTIOCTPAIMHM HACTOSIIEro H300peTeHus, U,
TaKuM 00pazoM, 0OBEM HACTOSIIEro H300PETEHHsI MU HE OTPaHUYEH.

MbiminHAg MoJeJb KOJUTA ¢ HenoJab3osanuem DSS

Camuos wmbiueir CS7BL/6, xoropble umenu BO3pacT BoceMb Henenb (24,0 1),
npuobperanu B Orient Bio, akknuMaTr3uposaiu k 1adopaTopHoii cpene (Temneparypa 21+£2°C
U BiIaXHOCTh 50+10%) B TeyeHHe OMHOW HENesH MPH MOJHOM IOCTYINe K KOPMY U BOJE, U
HCIIONIb30BAJIA B SKCIIEPUMEHTE.

Mpbliieit pa3aessiu Ha HOpMaJIbHY 0 KOHTPOJIbHYIO IPyminy (KOHTPOJIb, N=0), TPYIIIy C
uHaympoBanHeiM  konutoMm (DSS+Veh, n=8), rpymmy ¢ BBemeHuem TerompasaHa
(DSS+rteronpaszan, n=8) u rpynmy C BBEACHHEM KOHTPOJIBHOTO JIEKAPCTBEHHOT'O CPEACTBA
(DSS+pabenpaszon, n=8), 1 OCYLIECTBIISIIA SKCTICPUMEHT.

Jdnsa wHaykuuu kosnuta ucnonb3oBau DSS (mpoaykr MPbio, Ne mo kartasory
0216011080).

I'pynme, B xotopoii muayuuposanu konut (DSS+Veh) seomumu 2,0%-ub1it DSS B
MUTBEBOMN BOJIE B TEUEHHE MTOCJIEOBATENBHBIX 5 CYTOK, pekpamanu seeaeHue 2,0%-uoro DSS
¢ 5-x cyTok u nepopanbHo BBoAMIHN 0,5%-HbIi (Macc./00.) BOIHBIN PaCTBOP METUIILIEILTIOIO3bI
IBAKIBI B CYTKH B TEYEHHE TPEX CYTOK JI0 8-bIX CYTOK.

I'pynme ¢ BBemenumeM TerompasaHa (DSS+rerompasaH) mepopasibHO BBOIWIU
teronpazad  (7-{[(4S)-5,7-nudrop-3,4-nurnnpo-2H-xpomeHn-4-ui]okcu }-N,N,2-TpumeTni-
1H-0en3umunazon-S-kapObokcamu), KOTopbiii ObuT pacTBopeH B 0,5%-HoM (Macc./00.) BOTHOM
pacTBOpe METHIILIEIUTIONO3bL, B 103€ 30 MI/KI/CYyTKH IBaXIbl B CYTKH B T€UEHHUE IATH CYTOK
BMecTe ¢ 2% DSS u nuteeBoil Bogoil. I'pynne npekpamanu BBoauth 2,0%-ue1it DSS ¢ 5-x
CYTOK M TIepOpPaJIbHO BBOAMJIN TErompas3aH, KOTopsii Obul pacTBopeH B 0,5%-HoM (Macc./00.)
BOJIHOM PacTBOPE METHJILIEIUIIONO3bI, IBAKIBI B CYTKH B TEUEHHE TPEX CYTOK BIUIOTH A0 8-bIX

CYTOK.
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I'pynme ¢ BBemeHHWEM KOHTPOJIBHOTO JieKapcTBeHHOro cpencrsa (DSS+pabemnpason)
BBOoAWM DSS 1 pabGenpasosn mo CyLIecTBy TeM e caMbIM 00pa30oM, Kak rpyIie ¢ BBeASHHEM
TEronpasaHa, 3a UCKJIF0YeHHUEeM TOT0, YTO BMECTO Terornpa3aHa UCIOIb30BaIH padenpas3o.

I'pynne ¢ BBemeHuWeM TerompasaHa M TIPyOne ¢ BBEIEHHEM KOHTPOJIBHOIO
JIEKApCTBEHHOT'O CPENCTBA MEPOpabHOE BBENEHHE OCYIIECTBJSUIA IBaXKIbl B CYTKH MyTEM
pasneneHus BBEIEHHs Ha YTPEHHee/BeUepHee.

MpbIminHAg MOJeJb KOJIUTA ¢ Henoab3osanuem DNBS

Camuos wmpiueir CS57BL/6, xoropele uMenu BO3pacT BoceMb Hemenb (24,0 1),
npuobperanu B Orient Bio, akkmumMaTusupoBaiu k tabopatopHoii cpene (Temmneparypa 21+2°C
U BIaxxHOCTh 50+10%) B TeueHHe OMHOW HENENIH MPHU IMOJHOM JOCTyIle K KOPMYy U BOAE, U
HCIIONIb30BAJI B SKCIIEPUMEHTE.

Mpbiieit pa3nessin Ha HOpMaJibHY 0 KOHTPOJIBHYIO Ipymiy (KOHTPOJb, n=0), IpyIIly €
uHaympoBaHHeiM  KomutoM (DNBS+paszbasutens, n=8), rpymmy, KOTOpOHl BBOIMIN
teronpazan (DNBS+reronpasan, n=8), u rpymnmy, KOTOPOW BBOIMJIM KOHTPOJIbHOE
nexapcTBeHHOe cpenctBo (DNBS+pabenpaszon, n=8), 1 OCyIIECTBIISIN SKCIIEPUMEHT.

Jlns uHAy KUKy Konuta ucnosib3osain DNBS (mponykr Sigma-Aldrich, Ne o katasory
556971). Mblweli He KOPMIUTH 3a CYyTKU A0 BBeAeHus 1036l DNBS nist ynanenus gpexanpbHbIx
Macc u3 kumeyHuka. HopManapHONH KOHTpOJBHON rpymnmne BBoAwIU a03y 50%-HOro sTaHomia
UCKJTFOUUTENIHO PEKTAJIbHBIM My TEM.

Bsenenne DNBS ocymecTsisuiu nytem pactsopenust S mr DNBS B 50%-H0M 3TaHoNe
U €ro BBEICHUS PEKTAJIbHBIM Iy TEM.

