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OIMMCAHUE WM3OBPETEHUA
2420-558246EA/042
®APMALIEBTMUECKME KOMIIOBULIMMA IJISI KOMEMHMPOBAHHOW TEPAIUNU
OBJIACTL TEXHUKM, K KOTOPOW OTHOCUTCHA M3OBPETEHWE

Hacrosdamee n300peTeHNre OTHOCUTCH K bapMalLeBTUUECKUM
KOMOMHAaLMAM, comepXxaumMm arOHUCT PPAR " (S,E)-8-(4—-(2-
OYTOKCUBTOKCHU) beHMII) —1— (2-MeTuminponmi) —N— (4— ( ( (1-nponmia—1H-

MMUIOA30JI—5—WJI) MeETWJI) CYJIbOuHMII) pernmi) -1, 2, 3, 4-

TeTparunpodbeHs30 [b] azounH—5—kapbokcaMu, TaKxe V3BECTHHEM Kak
LIEHUKPUBUPOK (CVC), wWIM eIro IIPpOUBBOIOHEE, U UX IIPUMEHEHUK B
KOMOMHMPOBAHHOM Tepalnu.

YPOBEHL TEXHUKU

CorJjlacHO BamMHTI'TOHCKOMY PYKOBOICTBY II0 MEOMIUMHCKOWM Tepaluu
(3l-e wmsm.; 2004; Lippincott Williams & Wilkins), 3aBojieBaHUda
[leUyeHy MOXHO pa3melJIMTh Ha pas3JIMuHbBe ITPYIIE, B YaCTHOCTU BUPYCHEHE
3aboJjieraHmA, MeIMKaMeHTO3HEEe 3abojieBaHMA IledeHM U aJIKOT'OJIb—
MHIOIYLUPOBAHHEE 3aboJieBaHMA reyeHy, MMMYHOOIIOCPEeOLOBaHHEe
3aboJieBaHMAa IledeHM, MeTaboJMuecKre 3abojieBaHMA IIedeHM, IIpouue
3aboJieBaHMda, TakMe KaK HeaJIKkoT'oJibHad Xupoead OOJIe3Hb I[IeUeHU, U
OCJIOXHEHMS I[IeUeHOUHOM HeJoCTaTOUHOCTM (Takue KakK MOJIHMeHOCHas
[IeUyeHOUHAasa HeIOCTATOUHOCTE MM TelaToleJUInJIApHas KaplMHOMA) .

B uyacTHOCTHM, HeaJIKOTOJIbHad XupoBasd OoJie3Hb IeueHu (HAXBII)
ABJIAETCSA PacCIpOCTPpaHeHHBEM 3aboJieBaHUMeM IIeUeHU C TUCTOJIOTMUEeCKUMA
Opu3HakKaMyM  aJIKOTOJIbL—UMHOYVIMPOBAHHOM  XUPOBOM  OOJIe3HM IIeUeHUu vV
Jogel, KOTOpHEe IMHOTPpebJgnT Majloe KOJIMUECTBO WM He YIOTpedJigioT
ajJkoroJib (Yeh M et al., 2007; Marchesini G et al., 2003). HAXEI
oByCJIOBJIEHa AaHOMAaJIbHEM yIepXaHueM JIMIOMIOOB B KJeTKaxX (0BOBUHO
Ha3BEBaeMHX CTeaTo30M), COOHTMEe uYalle BCTpedaKmeecd B IIedeHHU,
IIOCKOJIEKY TJUIaBHEIM O0OpasoM HSTOT OpTraH oTBedaeT 3a MeTaboJu3M
JIUTINIOB . HAXEII wumMmeeT CIIEKTP TUCTOJIOTUUYECKUX dopmM, BKJIIOUA A
CTeaTo3 IIedeHM ¥ HeaJIKOTOJIbHEM CcTeaTorenaTuT (HACT'), KOTOPHMU
XapakKTepusyeTcs BOCIIaJIeHMEM [eyeHy, cTeaTo30M, HEKPO3OM U
dnBpo30OM n3—3a paspyleHmnsa KJIETOK reyeHn. CocToaHMUA,
accoumMmpoBaHHEEe C HAXEIl, paszsHoOoOpa3HH M BKJILUAKLT IuabeT TuUula 2,
OXVpEeHUE, OUCIIUTINIEMUAIO, MeTaboJMueCcKUm CHUHIPOM, JleueHue
TeNaTOTOKCHUUHEIMY IIpelapaTaMy, TOKCHUMHaAMM, WMHOEKIMOHHEIMU aTeHTaMu
WM BOBIEVCTBUE IPYIUX SK30TEHHHX (aKTOPOB.

XoTg HAXBII OOBIUHO uMeeT ODodpoKaueCcTBEeHHOE,
HellpoT'peccHupyklee KJIMHUYEeCKOe TeueHre, HACT ABJIAETCHA

[IOTEHIIMAJIEHO Cepbe3HHM 3aboJieBaHMeM; 0 25% MNaluMeHTOB MOT'YT BHTH



[IOPaXeHE IPOTpecCcUupylmrM  oudpo30M, LMPPO30OM M MOTYT MMETH
OCJIOXHEHM A npu nopTaJbHOM TUIIEPTEH3UN, IeueHOUYHOM
HENOCTAaTOUYHOCTHU n TelaToleJJIJISAPHOM KaplLUMHOME, uTo
CBUIETEJLCTBYET O HeOOXOOVMMOCTM pPaHHeM ¥ OpaBUJIbHOM oleHku (Yeh
M et al, 2007).

CpencTBa nJa4 200ekKTUMBHOTO JeueHMa O(UOPO3HEIX 3abdoJieBaHUM
rieyeHu, B yacTHocTM HAXBII m HACI', BcCce elle HeOoOCTaATOUHE. 4
naumeHToB ¢ HACI' BCe elle OTCYTCTBYET YCTAHOBJIEHHOE JIeUueHMe, U B
KJIMHUUECKUX VICIIEITaHUAX ornpoBoBaHoO HECKOJIBKO KJIMHUYECKUX
BapnaHTOB (Vuppalanchi R and Chalasani N, 2009, Dowman J.K et
al., 2009) . ST MCCJIeOOBaHMSA  BKJIOUAKT MCIOJbB30BaHME  MHOIUX
PasIInUYHBEIX CeMeMNCTB XUMUYE CKMUX CoeIMHEeHUN (pmbpaToB,
THa30JIMONHIVNOHOB, OUTYaHUIOB, CTaTUHOB, KaHHaOMHOUIOB) u
TepalleBTUUYEeCKMUX MHUIMeHeM (aOepHBIX PeLenTopoB, PEeLellTopOB
AHTMOTEH3MHAE, KaHHaOMHOUIOHEIX PELelTOPOB, penykTass HMG-CoA) .
HemasHO nccyeloBaHnda C MCIIOJIb30BaHMEM TUA3OJUONHIVNOHOB
(pOCUTIIMTAas30H M OUMOTJIMTA30H) IIoKaszajiM, 4YTO DSTM IIpelapaTH MOI'yT
YyJIydllaTbk COCTOfAHUe IIeueHM, HO JiIeueHue 5HSTUMKM IpelapaTaMu He
obxomurcsa 0es3 HexeJlaTeJbHEX 20heKToB, TaKMxX KaK IIOBHIIEHHHM PUCK
3aCTOMHOM CepOedHOV HeIOCTAaTOUHOCTM WM  OCTeollopo3a, a Takxe
yBeJIMUeHMe MAacCCH Tejla C oOKa3aHMeM IICUXOJIOTMUECKOT'O BO3IEVCTBUI
Ha naumveHrta (Dowman JK et al., 2010; Shiri-Sverdlov R et al.,
2006; Neuschwander—-Tetri et al., 2003). KiIMHMUeCKME MCIHTAHUL,
BKJIDUAKIME BBeleHMe KaHHaOMHOMOOB, BHEABUIM IpodJieMy, CBSA3aHHYID C
HEepPBHO-TICUXMUECKMMM HapymeHuamMu (Vuppanchi R and Chalasani N,
2009). B mpyrux MeToOax JIeUeHMs, IIPUMeHSIeMHX B HacTosdllee BpeMHd,
NPeINpPMHMMAKTCSA IIOMNBITKM ONPpelesIMTh JeKapCTBEeHHEE BemecTBa OJIA
npmMeHeHud IOpu HACI' B KaueCTBe aHTUOKCUIAHTOB, HO HM OIOVH U3
2TUX MEeTOIOB JIeUeHMsS I[IoKa He »Jajl yOeIMTEeJIbBHEIX pPes3yJIbTaTOR
(Nelson A et al., 2009).

HeCcKOJIbLKO COeOMHEeHUM C pas3JIMUHBIMM MexXaHu3MaMy »OeMCTBUS B
HacTodAllee BpeMd MNPOXOOAT KIMHMUECKOE MCIHTaHMe Gasz3H 2 MiInm 3.

1-[4-meTunTrodenmii] —3— [ 3, b—oumeTmii—4—

KapBoKCUIVME TUJIME TUJIOKCUPEHWII] IPOIN—2—eH—1—-0H (pmadmubpaHop I
ELA, paHee M'3BEeCTHHN Kak GFT505), IOBOVHOM aTOHUCT PPAR-
ajlnba/mennTa, omMcaHHEHM B W02004005233 oO6JjlamaeT CBOMCTBaMM,
KOTOPEE MOTYT OBITH IIOJIEe3HH IJISA JiedueHMI pamOa 3adojieBaHMuM, BRJIOUASA
dnbposHEHE paccTpoMCTBa, TaCTPOBHTEPOJIOTUMUECK e 3aboJIeBaHUd WU
3aboJIeBaHMA I[I€UYeHM, B YaCTHOCTM XOJIecTaTuueckue 3aboJieBaHUA,

TakMe KaK I[IepPBMUHHEM KeJJUHBEM XxXoJIaHTUT (PBC) wu IICX ([IepBUUHLM



CKRJIEPO3UPYIMUN XOJaHTUT), WiIn 3adoJieBaHMA IIedeHM B UYaCTHOCTHU
HeaJIKOT'OJILHEE XUPOBLEIE BoJie3HU IIeYyeHu (HAXEIT) , Takue Kak
HeaJIKOTOJILHHY CTeaTOoTelaTHUT (HACT") . 2J1admbpaHop OLEHUBAJU B
OTHOIEHUN KJIMHUUEeCKOM spdexTUBHOCTM nOpu HACTT B OINHOJIETHEM
uccJengoBaHmmu ¢a3e 2b, OCHOBaHHOM Ha ©Ouorncum nOeueHum (GFT505-
2127), OIHOM M3 KPYIHEWNMX MHTEPBEHIMOHHHEX MCCJedOoBaHuM, KoIIa—
IO MNPOBOIOMBIMXCS B OTHOmMeHMM HACI'. Ha cCeTroOHAmMHMNM »OeHb OoJiee
ueM VY 800 NauvMeHTOBR U SOOPOBEX  HOOOPOBOJIBIIER 2J1adnUBpaHopP
IpOOeMOHCTPUPOBAJ IIOJIe3HHE CBOMCTBa B OTHomeHuM HACIT', BKJIOUYad, B
YAaCTHOCTHM: VYJYUIleHMe MapKepoB OUCOYHKUUM I[IeueHM, BKJwouasa ALAT,
ASAT, vGT, ALP; yIyulueHue UYBCTBUTEJILHOCTHU K MHCYJIUHY "
ToMeoCTasa TIJIOKO3H,; OJaTronNpuAaTHOE BO3IEVMCTBME Ha JMIOMUIOH I1JIa3MH,
B TOM UMCJIe CHWXeHME YPOBHEW TpuUIUiMlepunoB ¥ XC-JIIHII B mjgasMme, a