B rpynmne ¢ Beenmenwem Tterompasana (DSS+rerompasan) mblim, KOTOPOH BBOIWIN
DNBS, nepopansao oMM Teronpasal (7-{[(4S)-5,7-nudrop-3,4-npurunpo-2H-xpomen-4-
wiJokcu }-N, N, 2-tpumeTtmi- 1 H-6eH3nmuna3on-S-kapOokcamMu), KOTOpbIi ObUT pacTBOPEH B
0,5%-H0M (Macc./00.) BOIHOM pacTBOpe METUJILIEIUTIOJIO3bI, B 03¢ 30 MI/KI/CYyTKH NBAKIBI B
CYTKH B TEUEHHE IISITH CYTOK.

B rpynmne ¢ BBeneHueM KOHTPOJIBHOTO JiekapcTBeHHOTO cpeactra (DNBS+pabenpason)
MBIIIHN, KOTOpoit BBoam DNBS, BBOAMIN pabemnpasos o CYyIMECTBY TEM e CaMbIM 00pa3om,
KaK U rpyIre, KOTOPOH BBOAWJIM TETONpPa3aH, 3a HCKIOYEHUEM TOTO, YTO BMECTO TErOMpa3aHa
UCTIOJIb30BAJIN pabenpason.

B rpymme ¢ wnnymmposaHHbIM KonutoM (DNBS+pasz0aBurens) Meimm, KOTOpOH
Beommuii  DNBS, mnepopansro BBommiu  0,5%-mbili  (Macc./00.) BOIHBIA  PacTBOp

MCTUJILCIUTIOJIO3bI ABAXKAbI B CYTKHU.
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B rpynme c¢ BBeaeHueM TeromnpasaHa, IpyMlle C BBEIEHHEM KOHTPOJbHOIO
JIEKapCTBEHHOI'O CPEACTBA U B IPyIIe ¢ UHAYLIUPOBAHHBIM KOJIUTOM MEPOPAIBbHOE BBEIEHUE
OCYIIECTBJISIIN IBAXK/BI B CYTKH IyTeM pa3esieHHs] BBEACHUS HA yTpeHHee/BeuepHee. [locne
BBEJICHUS B TEUEHUE YEThIPEX CyTOK MbIIIEeH YMEPIIBIISUIN Ha S-bl€ CYTKH.

(1) H3mepeHue u pe3yJbTaT H3MEHEHHI MacChl TeJla

(1-1) MbiuumHast Mosieslb KOJIUTA ¢ ucronb3oBanneM DSS

Maccy Tena KakI0H MBILIIU U3MEPSUIA B HOPMAJIbHOW KOHTPOJIBHOU IPyIIe, rpyIIe ¢
UHAYLMPOBAHHBIM KOJMTOM, IPyNI€ C BBEACHHWEM TEromnpasaHa M TIpyINIe C BBEIEHUEM
KOHTPOJIBHOI'O JIEKAPCTBEHHOI'O CpeacTBa. Maccy Tejia MbIIIK U3MEPSIIN KaKI0€ YTPO CO IHs
HauaJja skcriepumMenTa (cytku 0), B kotopbiii DSS He BBOIMINM, 10 9-BIX CYTOK, U Maccy Tena
MBIIIN, KOTOPYIO M3MepsUld B AeHb Hayana skcrepumenta (cytku 0) Oe3 BBemenuss DSS,
onpenensau kak 100%. Pesynbrate! npencrasiens! Ha Our. 1.

B coorsercTBuu ¢ @ur. 1 MOXKHO NOATBEPAUTD, UTO HOPMAJIbHAsI KOHTPOJIbHAS IPyIa
JEMOHCTPHUPOBaJia HETIPEPBIBHOE YBEIMUEHHE MACChl Teja ¢ 1-bIX CYyTOK A0 8-bIX CyTOK. B
OTJIMYME OT Hee, MOKHO MOATBEPAUTh, YTO Ipylna ¢ MHAYLHMPOBAHHBIM KOJIMTOM, IpyImna C
BBEJICHUEM TEroIpa3aHa U rpymna ¢ BBEAEHUEM KOHTPOJIBHOIO JIEKAPCTBEHHOIO CPEACTBA HE
JEMOHCTPUPOBAIN CYILIECTBEHHOIO M3MEHEHHs] MacChl Tesa 10 5-bIX CYTOK, HO Macca Teja
YMEHbINAIACh C 6-bIX CYTOK.

Ha 9-ple cyTkm, korga Mbllled yMEpPIUBIISUIM, MOKHO MOATBEPAUTb, YTO IpPyIma C
MHAYLIUPOBAHHBIM KOJUTOM IOKa3ajla CHIKEHHE Macchl Tena npumepHo 21%, a rpymnma c
BBEJICHUEM KOHTPOJBHOTO JIEKAPCTBEHHOT'O CPEACTBA IMOKa3aia OoJibllee CHIDKEHHE MAacChl,
npuMepHo 23%, ueM rpymna ¢ HHAYLHUPOBAHHBIM KOJMTOM, B TO BpeMsl Kak Ipymma C
BBEJIEHHEM TEromnpaszaHa Mokasaja CHIKEeHHE Macchl Tena nmpumMepHo 14%.

Ha @ur. 1 ** » *** yka3pBaroT Ha cymecTBeHHy0 paszuuny (P<0,01 u P<0,001) mexay
rpynnoii ¢ MHAYLIUPOBAHHBIM KOJMTOM M TPYNNOM C BBEAEHHEM TEronpasaHa,
COOTBETCTBEHHO, U ### yKa3bIBaeT Ha CyluecTBeHHy0 pasHuny (P<0,001) mexay rpynmoii ¢

BBECICHHUEM TCTOIIpasaHa U prnHOfI C BBEACHUEM KOHTPOJIBHOI'O JICKAPCTBEHHOTO CPEACTBA.