TakXe IIOBHIIeHMe YpoBHA XC-JIIBII; MOPOTMBOBOCHAJIMTEJIbHEHE CBOWCTRA;

30PeKTUBHOCTEL IO  I'MCTOJIOTMUECKMM IHapaMmeTpaM HACT (cTeaTos,
BOCIHaJleHne, ¢ubpo3) Ha MoOOesiax OoJIe3HeM XMBOTHHX — aHTududposHad
AKTHUBHOCTE ; " OTCYTCTBME npobJjem C 0e30IaCHOCTRID OBLIIO

IIOATBEPXIEHO B 2-JIeTHEeM MCCJIeOOoBaHMM KaHIEepOTEeHHOCTM C IIOJIHHEM
HabopoM TOKCUJIIOTMUECKMX TeCTOB. B HacTodmee BpeMda 5siadudbpaHop
IPOXOIUT MCIHTaHMEe B KJIMHMUECKOM MCCJelOoBaHMM (Qasbl 3 B OTHOIEHUMU
JeueHusa HACI'. Taxkxe HadvaJ M IOPOBOOMUTEL OILIEHKY IIPUMEHMMOCTHU DSTOITO
BemecTBa OJg JedeHusa PBC B KIMHMUECKOM MCIHETaHUM (Qase 2.

CvC, IBOMHOM AHTAT'OHUCT CCR2/5, aBJgeTcs IPYyTUM
COoeIMHeHUEM, KOoTOopoe OBUIO HOPedJIOXKeHO IJga JiedeHusa HACT wiaum
pnbposza mnedveHn. PaHee CVC oueHMBaaIM B wucciaenoeaHuy CENTAUR dasw
2b nnda JgedveHmsa HACI' y B3POCJEIX [aAallMEHTOBR C (QOUOPO30OM II€UeHU, IIPpU
2TOM OCHOBHBEIM pPe3yJIbTAaTOM JIeUeHMSd CUMTaJlM MMHMMAaJIbHOe, Ha 2
faila, YyJAydlleHVe TII0 IKaJje NAS, CONpOBOXIaeMoe YMeHbIleHeM JIMOo
JOOYJIAPHOTO BOCHaJlIeHMd, JMOO TelaTOoLeJJIJIIAPHOTO OaJlJIOHUPOBaHUSI
Kak MMHMMYM Ha 1 0ajljl IocJle OIOHOTO Toma JedeHus 150 MI' moson
CVC, BBOIMMOM IepopalibHO OIMH Pa3 B CYTKM Kaxioe YTpoO C eIou.
OoHaKO OCHOBHOM pe3yJbTaT He OBJI OOCTUIHYT. B xXooe MCCIeIOBaHUA
OB TIOJIYUEHBE HOaHHBEE, CBUIOETEJNLCTRyKIMe 00 yMeHblleHUuM ©(udposa y
onpeneJleHHOM IOJM TalMeHTOB, HOoJyudyaBmmx CVC, TI@IO0 CpaBHEHMI C
mnalnedo. Kak cJencTBMe, B 2 HACTOdllee BPeMA BHIIOJHAKT OLEHKY
sbpbexrTUBHOCTHM CVC misa JiedeHusa O(muOposa NedeHM Yy HaluMeHToOr ¢ HACT
B mccijenobaHuu AURORA, dasza 3, OCHOBHOM KOHEUHOM TOUKOM KOTOPOTO
ABJIAETCHA YyJydleHre ©@oubpo3a dYepes 12 MecdleB KaK MWMHMMYM Ha 1
craguio (corjlacHo cucTemMe NASH CRN) 06e3 yxXyOmeHMsa cTeaTorelaTUTa

n  YJIyUIlIeHHEIEe IIoKasaTeJlM IIO0O CpaBHEeHMI C maunedo 1o COBOKYHHOﬁ



OlleHKe B KOHEUHOM TOUKe TUCTOINATOJIOTMUECKOTO IIPOTpPecCUpoOBaHMA OO
umMpposa, CBAB3aHHEIX C IIeUeHbd KIMHUMUECKMX MCXOOOB U  obmen
CMEPTHOCTH .

3a pasepuTHe HACI' o0OTBeUalT HECKOJIBKO MexXaHM3MOB, HO HerT
HUKaKOM MHoOpMalnY, obecrneunBamIen NIOHVMaHue TOTO, Kakme
KOMOMHaAUUM [NTPOOYKTOBR I[IO3BOJMMIM OH 500eKTUBHO YJIYUIMTE Tepalno
HACT'. Hacrodmee mM300peTeHMe OTHOCUTCHA K TaKOMy HeOXMIaHHOMY
YIIYUIIeHUD .

CYIHOCTE UM3OEPETEHUA

HacTosamee n3obpeTeHue OTHOCUTCHA K KOMOMHUPOBAaHHOMY
NPpOOYyKTY, CcomoepXalleMy :

(1) CVC mam aHaJoT, ero QapMalleBTHMUYeCKM OpHeMIIeMyl COJIb WMJIU
coJibBaT, U

(ii) no MeHbmeM Mepe, OOMH aroHucT PPAR dopmyser (1) :
Y4

A Y,

Y2

B KOTOPOM:

Y1l mpencraBJjsgeT co®ol TajioreH, Tpynny Ra mam Ga—-Ra;

A mpencTaBJsgeT cobow rpynny CH=CH wuam CH2-CH2;

Y2 mpencraBijsgeT cobom rpyrmny Gb—-Rb;

Ga um Gb, OIVMHaAKOBEE WJIM Pas3HBEEe, OPpeICTaBJgAlT cobo¥ aToM
KMCJoponoa WM CEPH;

Ra nmnpencrarjsgeT cobo¥ aToM BOOOpoOOa, HesaMemeHHy© (Cl-
C6) aJIKMIILHYIO TPYyImny, (C6—-Cl4) apuIbHYD TPYIIIY MIIN (Cl-
C6) alkMJIbLHYID TpPYyINy, KOoTopad 3aMelleHa OIOHMM WM 0oJiee aToMaMM
rajioreHa, (C1-C0) aJIkOoKCH WA (C1-C6) aJIKMJITHO TPYIIy, (C3-
Cl4) UMKJIOAJIKMIILHYO TpyImny, (C3—-C1l4) UMKJIIOAJIKMIITHO TPYIIIIE MJIIN
TeTepOLUKINUECK e TPYIIIH;

Rb mnpezncrarjgsger cobon (Cl-C6)alKMIIbHYD TPYINY, 3aMeleHHVYO
o MeHbmel Mepe —COORC TpyHonon, roe

Rc rmnpencraBasgeT cobo¥ aToM Bomopomda wuau (Cl-C6) alKMUIIBHY
Tpyllly, KOoTopasd 3aMelleHa WJIM He 3aMelleHa OILHMM WM 0oJiee aToMaMM
rajioreHa, (C3-C1l4)uMkrJOaJIKUJIbHEIE TPYIIE WM I'eTepPOLUUKIIUYEeCKHUE
TPYIIH; U

Y4 m Y5, oIOIMHaAKOBEE WMJIM Pa3HHe, IOIpeOcTaBJagonT cobon (Cl-



C6) alKMJILHYID TPYyIIly, KOTopasd 3aMelleHa WM He 3aMelleHa OIHMM WIIN
BoJiee aToMaMM raJioreHa, (C3—-C1l4) uMKJIOAJIKMJIbHEE TPYIIIIE WMJIIn
TeTEePOUUKIINUECKKe TPYIIH.

B KOHKPEeTHOM BapMaHTe OCYIEeCTRJIEHUA KOMIIOHEHT (i)
KOMOMHaUIMM  IIpencTaBJIigeT cobom CVC wmam ero GdapMaleBTHUUECKU
[preMIeMyn COJIb.

B KOHKPETHOM BapMaHTe OCYIeCTBJIeHMS I[I0 MeHblley Mepe OOMH
aTOHMUCT PPAR npencrTaejdgaeT cobom 1-[4-MeTHmnTmuodperHmsi] -3—-[3, b—
oVMe TUII—4-KapBOoKCUOMME TUIIME TUIJIOKCUOEeHMIT ] IIpoll—2—eH—1—-0H
(ernadmbpasop mam ELA, paHee M3BEeCTHHM Kak GFT505).

CorJiacHO NpenlIouTUTeJIbHOMY BapMaHTy OCYIEeCTRBJIEHUA
HacToAmero u3o0fpeTeHMsI KOMOMHUMPOBAHHHM OPOOYKT IO M300peTeHU’
comepxuT CVC u s5admdpaHop.

Kpome TOTO, KOMOVHUPOBAaHHLIM NpOoOyKT 1o HacToAleMy
U300peTeHNId MOXEeT MNOIOJIHMTEJILHO COoIepXaThb II0 MeHblley Mepe OIOuH
TepalleBTUUYECKM aKTUBHHM aTreHT C UM3BECTHOM aHTUOUOPOTHUUECKOM
AKTMBHOCTBLIO, BHOPAHHEM M3 OIUPOEHMIOHA WM MHIUOUTOPOB aKTUBHOCTU
PELEeNTOPHEX THUPO3MHKMHA3 (RTKI), Takux KakK HMHTeIaHuO, copadeHmd
n opyrux RTKI, wuim O6JIOKaTOPOB PEeLEeNTOPOBR aHIMoTeH3mMHa I1I (AT1),
uiam wmHruduTopa CTGFE, wmim Joboro aHTUIUOPOTUUECKOTO COeOMHEHUSd,
BOCHPUMMUMBOTO K HaPYMEeHUIO CUIHAJILHHX IIyTel, aKTUBUpYeMbX TGER wu
BMP, BkJoUasg aKTMBATOPHE JIATEHTHOTO KoMmiJiekca TGFB, Takue Kak
MMP2, MMP9, THBS]1 WM MHTETPMHHE KJETOUHOM IIOBEPXHOCTM, PElLelTOPH
TGFR I Tmnma (TGFBRI) wmam II Tuna (TGFBRII) ¥ uMxX JMT'aHOBE, TakKue
kak TGFB, axkTuBMH, MHTMOMH, Nodal, aHTHU-MIOJIJIEPOBHM TOPMOH, GDF
uimn  BMP, BCIIOMOTATeJIbBHEIE  KOPELEellTOPH (TakXe M3BECTHHEHE Kak
peluenTopsl Tuna I1I1) MM KOMIIOHEHTH KaHOHUYeCKOI'o SMAD-3aBUCHUMOTO
OyTH, BRJKOUAS PEeTYIATOPHHE WU MHIUOUTOPHEE SMAD-OeJIKM WJIM UYJIeHH
SMAD-He3aBUCUMEX WJIM HEeKaHOHUUEeCKUX IIyTel, B TOM UMCJe pas3JIMUuHbe
BEeTBU Iepelauu cuTHaJoe MAPK, TAKl, cuIHaJIbHHEe OyTM Rho—-momoOHHX
I'Td®as, oyt dpochaTUIUIMHOSUTOJI-3  KMHas3w/AKT, npoliecca TGFR-
VHIOYLUUPOBaAHHOTO EMT MM KaHOHUWUECKME M HEeKaHOHUUeCKMe CUTHAaJIbHEE
nyt™s Hedgehog, Bkiwouad JuUTaHOe Hh WM TeHBE-MUIIeHM, WIM JIOOHE
uJieHH nyTed WNT mim Notch, KOTOpHEe UYyBCTBUTEJBLHHE K BJIMAHMID TGFR.