(1-2) MblmHast MoJieNlb KOJINTA ¢ uctiosb3oBaHrneM DNBS

H3mepsinm maccy Tena Kaxaoil MbILIKM B HOPMAJIbHOW KOHTPOJIBHOW TPyIIIe, TPyIIe ¢
WHIYUPOBAHHBIM KOJIMTOM, IPyNIe C BBEICHHEM TEronpa3aHa U Ipynne ¢ BBEIECHHUEM
KOHTPOJIBHOI'O JIEKAPCTBEHHOI'O CpeacTBa. Maccy Tena MBIIIK U3MEPSIN KaK0€ YTPO CO IHs
Hauaja skcriepuMenTa 1o Beenernss DNBS (cytku 0) 1o 5-bIX CYTOK, M MacCy Tejia MBIIIH 10

BeereHuss DNBS Ha cytku O onpenemsiin kak 100%. B cnyuae, ecnu Mbimb nmorudana ao
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OKOHYaHHUS SKCIIEPUMEHTA, MacCy 3TOW MBIIIN, U3MEPEHHYIO 3a CYTKH 10 THOEIH, BKIFOUAIH B
JaHHbIE B KAUECTBE MOCIEIHNUX CYTOK SKCIIEPUMEHTA U MEePECUUTHIBAIN (CO CChUIKON Ha Pwur.
15 B oTHOmeHHHM mepuona BbDKMBaHUS H Ko3(duumeHta BbDKUBaHMA). Pe3ynbraThl
npeacTasieHbl Ha Pur. 9.

B coorserctBun ¢ @ur. 9 HOpManbHas KOHTPOJIbHAs IpyNna AEMOHCTPUPOBaja
HENpPEepPbIBHOE YBEJINUYEHHUE MAacChl Teja, a IPyNna C MHAYLHUPOBAHHBIM KOJUTOM, IPyIMa C
BBEJIEHUEM TEronpasaHa U IpyIna ¢ BBEJEHHEM KOHTPOJIBHOTO JIEKAPCTBEHHOIO CPEACTBA
IIPOAEMOHCTPUPOBANIN CYILECTBEHHOE YMEHBIIEHHE MAacChl Teda A0 3-ux cyTok. I'pymnma c
BBEJIEHHEM TEroNpa3aHa AeMOHCTPUPOBaJa yBEJIMUE€HNE MAacChl Tela HaunHas C 4-bIX CYyTOK, U
Macca Tella YBeJIMIUBaIach U AocTurajia npudnusureabHo 105% Ha 5-bie CyTKH, KOTa MBIIIb
YMEPIIBJISUIN, TOATBEPIKAAsi BOCCTAHOBJIEHUE N1OCJIE MIOTEPU MACChI TeJa BCIEACTBUE KOJINUTA.
B ornuuue ot Hee, Macca Tesa B rpynmne ¢ MHAY IMPOBAHHBIM KOJIUTOM U B IPYIIIE C BBEACHUEM
KOHTPOJIbHOTO JIeKapCcTBEHHOro cpencrsa pocrurana 88% wu  89%, COOTBETCTBEHHO,
MOATBEP:KJasi OTCYTCTBHE BOCCTAHOBJICHUs IOCJIE MOTEPU MAcChl TeJla, BOZHUKAIOIIEH T0Ce
BBeneHust DNBS.

Ha ®wur. 9 *** yka3piBaer Ha cymectBeHHyoo pasnuiy (P<0,001) mexxay rpynmoi ¢
WHJIy IUPOBAHHBIM KOJUTOM M TPYMIOH C BBEACHHUEM TerompasaHa, a ### yka3bplBaeT Ha
cymectBeHHy10 pasauiy (P<0,001) mexay rpynmoii ¢ BBEIEHHEM TeromnpasaHa U rpyrmrnoi ¢
BBEJIEHHEM KOHTPOJIbHOTO JIEKAPCTBEHHOT'O CPENICTBA.

(2) U3mepenue u pe3yJbTaT H3MEHEHHI JJTHHBI TOJICTOH KUIIKH

(2-1) MbluHast MosIesTb KOJIUTA € UCTIOb3oBaHHeM DSS

Ha 9-pie cytkum mocne wucxomHoro BBeneHusi 2%-Horo pactBopa DSS  wmbimb
YMEPLIBJISUIM U TOJCTBIM KUIIEYHUK WU3BJICKAIH U1l U3MEPEHHUs] IJIMHBI U3BJIEYEHHOMN TOJICTON
KHUIIKH. Pe3ynbrarel m3MepeHus npeacrasieHsl Ha Qur. 2. (Ha @ur. 2 * ykassiBaer Ha P<0,05
u ** yxaspiBaer Ha P<0,01).

B coorserctBuM ¢ Dur. 2 MOXHO NOATBEPAUTh, YTO IPyINNa C HHAYLUPOBAHHBIM
KOJIUTOM JI€MOHCTPUPOBAJia CYIIECTBEHHOE yMeHblneHue (npubmmsurensHo 80%) B niuHe
TOJICTOM KHIIKH TIO CPAaBHEHUIO C HOPMAJIbHOW KOHTPOJBHOH rpymmoi. COOTBETCTBEHHO,
MO>KHO MOATBEpAUTH, uTo DSS nnaynuposan konut. Kpome Toro, Mo>xHO NMOATBEPAUTD, UTO
rpynmna ¢ BBEACHUEM KOHTPOJBHOIO JIEKAPCTBEHHOIO CPEACTBAa JAE€MOHCTPUPOBANA
YMEHBIIEHHUE TJTUHBI TOJICTON KUIIKH, OJIM3KOE K IPYyTIe ¢ HHAY LUPOBAHHBIM KOJHTOM.

B omnnume OT 5TOro, MOXHO MOATBEPAUTH, YTO IPyNIa C BBEACHUEM TEronpasaHa

ACMOHCTPUPOBAJIa YBCIUYCHUE AJIMHBI TOJICTOM KHWINKH WA OTCYTCTBHE pa3HULBI C
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HOPMAJIbHOM KOHTPOJIBHOW TIPYIIIOH, 4YTO CBHUAETEIBCTBYEM O TOM, YTO TEromnpasas
MUHHMH3UPYET H3MEHEHHE MJIMHBl TOJCTOM KHUINKM WM HHTCHOHUPYET €€ yMeHbIIEHHE,
BBI3bIBAEMOE KOJIUTOM.