AJILTEePHATUBHO, KOMOMHMPOBAHHEM IMIPOOYKT IO M300PEeTeHMIO MOXET
OOIIOJIHUTEJILHO CcoIepXaTh I[I0 MeHbllel Mepe OIMH TepaleBTUUeCKU
AKTUBHEIM aTeHT, BeOpaHHwM wu3 JAK/STAT UWHTMOMTOPOB ¥ OPYTHUX
NIPOTUBOBOCIAJIUTEJIB HEIX areHTOBR n/ N MMMYHOIOEeNIpeCCaHTOB.
HanpuMep, TepaleBTHUECKM AaKTMBHHM areHT MoXeT OHBTb BHOpaH U3

TJIOKOKOPTUKOUOOR, HIIBI, umriaodpochaMrmoa, HUTPOIOMOUEBMVH, aHAaJIOTOB



bosmmeron KMCJIOTHL, aHaJIOTOB IypuHa, aHaJIOTOB OIVPUMUONHE,
MeTOTpeKcaTa, a3aTHOoIIPUHAE, MEepPKaITOoIIypHrHa, LIMKJIOCIIOPUHAE,
MMPMOLMHAE, TaKpoJIMMyCa, CUPOJMMyCa, IMIPOM3BOOHEIX MUKOOEHOJIOBOM

KUCJIOTE, OUHIOJNMMOLa M IOPYIMX MOOYJIATOPOB COMHIO3UMH—1-0ochaTHOTO
pellenTopa, MOHOKJIOHAJIBHEIX U/UIM T[OJUKIIOHAJIBHEX AaHTUTEJ I[IPOTUB
TaKMX MMUIIeHeN, KaK IIPpOBOCIIAJIMTEJIbHEE  LUMTOKMHEL U PEeLEelTOPEH
IIPOROCHANUTEJIEHEX LUUTOKMHOB, T-KJETOUYHEM PeLEeNTOp M MHTETPUHH.

KoMOVMHMPOBaAHHHY HOPOOYKT IO M300peTeHMI MOXeT OHTE B dopMe
bapMalleBTMUECKOM KOMIO3MUMM MJIM Habopa KOMIIOHEHTOB. KOMIIOHEHTE
koMOMHaUMM M300peTeHusda, eCJiM OHM IpelncTaBJIeHH B (QopMe Habopa
KOMIIOHEHTOB, MOI'yT BBOIMTLCA OOHOBPEMEHHO, IIOCJIeHOBaTeJIbHO WU
pasnoesibHoO.

Hacrosamee wm300peTeHMe TaKXke OTHOCUTCHA K TepalleBTUUYEeCKOMY
IIPUMEHEHUID KOMOMHMPOBAHHOTO IIPOOYKTa II0 HacTodlleMy WM300peTeHMD.
Kak Takopoe, m300peTeHMe TakKXe OTHOCUTCA K KOMOMHMPOBAHHOMY
NIPpOOYyKTY, PACKPHTOMY B HacToOdAlleM ONMCaHMM, OJA [IPpMMEeHEeHMA B
KaueCcTBe JIEKapCTBEHHOT'O CpelncTBa.

KoMOBMHMPOBAaHHEM IpOOYyKT 1o 1300peTEeHND IoJIe3eH, B

JaCTHOCTHM, IOJIA JIeUueHMA WJIN HpO@MﬂaKTMKM 3a60ﬂeBaHMﬁ, TakKMmx Kak

MMMYHHEIE (HanpuMep, ayTOVIMMYHHEE) , BOCIIaJIMTEJILHEE,
MeTaboJmueckme, dnBpPO3HEE " xoJlecTaTmuecKue 3ab00JIeBaHUAd.
CooTBeTCTBEHHO, n300peTeHre OTHOCUTCH K KOMOMHMPOBAHHOMY

OPOOYKTY II0 MU300peTeHMI0 MOJIS IIPUMeHeHMsa B cHoocofe JleUueHUS
VMMYHHOTO (HanmpuMep, ayTOMMMYHHOTO) , BOCHAJIUTEJILHOTO,

MeTaboJIMUYeCcKoOTO, PMBPO3HOTO mim  XoJIleCTaTrUdueCKOTI'O 3ab0JIeBaHUA .

[ToMmmMmo STOIro, M306peTeﬂme OTHOCHUTCA K IIPVMMEeHEHNMIIO
KOM@MHMPOBaHHOPO IIPpOOyKTa 10 MSO@peTeHMD B IIPOM3BOOCTEBE
JIEKAapPCTBEHHOTI'O cpencCTBa IoJId JieueHMA VMIMMYHHOTI'O (HaanMep,

aYTOMMMYHHOTO) , BOCHAaJIMTEJIBHOTO, MeTaboJIMueckKoTo, O(UOPO3HOTO WM

xXoJlIeCcTaTUdeCcKoro 3abojieBaHMA. JzobpeTeHMe TaKXe OTHOCUTCH K
CIioCcoby JIeueHn S MMMYHHOT'O (HanpuMep, Ay TOVMMMYHHOTO) ,
BOCIIaJIUTEeJILHOTO, MeTaboJIMUeCKOoT O, dnbpo3HOTO VI

XOJIeCTaTn4eCKOIo 3aboJyieraHMa Y HyXIDawomerocd B 9STOM IallMeHTa,

BKJIOYANIEMY BBeIeHMe yKaz3aHHOMY CyOBEeKTy TepalleBTUUYeCKU
50PEeKTUBHOTO KOJIMYeCTBa KOMOMHUPOBAHHOT'O nponykTa 1o
MN300peTeHU.