(2-2) MblHast MoieNb KOJInTa ¢ ucrosnb3oBanneM DNBS

Ha 5-bie cyTku nocne ucxonnoro seefeHust DNBS Mblb yMepLIBIIsUIN U U3BJIEKAIN
TOJCTYH) KHUIIKY [Jii WM3MEPEHUs [AJUHBbl M3BJICUEHHOM TOJCTOW KUIIKU. Pe3ynbTaThbl
u3Mepenuii npencrasneHs Ha Pur. 10. (Ha @ur. 10 * ykaspiBaer Ha P<0,05).

B coorserctBun ¢ @ur. 10 MOXHO NMOATBEPAUTH, YTO IPYIINA C MHAYLUPOBAHHBIM
KOJIUTOM JIEMOHCTPUPOBaJIa CYLIECTBEHHOE yMeHbIIeHue (mpubnusurensHo 87%) B niuHe
TOJICTOM KMIIKM O CPAaBHEHMIO C HOPMAaJbHON KOHTPOJbHOW rpynmnoil. COOTBETCTBEHHO,
MOKHO mnoxareepautb, yto DNBS wungyuumposan koauT. B oTimyme OT 3TOro, MOKHO
NOJATBEPANTD, YTO IPYIIINa C BBEACHUEM TEronpasaHa AeMOHCTPUPOBAJa OTCY TCTBHE Pa3HULIBI
B JJUHE TOJCTOW KHUUIKM OTHOCUTEJBHO HOPMAJbHOW KOHTPOJIbHAsI TPYyIIbl, YTO
CBUAETEJIBCTBYET O TOM, 4YTO TErompasaH MOANEPKUBAET UIMHY TOJCTOM KHUIIKH,
MHUHUMH3HPYET €€ M3MEHEHUs] WM UHTHOUPYeT €€ YMEHBIICHHE, BBI3bIBAEMOE KOJUTOM.

(3) U3mepeHue u oLleHKA HHAEKCA AaKTUBHOCTH 3a0osieBanus (DAI)

B xauecte DAI xaxxnoe yTpo u3Mepsuii U3SMEHEHHE MacChl TeJla, KPOBSHUCTOCTD CTYJIa

U BSI3KOCTb CTYJIa, U PE3yJIbTaThl OLICHUBAJIHM B COOTBETCTBUU ¢ Tabnuuei 1.

Tabmuna 1
OueHnka ITorepst macchl Tena KpossHucrocTs cTyna BsskocTe cTyna
0 (OtcyrtcTBUE) HopmanpHas Hopmanphas

bonee uem 1% u 5%
1 KpacHblil KpOBSIHUCTBIN CTY I Cnabas
WIH MEHbIIIE

bonee uem 5% u 10% TeMHO-KpacHBIi
2 Ouenrs ciabas
WJIH MEHBIIIE KPOBSTHUCTBIN CTYJT
Bonee uem 10% u 20%
3 Cepbe3Hoe KpOBOTEUEHUE Huapes
WJIH MEHBIIIE
4 bosnee uem 20% - -

Pesynbratel npencraBnensl Ha @ur. 3 u @ur. 11 (B OTHOLIEHUH SKMBOTHOM MOJIENU
KoJuTa ¢ ucronp3osanueM DNBS, B ToM ciydae, koraa Mblilib yMepILIBIAIach 10 OKOHYaHMs
skcnepuMeHTa, oueHky DAI y 3Tolf Mbliin, HM3MEpeHHYI0 3a CyTKHU A0 YMEpIIBJIEHUS,

BKJIFOYAJX B OAHHBIC B KAaUECTBC IOCICAHHUX CYTOK SKCIIEPUMEHTA U KOHBEPTUPOBAJIU (B
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otHoweHnu Pur. 15 ans neprona BbLKUBAHUS U KO3(pPHIeHTa BbUKUBAHIS)).

Ha ®ur. 3 u ®@ur. 11 ** u *** ykaspBaroT Ha cymecTtBeHHy pasauny (P<0,01 u
P<0,001), coOTBETCTBEHHO, MEXAy TIPYNIOH C WHAYLMPOBAHHBIM KOJUTOM H TPYMIIOH C
BBEICHUEM TErolpas3aHa, U # W ### ykas3plBaIOT Ha CyllecTBeHHyK pasHuuy (P<0,05 u
P<0,001), cooTBeTCTBEHHO, MEXIy TIPYIIONW C BBEACHHWEM TErompasaHa M TPyINIoOH ¢
BBEIEHHEM KOHTPOJIBHOTO JIEKAPCTBEHHOTO CPEZCTBA.

(3-1) MbiumHast Mosieslb KOJIUTA ¢ ucronb3oBanneM DSS

B coorserctBun ¢ @ur. 3 MOXXHO MOATBEPAUTH, YTO IPyMNa C HHAYLUPOBAHHBIM
KOJIMTOM Hayaja JAEMOHCTPUPOBATb KPACHBIA KPOBSIHUCTBIM CTyJ C 3-UX CYTOK IIpH
yBenuueHuu ouneHku DAL, u neMOHCTpupOBajia 3HAYUTENbHYIO PAa3HULy 10 CPABHEHHUIO C
NPEeLIeCTBYOIUMHI CyTKAMU Ha O-ble CYTKH, KOTOpbIE MPEACTABISUI COOOW Cleayrolnue
CYTKH IOcJie npekpatieHus BeefeHus DSS s ocynecTBieHus: H3MEpeHHi, a Takke Ha 9-ble
CYTKH, B KOTOPbIE MBIIIEH YMEPLIBIISIIN.

B cootserctBuu ¢ onenkoi DAI MOXHO MOATBEpAUTb, YTO IPyMNa C BBEACHUEM
TEronpasaHa JIeMOHCTPUPOBAIa U3MEHEHHs B Jy4IIYK CTOPOHY IO CPABHEHUIO C IPYIION C
UHAY LUPOBAHHBIM KOJUTOM, a IPyNna ¢ UHAYLUPOBAHHBIM KOJIMTOM M IPYyIIa C BBEICHUEM
KOHTPOJIBHOTO JIEKAPCTBEHHOT'O CPECTBA AEMOHCTPUPOBAJIN 3HAYUTENBHYIO PA3HULY Ha 6-ble
1 9-ble CYTKH [0 CPABHEHUIO € TPYIINON € BBEIEHUEM TeronpasaHa. MOKHO MOATBEPAUTD, YTO
rpynna ¢ BBEACHUEM KOHTPOJBHOIO JIEKAPCTBEHHOI'O CPEACTBA JI€MOHCTPUpPOBAJA
pe3yJIbTaThl, OUeHb OJM3KHE K pe3yJibTaTaM I TPYIIbl ¢ WHAYIUPOBAHHBIM KOJUTOM, Oe3
KaKOW-JTHOO0 Pa3HULIBL.

(3-2) MbinHast MoJieNlb KOJIUTA ¢ uctiosb3oBaHrneM DNBS

B coorserctBuu ¢ @ur. 11 B orHomennu onenku DAL, DAI ysBennuuBancs Bo Bcex
rpynnax BciencTsue BeeaeHus DNBS, Ho B ciydae rpynmsl ¢ BBeneHueM Teronpaszana DAI
3HAYUTENBHO YMEHBIIAJICSA HAYUHASL C 4-bIX CYTOK, IEMOHCTPUPYS CYLIECTBEHHYIO Pa3HULYy C
IPyNIoN ¢ WHAYLUMPOBAHHBIM KOJAWUTOM. B oTimume OT 3TOro, rpynma C BBEIECHHUEM
KOHTPOJIBHOTO JIEKAPCTBEHHOI'O CPEACTBA HE AEMOHCTPHUPOBAJA 3HAYMUTENLHON Pa3HMIBI C
IPYIIION ¢ MHAYIUPOBAHHBIM KOJUTOM. COOTBETCTBEHHO, MOKET OBITh OATBEPKAEH 3PP EeKT
TEronpasaHa Mo yMEHbIICHUIO HHTEHCUBHOCTH CUMIITOMOB KOJIUTA.

(4) HoaTBep:kaenne u pesyabtat 3xkcnpeccun MPHK JCNJ1 B TkaHsix ToJicTOM
KHIIKH

B mbrmmnON Mozenu konuTa ¢ ucnonb3doBanueM DSS pasnuiny B skcnpeccnn MPHK

KCNJ1 um3mepsimu ¢ ucnonp3oBanneM PCR (monmmepasHas LenmHas peaknus) B PEKHME
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peanbHOTO BpeMeHH. Pe3yibratel npeacrasieHsl Ha Our. 4. (Ha @ur. 4 ** oboszHagaer P <
0,01).

B coorserctBuu ¢ @ur. 4 MOXXHO MOATBEPAUTb, YTO IPyMNNa C HHAYLUUPOBAHHBIM
KOJIUTOM JIeMOHCTpUpoOBaja 3HauuTenbHoe yBenuueHue skcrnpeccun MPHK KCNJ1 no
CPaBHEHHUIO C HOPMAJbHOM KOHTPOJBHOW TIPYNIOW, TOrAAa Kak Ipynna € BBEICHUEM
TEromnpasaHa AeMOHCTPUPOBaJa 3HaUnTeNbHOe CHIKeHue skcnpeccud MPHK KCNJT.

(5) IloaTBep:xkneHue wu pesyabTar 3Kcnpeccun MPHK BocnmaauTenbHbIX
LHTOKHHOB B TKAHAX TOJICTOH KHIIKH

(5-1) MblmHast Mosieslb KOJIUTA ¢ ucronb3oBanneM DSS

B mbimmHONM Moaenu konura ¢ ucnojb3oBanueM DSS yposens skcnpeccun MPHK IL-
1B, IL-6, Muc 2 u TNF-a ouenuBanmu ¢ wucnonb3oBanueM PCR B peanbHOM BpeMeHU.
Pesynbrarel npencrasnensl Ha @ur. 5. (Ha @ur. 5 * oboznawaer P < 0,05, ** obo3Hauaer
P<0,01, u *** obo3nauaer P<0,001).

B coorBercTBUM ¢ DPUT. 5 MOKHO MOATBEPAUTD, YTO IPYIIA C BBEJEHUEM TETONpa3aHa
NEMOHCTPHUPOBaJa CTaTUCTUYECKH 3HaunMoe cHukeHue sxcrpeccun MPHK TNF-a u IL-6 no
CPaBHEHHUIO C IPYNION C MHAYIMPOBAHHBIM KOJIUTOM. Kpome TOro, MOKHO MOATBEPAUTD, UTO
rpynmna ¢ BBEAEHHEM TerornpasaHa Takke JeMOHCTPUPOBaJa CTATUCTUYECKH 3HAYUMOE
yBenuueHue oskcnpeccun MPHK Muc2, KOTOpbI sBASIETCS BaXXHbIM  JJISI  3aLLUTHI
SIIUTENIUATBHBIX KJIETOK.

(5-2) MblnHast MoJieNib KOJIUTA ¢ ucnosnb3oBaHrneM DNBS

B wmpimmHON Monenu xonuta ¢ ucnonb3osanueM DNBS yposens skcnpeccun MPHK
IL-17 ouenusanu ¢ ucnons3osanueM PCR B peanbHOM BpeMeHuU. Pe3ynbrarhl npencTaBieHbl
Ha @ur. 12. (Ha ®ur. 12 ** obo3navyaer P<0,01 u *** obo3znauaer P<0,001).

B coorsercTBuu ¢ Pur. 12 MOXKXHO NOATBEPAUTD, YTO I'PYyIINa C BBEICHUEM TEronpasaHa
NEMOHCTpHUpOBajia 3HauuTenbHOe cHmkeHue skcrpeccun MPHK IL-17, mpencrasisroinero
co0OW MPOBOCHAIUTENBHBIN IIUTOKWH, TO CPABHEHHMIO C TPYIIOW C HHAYLHUPOBAHHBIM
konutoM. Kpome Toro, nonrsepskaeno, uro skcnpeccuss MPHK TNF-a u IL-6 nemoncTpupyer
TEHJICHLIMIO K CHIJKEHUIO B IPyNIE C BBEAEHUEM TEronpasaHa M0 CPABHEHWIO C IPYMION C
WHIY UUPOBAHHBIM KOJIUTOM.