B KOHKPeTHOM BapMaHTe OCYIeCTBJIeHUsa 3abojieBaHMe BHOUPpAKnT M3
T'PYIIIIEL, cocTodmen ns3 MeTaboJIMue CKUX 3ab0oJIeBaHUM [IeyeHy,
HeaJIKOTOJILHOM XUPOBOW OOJIe3HM IIeUeHU (HAXEII) , HeaJIKOTOJIEHOTO

CTeaTorenaTmuTa (HACT") , MeIMKaMeHTO3HEIX 3a00JIeBaHUM IIe4YeHu,



AJIKOTOJIbL —MHIYLVPOBAaHHEIX 3aboJieBaHUM [IeUYeHn, MHOEeKIIMOHHEIX
3aboJyieBaHuUM IeyeHu, BOCIIaJMUTEJIbHEIX saboJieBaHumn [IeYeHn,

3afoJIeBaHMM II€UEeHM, OIIOCPEeIOOBAHHEX IMUCOYHKIMVENM MVMMYHHOM CMCTEME,

OUCIUIVOEMAN, CepmedHO—COCYIOMCTHX 3aboJieBaHmn, pecTeHOz3a,
CHHIpOMa X, MeTaBoJIMUeCKOTO CHMHIPOMA, nnabeTa, OXVPEHUS,
TUIIEPTEH3UY, XPOHMUECKOM XOJIaHTMOIaTUM, TaKoM KakK I[IepPBUUHEMN
CKJIepO3UpylmUl xXoJaHTUT (IICX), NepBUUHEM XeJIUHBM xXoJlaHruT (PBC),

BUIMapHOM aTpe3uMr, CeMeVMHOTO BHYTPMUIIEUeHOUHOT'O XoJlecTa3a Tula 3
(PFIC3), BOCHaIUTEJIEHOTO 3aboJjieBaHUAa KUIleuHuKa, OoJesHu KpoHa,
A3BEHHOTO KoJInTa, KeJjionna, CcTaporo MHOapKTa MroxKapna,
cKJIepomepMmUsa/ CUCTEMHOTO CKJIEPO3a, BOCHAJNIMUTEJNBHEX  3aboJjieBaHUM,
HelpoleTreHepaTUBHEX 3aboJieBaHMM, Pas3HHX BUIOB paka, paka IIeueHH,
TernaToleJUIJIAPHOM KaplLMHOME, pakKa XeJyOOUHO—-KMIIEYHOTO TpakTa,
paka XeJlyoKa, MEHUHITVOMEL, CBA3aHHOM c HeVpodpubpoMaTo30M,
HeVPODHIOKPUHHEIX Oy XOoJien IOIKEJIYOOUHOM  XeJle3H, DK30KPUHHEIX
Oy XOJIen IOIKEJIYDOUHOM XeJIe3H, JIeKkeM1u,
MMYEeJIONPOoJIMdepaTUBHEIX / MUEJIOOUCILIIaCTHUUE CKUX 3aboJieBaHuM,
MacTOoUMTORa, OepMaTodrMbOpoCcapKOMbl, COJMIHHX OIIYyXoJieM, BKJUas pak
MOJIOUHOM KeJIe3Hl, JIeTKMX, mIUTOBUIOHOM XeJle3H WM OOOIOUHOM U
OpsSMOM KUIKM, Ppaka I[OpencTaTelIbHOM XeJjle3w, (udpo3a WM LuUppos3a
revyeHun JIIOOOTO [IPOUCXOXIOEHN S, dmubposa I umMpposa reyeHu,
BEISBAHHOT'O MeTaboJmueckuMr 3abojieraHuaMy, HAXBI-MHIOYLIUPOBAHHOTO

onbposzsa wmau uuppo3a, HACI'-MHIOYLMPOBaAHHOTO (¢ubpo3a WM LIUppos3a,

AJIKOTOJIb—MHIOYLIUMPOBAHHOTO dubpoza VIV uMppo3a [eyeHu,
MeOVMKaMeHTO3HOIT'O dnbposza WiIv  Uouppo3a I[IedeHU, MHPEKLIMOHHOTO
omnbposza WIM LUMpPppO3a IIeueHN, dmubposa WM LUppo3a IIeueHH,

BHI3BAHHOTO IapasuTapHOM UHOeKlMel, ©OakTepMaJlbHOTO OubOposa WIK
LHMYppo3a I[IeUeHM, BHUPYCHOTO 0O(mubposa wWiIM LIuUppos3a, oOoubpo3za WM
LUYppo3a IIeueHM, BHE3BaHHOTO HBV-umHbeklmel, ¢udpos3a WMIM LUPPO3a
IedeHM, BHE3BaHHOTO HCV-uMHbpexumelr, o¢(ubpoza WIM LIUpPpO3a IIeYeHHU,
BHI3BaAHHOTO BUWU-MHbpeklMel, ©Oubpo3a WIM LUppo3a IIeUeHM, BH3BaAHHOU
cMelaHHOM HCV/BUUY-UHpeKLMeN, dnbpoza VI umuppos3a,
VMHIYUVMPOBAHHOTO JIydeBOM WM XUMMOTepaluew, dnbpo3a  KeJIYHEIX
nyTen, oubposa WIM LUPpO3a IIeUeHM, BHSBBAHHOTO JIOOBM XPOHUUECKUM
xXoJlecTaTUUeCckuM 3abojieBaHreM, (oubpo3a KUMeUHMKa JIOOM BTUOJIOTUM,
onBpo3a, BHEBBAHHOTO OoJie3HBI KpoHa, (ouOpo3a, BHI3BAHHOTO S3BEeHHHM
KOJINUTOM, ©Oubpo3a KUIeUHMKa (Haopumep, O(mubpo3a TOHKOM KUIKHU),
dubpoza ToOJICTOM KUmMKM, O(uOpo3a XeJyIka, oOoubposza kOxXM, O(ubposa
SIUOEePMUCa, dndposza SHOOOEPMH, dmbposza KOXU BCJIEOCTBYUE