(6) Ananu3 c okpamuBanueMm PAS u noaTBepskaeHHe, U pe3yJbTAT NOBPeKACHUS
TKAaHEH TOJICTON KHIIKH

AHamu3 ¢ oxpawnBaHueM PAS ocymecTBisin Ha TKaHAX TOJICTOM KHIIKH,

MOJIyUYEHHBIX U3 KaXKAOW U3 JKMBOTHBIX MOAeNeH, B KoTopbIx Hcnonb3oBaiu DSS u DNBS,
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yTpaTy OOKAJOBHIHBIX KJIETOK OLIGHHWBAJIM B COOTBETCTBHU CO cienyromei Tabmumei 2, a

CTETIeHb TIOBPEKACHNS TKaHEeH OLIEHNBAJIN B COOTBETCTBUHU CO creayromen Tabnmuueit 3.

Tabmuma 2
Onenka Crenenb yTpaTbl OOKaJIOBUAHBIX KIIETOK
0 bonee yem 0% u 10% unu meHbLIe
1 bonee ywem 10% u 20% unu MeHble
2 bonee yem 21% u 35% unu mMeHblue
3 bonee yem 36% u 50% wunu MeHblle
4 bonee uem 51%
Tabmuna 3
Crernenp O6bem
Ouenka IToBpexaeHne KpUnThI
BOCTIAJIEHUs HIOBPEXIEHUS
0 Hopma Hopwma Hopmanpnas
Cnusucras
1 Crnabas 1/3 ot 6a30BOro ypoOBHS
obomouka
Cnuszucras
2 Cpennsis oboJouka u 2/3 ot 6a30BOrO ypPOBHS
TIOJICJIU3UCTAsI TKAHb
HE MOBPEXKIEH TOJbKO
3 Tsoxenast TpancmypanbHOe . .
TIOBEPXHOCTHBIHN SMTUTEIHI
IToBpexnenue BCell KPUNTHI U
4 - -
STUTENUS

Pesynbrare! npencrasiensl Ha @ur. 6, 7, 13 u 14. (va @wr. 6, 7, 13 u 14 * obo3HadaeT
P<0,05, ** obo3Hauaer P<0,01 u *** obozHauaer P<0,001).

(6-1) MblmHast MoiesIb KOJIUTA € UcTionb3oBaHueM DSS

B coorBercTBumn ¢ @ur. 6 MOXXHO TMOATBEPAUTH, YTO B IPYNIE C UHIYLIHUPOBAHHBIM
KOJIUTOM BCE€ KpUNTHl ObUTM B OOIIEM TOBPEXACHbI M BOCHAJIHUTENbHBIE KJIETKH
UH(UIBTPOBBIBAIHCH B CIIU3UCTYIO OOOJIOUYKY TOJICTOH KHIIKH.

B ornuume ot sTOro, B rpymme ¢ BBEIEHHEM TEromnpasaHa HaONoOald 4aCTHYHO
HETIOBPEKACHHYI0 KPUNTY, U TaK)K€ MOXKET ObIThb MOATBEPIKIEHO, YTO, MO CPABHEHHIO C
IPYNIION C MHAYLHUPOBAHHBIM KOJHUTOM, OOKAJIOBHIHBIE KIETKH TAaK)XK€ MPHUCYTCTBOBAJIU.

PesynbraT, AEMOHCTPHUPYIOIIMHA MPHUCYTCTBHE MNPOAYLHPYIOINX MYyLUUH OOKAJOBUIHBIX
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KJIETOK, COIJIACYeTCsl C Pe3yJbTaTOM, 3aKIIOYAKLIUMCS B TOM, YTO IPyNNa C BBEIECHHUEM
TEronpasaHa IEeMOHCTPUpPOBaJia yBenuueHue ypoBHs skcnpeccun MPHK no cpaBrenuro c
IPyIIIOH C MHAY LUPOBAHHBIM KOJIUTOM B 3KcnepuMenTe no skcnpeccun MPHK Muc?2.

B coorserctBum ¢ Dur. 7 MOXKHO NOATBEPAUTD, YTO IPYIIA C BBEACHUEM TEronpa3aHa
JIE€MOHCTPUPOBAJIa 3HAYMMOE YyMeHblneHue oueHku (5,38+1,8 eamHuWI)) MO CpPaBHEHHUIO C
IPYIIIOH C MHAYLHUPOBAaHHBIM KonuToM (8,75+1,6 enunuiy). B ornmume ot sToro, rpymma ¢
BBEJIEHHEM KOHTPOJIBHOIO JIEKapCTBEHHOTO cpeacTna (8,12+1,8 equHunir) He 1eMOHCTpUpOBaa
3HAYUTENBHOIO OTJINYMs OT IPYIIbI C MHAYLUUPOBAHHBIM KOJUTOM C TOYKH 3PEHHsI CTEIIEHU
MOBPEXKIECHUs TKAaHU.

(6-2) MblmHast MojieNb KoJIuTa ¢ ucronb3oBanrneM DNBS

B coorserctBun ¢ ®@ur. 13 MOXHO NOATBEPAUTH, YTO B IPyNNe C MHAYLUPOBAHHBIM
KOJIUTOM KpUOThI B O0meM ObUIM TOBPEXIEHbI M  BOCHAJIUTENbHbIE  KJIETKH
UH(PUIBTPOBBIBAIUCH B CIM3UCTYIO 000JIOUKY TOJICTOH KHMIIKH. B oTimume ot 3Toro, B rpymnmne
C BBEJICHUEM TeromnpasaHa oOHapy KUBAJIM YaCTMYHO MHTAKTHBIE KPUITHI U MOATBEPIKAAIOCH
NPUCYTCTBUE MPOAYLHMPYIOIINX MYLHH OOKAJIOBHIAHBIX KJIETOK, IO CPABHEHHUIO C IPYIIION €
UHAY LUPOBAHHBIM KOJUTOM.