CKJIepOIepMUM/CUCTEMHOTO CKJIepo3a, oubpos3a Jerkux, o¢(nubposza JEeTKUX



BCJIEOCTBME XPOHMUECKUX BOCIaJUTEeJILHEX 3abojleBaHUM  OBIXaTeJIbHHX
nyTen, Takmx Kak XOBJI, acrTMma, sMpuzeMa, JeTKoe KYypUJIbIIMKAE,
TyDepKyJes, JeTouHul  (ubpos3, UIVNOMNATUUYECKUIM JIETOUHHM  (udpo3
(IPF), oubpoza cepnua, oO(ubpo3a II0OUYEK, HePPOT'eHHOT'O CHCTEMHOTO
pnbposa, dndposza MBI, dndposza MATKUX TKaHeM (HanpuMep,
CpenocTeHMsa WM 3abpoIMHHOTO IIPOCTPaHCTRBa), O(ubpo3a KOCTHOTO
MO3Ta, pubposzsa CyCTaBOEB, dnbposa CYXOXUIINM, dmnbposza Xpdama,
dnbpoza MHOoOmKeJYOOUHOM XeJie3H, Ooubpos3a MaTKM, ©O(ubpos3a HEepBHOM
CHUCTeMH, (ubposza AMUKa, O(mbOpo3a AMUHMKOB, OMOpO3a HANOIOUEUHUKOER,
dubpoza apTepur, o¢mubposzsa BeH, O(ubposa IJa3, SHIOMMOKAPIMAJILHOTO

onbposza, ¢ubOpPO3a CPemoCTeHUsa, MUeJIoPubOpo3a, PeTPOlNepPUTOHeaJIbHOTO

dpnbposa, OporpeccupyKRimero MacCHUBHOT'O dnbposza (OCJIOXHEHU A
IMHEBMOKOHMO3Aa maxTepoB) , nposimdpepaTUBHOT'O ¢nbpoza,
HeOoIJIacTUUYeCKOTO dnbpoza, [IEPUMMILIIaHTAUMOHHOT'O dubposza u

acbecTosza, apTpodmbposa, ClaedyHOI'O KallcyJuTa.

B eme OIHOM KOHKPETHOM BapMaHTEe OCYIEeCTBJeHUSI 3abojieRaHue
BHIOMpPAIT M3 TPYINOHE, CcocToAmer M3 MeTadoJnuecKux 3adojieBaHUM
reyueHu, HeaJIKOTOJILHOM KUPOBOM BoJIe3HHA IIeueHu (HAXEII) ,
HeaJIKOT'OJIBHOTO cTeaToTrenaTmuTa (HACT") , MeOMKaMEHTOSHEIX
3aboJieBaHUM TIeUueHM, aJIKOTOJIb—UHIYLUMPOBAHHEX 3aboJIeBaHul IIeUueH!U,
VMHOEKIMOHHBIX 3aboJieBaHUM  IIeUueHWU, BOCHAJIUTEJIbHEX 3aboJieBaHUM
neueHu, 3abojleBaHUA IIeUeHM, OIOCPEeOOBAHHHX OMUCOYHKLIMEN WMMYyHHOMN
CUCTEMEHL, OVCIUINOEeMAN, CepmeyHO—COCYINCTHX 3aboJyieBaHMUM,
pecTeHO3a, CUHIpOMAa X, MeTaboJIMUIeCcCKOoT O CHMHIOpPOMaA, omabera,

OXMpPEeHMA, T'MIlepTOHMN, XpOHML_TeCKOIZ XOJIaHT'MOIlaTun, Takom Kak

IIEPBUUHEM  CKJICPO3UPYINUY  XOJIAHIUT (IICX) , IIEPBUYUHEM  KeJIUHEM
XOJIaHTUT (PBC), aTpe3un KeJTUeBLIB OO AMMX nyTeu, CeMeMHOT O
BHYTPMUIIEUEHOUHOT'O XOoJilecTaszsa Tulla 3 (PFIC3), BOCIIAJIMTEJILHOTO

3aboJiepaHMa KMIIeuHUKa, ©Oojes3HM KpoHa, HA3BEeHHOTO KOJMUTa, paka
IeyeHM, TeNaToUeJUIISPHOM KaplMHOME, pakKa XeJyIOUHO—KUIEUHOTO
TpakTa, paka XeJyIka, paka oOOOOOUHOM M MOPAMOV KMIIKMK, O(udpo3a WK
UMppo3a IIedUeHM, BEBBAHHOTO MeTabosmueckumu 3abosieBaHuamMy, HAXEII-
MHOIYIUPOBAHHOTO dndposza W upposa, HACT-MHOYIIMPOBAHHOT'O
dmdpoza VI uupposa, AJIKOT'OJIb —MHIOYLIMPOBAHHOT'O dudpoza VI
UMppos3a IIedeHM, MeIMKaMeHTO3HOTOo O(¢ubpo3a WIM LUppo3a IIeueHY,
MHPeKUIMOHHOTO (pubpo3a WM LUppo3a I[eueHM, O(ubpo3a WM LIUppo3a
[IeUYeHu, BEHI3BaHHOTO napas3mUTapHOM VHbeKLMEN, OaKTepruaJIbHOT'O
onbposza WIM LUUPPO3a IIeueHM, BHUPYCHOTO (ubpos3a WIM LIUppos3a,
dmubpoza wWIM ULUUpPppO3a I[IedueHM, BH3BaHHOTO HBV-uHbekuuel, ©¢ubpo3a

WIM IMppo3a IedeHM, BHE3BaHHOTO HCV-mHberknmel, ¢udposza WM



LYppo3a I[IeueHMr, BHE3BaHHOTO BUU-umHbeklMrel, o¢udbposa WMIM LUPPO3a
rleueHy, BEHI3BAHHOTO CMemaHHoM HCV/BUU-MHbeKLMeN, dmnbposza WU
umuppos3a, VHOYLUMPOBAHHOTO JIYUYeBOM WM XVMMOTepaluewn, dnbposza
XeJIUHHX OyTel, o¢(ubpo3a WMIM LIMppo3a I[IedeHM, BH3BAHHOTO JIOOBM
XPOHUUECKMM XOJIeCTaTUuUeCKMM 3aboJjiIeBaHUueM, dmnbposa KeJIYOOUHO—
KUIIEeYHOTO TpaKTa Jodor »Tuojioruu, ¢(udpo3a, BH3BAHHOTO OOJE3HLI
KpoHa, @muOpo3a, BESBBAHHOT'O MA3BEeHHHM KOJIMTOM, OMOpO3a KUIIEUHMKA
(HanpuMep, ©Ombposa TOHKOWM KMIIKMK), OuOpo3a TOJICTOM KuMKMK, OGubposa
XeJlyoKa, o(¢mubOpo3sa Jerkux, ©O¢ubpo3a JeTKMX BCIEeOCTBME XPOHUUECKUX
BOCIHaJMUTEeJILHEX 3abojieBaHuUM OHXAaTeJIbHEX IIyTeM, Takux kak XOBIJI,
acrTMa, sMbpmM3eMa, Jerkoe KYypPWUJIbIIMKE, TyOepKyJes, JIETOUHOTO
dnbposza, MIMOIATUUECKOTO JiIerouHoTo O(ubposza (IPF).