B otnmume ot 3T0r0, OBIIO MOATBEPIKASHO, YTO MOBPEKIEHHE KPUIIT HE YMEHBINAIOChH
U ytpara OOKaJOBUIHBIX KIJIETOK ObUla BbIIIE B TPYNNE C BBEACHUEM KOHTPOJIHHOTO
JIEKapCTBEHHOI'O CPEACTBA MO CPABHEHUIO C IPYIION ¢ UHIY IUPOBAHHBIM KOJUTOM.

B cootercTBuu ¢ Dur. 14 MOXKHO NOATBEPAUTD, YTO IPyIINa C BBEICHUEM TEronpasaHa
JEMOHCTPUPOBAJIa 3HAUYUTENIbHOE YMEHbLICHHe OUeHKU (4,1+16 eauHuI]) Mo CpaBHEHHIO C
IPYINIION ¢ MHAYLUHUPOBAHHBIM KOJUTOM (6,8+2.1 enunui). B ommmume ot 3Toro, rpymnma ¢
BBEJIEHUEM KOHTPOJIBHOTO JieKapcTBeHHOTo cpenctia (7,0+1,4 enuHuIl) He TEMOHCTPUpPOBAJa
3HAUUTEJIbHBIX OTJIMYUN OT IPyIIbl ¢ HHAYLUPOBAHHBIM KOJIUTOM C TOYKH 3PEHMs CTENEHU
MOBPEXIECHNs TKAHU.

(7) OxcnepumenT no uccaegosanuio FITC-gexcrpaHoBoii npoHunaeMocTH

3a dyeTblpe uaca A0 YMEpLIBIEHMs MbIIIHU B MbIIIMHON MOAENU KOJUTAa C
ucnonb3oBanueM DSS mbimm nepopansHo BBOommm FITC (¢nyopecuenH HW30THOLHMAHAT)-
nexctpad (80 Mr/mit), MoCie 4ero OCYIeCTBIISTN Iy HKIUIO CEPLA Il U3MEPEHHSI BETUIHHbI
FITC B ceiBopoTke kposu. IIponunaemocts (%) mepecunThIBaIM Ha OCHOBE HOPMAJIbHOU
KOHTPOJILHOU rpynnsl. Pe3dynbrare! npencrasneHnsl Ha Qur. 8.

B coorserctBum ¢ ®@ur. 8 rpynna ¢ MHAyLHUPOBAHHBIM KOJUTOM AE€MOHCTPHUPOBAA

yBenuueHue BenunuuHbl FITC, urto cBunmerensctByer o ToM, uyto DSS unayuuposan
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MOBPEKAEHNE IJIOTHBIX KOHTakTOB. KpoMe TOro, MOXXHO MOATBEPAUTDH, YTO IMOBPEKAECHHE
IJIOTHBIX KOHTAKTOB HE YMEHbIIAIOCH B IPYIIIE C BBEEHUEM KOHTPOJILHOTO JIEKAPCTBEHHOTO
CpencTsa.

B ornuuune oT 3TOro, MOKHO MOATBEPAUTH, UTO TPYyINa C BBEAEHHEM TErolnpasaHa
JE€MOHCTPHUPOBAJa 3HAUNTENbHOE YMEHBIICHNE MOBPEKACHMS IJIOTHBIX KOHTAKTOB.

(8) DxkcnepuMeHT MO MOKA3ATEJNI0 BbIKHBAHHUS B MBIIINHON MOAEJH KOJHUTA €
ucnosb3osanuem DNBS

Omnpenensiny nokasarenb BbDKUBAHUS B MBILIMHON MOAenu UHAyLupoBaHHOro DNBS
KOJINTA, U Pe3yJIbTaThl IpeacTaBieHbl HAa Dur. 15.

B coorsercTtBun ¢ @ur. 15, nokaszaresnb BbDKUBAHUs B IPyIIE C MHIYLHUPOBAHHBIM
KOJIUTOM U B TPyMNIE C BBEIEHUEM KOHTPOJBHOIO JIEKAPCTBEHHOI'O CPEACTBA Ha 5-€ CyTKHU
coctasist 50% u 75%, coorBeTcTBeHHO. OTHAKO OBLIO MOATBEPIKIEHO, YTO BCE CYOBEKTHI B
Ipynmne C BBEJEHUEM TEerompasaHa BbDKHUBAIU AO IOCJIEJHUX CYTOK 3KCIIEPUMEHTA, 4TO
CBUAETEIbCTBYET O TOM, 4YTO TErompa3aH yMEHbIIAeT HWHTEHCUBHOCTb CHMITOMOB
uHaymposanHoro DNBS konura.

B pesynbrare sKcnepuMEHTa MOXHO HOATBEPAUTb B COOTBETCTBHM C MBILIMHON
MOJZIeNbl0 ¢ MHAYLupoBaHHbIM DSS mnu unayuuposanasiM DNBS konmutoMm, yTo rpymnma c
BBEJIEHHEM TOTOIpas3aHa AEMOHCTPUPOBAJa 3HAUYUTEIBHOE YMEHBIIEHUE HHTEHCHBHOCTH
CHUMIITOMOB C TOYKH 3PEHUs JAJIMHBI TOJICTON KHUIIKH, NMOTepU Macchl Tena u oneHku DAI no
CPaBHEHUIO C HOPMAJIBHOW KOHTPOJBHOW TIpynmnoil. [[pyrumu cioBamu, C TOYKHM 3pEHUs
TUCTOJIOTMUECKUX ~ PE3YJIbTaTOB, HEKOTOpble M3 HEMOBPEXKIEHHBIX CTPYKTyp KPHUIOT
OOHapyKMBaJ M B TPyIIEe C BBENEHHEM TErompasaHa II0 CPAaBHEHHUIO C TPYIIOH C
UHAYLMPOBAHHBIM KOJUTOM, KOTOpas I€MOHCTPUpPOBaja TSDKEIOe MOBPEXAEHHE, U MOXKHO
NOATBEPAUTb CTATHCTUYECKH 3HAYMMBIA 3((EKT 3almmThl CIU3UCTOH OOOJOYKH OT
NOBPEXKACHN Jake B OLeHMBaeMbIXx pesyiabTatax. [loaTBepaunm, uTO TeromnpasaH
IeMOHCTPHUPYeT 3 (HEKT 3HAUUTENBHOTO OCIA0ICHHUs HApy IIEHUS] KUIIEYHOW MPOHULIAEMOCTH,
BBI3BAHHOT'O BOCTIAJIEHHEM, HO 3 EKT yMEHBIIEHHS BOCTIAJICHHUS B TOJICTON KHUIIKE HE MOT OBl
OBITH MOATBEPIKIIEH B TPYIIIE C BBEIEHHEM KOHTPOJIBHOTO JIEKAPCTBEHHOTO CPEACTBA, KOTOPOE
npencrasisier codoii PPI nekapcTBeHHOE cpencTBo padernpasol.

B ofmem, MOXHO MOATBEPANUTD, YTO (papMalleBTUYECKast KOMITO3ULHS, BKITFOYAROIIAs
TEromnpasaH B KadecTBe 3(P(EeKTHBHOrO WHIPEIUEHTa, B COOTBETCTBHU C HACTOSIINM
nu3o0pereHneM, obyanaeT NMPeBOCXOIHBIM NEHCTBUEM B IUIAHE MPEAYNPEKICHHUS U JICUCHUS

KOJIUTA.
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XOTsl KOHKPETHBIE COCTABJIIIOLINE HACTOSILIEr0 H300peTeHus MOAPOOHO ONMUCAHBI
BBILIE, CIIELHAIUCTY B JAHHOW 00JIACTH TEXHUKH IOHSITHO, YTO TaKHE€ MOAPOOHBIE PACKPBITHS
NPUBEAEHbl MCKIIOYMTEIbHO JJIs1 MJIFOCTPALMU I[PUMEPOB  BOIUIOIIEHUN, HO He

npeanojgaracTes, YT0 OHU OrpaHUvInBaOT 00BeM HAaCTOAIICTO I/I306peTeHI/I$I.



dopmy.Jia uzodpereHust
1. dapmaneBTUYeCKasi KOMIO3ULMS Il NPENY IPEKACHUS WIN JICYEHUs] KOJIUTA,
cofep Kalasi CoeqUHEeHNe, MPEACTABICHHOEe YKa3aHHON HI)KEe XUMHUYECKOH ¢opmyoi 1, ero
(bapMaLeBTHUECKH MPUEMJIEMYIO COJIb, €r0 THAPAT WM COJNBbBAT WJIM UX CMECh B KaueCTBE
3¢} (eKTUBHOIO UHIPEUEHTA!

[Xummueckas gpopmya 1]

H3

CHs

2. dapmareBTH4eCKasi KOMIIO3UIMSA MO I. 1, Iie KOJHWT NPeAcTaBisieT coOoi
BOCHanuTeabHOe 3aboneBanue kumeynuka (IBD) nnm cuHapom pa3ipaKeHHOTO KUIIEYHHKA.

3. dapmarieBTUYeCKass KOMIO3HMLHUS MO M. 1, rie KOJUT MpencraBiseT coOoi
BOCMAJIMTEIbHOE 3a00JIeBaHME KHIIEYHUKA, W YKAa3aHHOE BOCHAJHUTEIbHOE 3a00JeBaHUE
KHIIEYHUKA TMpeacTaBisier coboit OomesHb KpoHa, sS3BEHHBIH KOJHT, KUIIEYHYHO OOJIE3Hb
bexdera, HPEKIIMOHHBIN YHTEPUT, HLIIEMUYECKYIO OOJIE3Hb KHIIEUHUKA WM PaJHallMOHHbIA
SHTEPUT.

4. dapmarieBTU4YeCKass KOMIO3HMLUS TO M. 1, TZle KOJNUT MPEeACTaBisieT COOOi
OCTPBII KOJIUT.

5. dapmarieBTUYECKasT KOMITO3UIMS IO 1. 1, rie yKa3aHHYO (hapMareBTHYECKY IO
KOMITO3ULIMEO BBOJAT NEPOPATIBHO.

6. dapmarieBTHYEeCKass KOMIIO3UIHMA 1O M. 1, re ykasaHHasi papMareBTHIECKast
KOMITO3UIMS] HMHTHOMPYeT WIM T[OJAABJSIET S3KCIPECCHI0 MO MEHbLIEH Mepe OIHOTO
BOCTIAJIUTEIBHOTO IUTOKHUHA, BEIOPAHHOTO U3 rpynisbl, cocrosmei u3 TNF-a (pakTop Hekpo3a
onyxonu-anbda), IL-6 (uaTepaeiikun-6), IL-17 u IL-1p.

7. Crioco® mpenynpekaeHuss WM JICUEHUs] KOJUTA, BKIFOYANOLIUI BBEICHHUE
WHIMBUAYYMY TepaneBTHUECKU 3(P(PEKTHBHOTO KOJIMYECTBA COEAMHEHUs], MPEICTABICHHOTO
xuMmr4deckon gpopmytoii 1 mo . 1, ero ¢papmarieBTHIECKH TPUEMIIEMOH COJIH, €r0 THAPATa WIIH
COJIbBaTa WIHA UX CMECH.

8. [IpumeHeHne CoeTMHEHMs], IPEICTABICHHOTO XUMIUecKoi hopmyroi 1 mo . 1,
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ero ¢apManeBTUYECKH NMPHEMJIEMOI COJIM, €ro Tuapara WM COJbBATa WM UX CMECH IS
MpeayNnpexIeHUs] WIN JICYSHUs] KOJINUTA.

9. ITpuMmeHeHne coeAMHEHMs], TIPEICTABICHHOro XUMIueckon gpopmyoii 1 mom. 1,
ero (QapManeBTHUYeCKH MPHUEMJIEMOIl COJM, €ro rujapaTa WIM COJbBaTa MM HX CMECH B

HU3TOTOBJICHUH JICKAPCTBEHHOT'O CPCACTBA AJIA JICHCHHWS KOJIUTA.
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