KoMmmosuumm ¥ CHOCOOH IO HaACTOoAlleMy M300peTeHMI pelanT
HEeYIOBJIETBOPEHHEE IIOTPeOHOCTU B JIEUEHUM WM [IPOOMIIaKTUKe TaKMX
3aBoJieBaHUM .

OIVCAHUE UYEPTEXEN U TABJINI]

CokpalleHMd, MCIOJb3yeMbele Ha depTexax, B Tabjauuax U B
TeKcTe:

o—SMA: aJbda-TJIaOIKOMBIIEUHEM AaKTUH

BMP: KOCTHEM MOpPOOTeHeTUUueCKUM OeJIOK

k[IHK: xoMruieMeHTapHad Oe30KCUPUOOHYKIIEOTHUOHAA KUCIIOTa

COL1Al: koJulareH, Tumo 1, ajlbda 1

CDAA: xouH-IOedmuumTHad L—aMMHOKMUCIIOTAa

CSAA: OOIIOJIHEHHAad XOJIMHOM L—aMMHOKMCJIIOTAa

CVC: LeHUKPUBUPOK

IMCO: OMMeTUJICYJIEOOKCHUI

IOHK: 1De30KCUPUOOHYKIIEMHOBASA KUCJIOTAa

DTT: OUTHUOTPEUTOJI

ELA: 3ma¢ubpanop miam GEFT 505

VOA: MMMYyHODEPMEeHTHHM TBepOodas3HEM aHaJu3

EMT: SmouTeaMallbHO-Me3eHXVMAaJILHEM IIepexomn

EOB: mnpupameHme 1o Bimccy

FBS: deTanbHad OBUBLA CHBOPOTKA

FDA: VY0opaBJieHMe IO KOHTPOJIKD 3a KaueCTBOM IIMIMEBEX IIPOLOYKTOR
M JIEKAPCTBEHHHX CPelCTB

FPP: QapHesunnupodpochdaT

GDF: oaxkTopH muddepeHIMaAIMM POCTa

Hh: Hedgehog

GGPP: repaHMITepaHanmupodocdaT

HMG-CoA: 3-I'MOPOKCU—3-MeTWIIJIoTapuii-kKodepMeHT A
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hHSC: 3Bes3muaTee KJETKM I[I€UeHM UeJIOBeKa

HSC: 3BesnuaTHe KJIETKM [IeUeHU

ICsg: IMOJIOBMHHAaA MaKCHMaJlbHafd MHIMOMPYHNAas KOHLEeHTpalnsd

InMyoFib: xkumeuHte MMOOUOPOOJIIACTH

LBD: JMTaHI-CBA3HBAKMMUN IOMeH

MMP2: MaTpMUHasg MeTaJlJlollelTrmaszsa—2

MMP9: MaTpMuHasa MeTaJulonenTmnasza-—9

MKJI: MUKPOJIUTP

JIIIHIT: JIMIOONPOTEMHE HU3KOWM IIJIOTHOCTHU

NHLF: »HopMaJibHEE (QMOPOOJIACTH JIETKUX UeJIOBeKa

PBS: dochaTHO-COJIeBOM Oydep

PFOR: nmupyBaT (QeppeloKCHMH OKCHUIOPpenyKTas3a

PPAR: pelLelNTop, aKTUBUPYEMEM [IePOKCUCOMHEMU OpoJMbepaTopaMu

PPRE: PPAR 3JIeMeHTEl OTBeTa

kIIIIP: KOJIMUeCTBEeHHAaA [IOJIMMepas3Had LelHad peakluud

pMol: nMoJIb

rhFGF: pexoMOMHAHTHHNM UYeJIOBEUECKMIM OCHOBHOM (akKTop pocTa
dnbpobiacToB

PHK: puOOHYKJIEeMHOBaAg KUCJIOTAa

RT: obpaTHasa TpaHCKpUIITasza

SmBM: MMHMMAaJIbHad cpella IJIS KJIETOK IUIaIKMX MBIIEUHHX BOJIOKOH

SteCGS: mobBarka OJA pPOCTa 3BEe3OUATHX KIETOK

STeCM: cpela OJigd 3Be30UATHX KJIETOK

TGFR1: dpakTop pocTa omnyxoym Oera-1

TGFBRI: peuentop TGFB I Tuna

TGFBRII: peuentop TGFER II Tuna

THBS1: TpoMOOCIOHOMH 1

TME: TeTpaMeTUIOEH3UIOINH

dur. 1: InbdbepeHlIMalL HEM aHTUOUBPOTUUE CKUM s20dekT

aJ1admbpaHopa N0 CpaBHEeHMIO C 200eKTOM LIeHUMKPUBHPOKA U Oezadmbpara

B TGFR-—MHIOVIMPOBAHHEX hHSC

BrimeJsieHHBIE M3 CHBOPOTKM HSC OpeOBapUTeJIbHO MHKYOMpOBaJIM B
TedueHrMe 1 dYaca c »aapubpaHopoM (A), LeHMKPUBUPOKOM (B) wmim
BezadmubpaToMm (maH—aToOHVCTOB PPAR  o/Vy/d) mepen akTUBalmen
npodMBPOTeHHEIM IUTOKMHOM TGFR1 (1 HD/MI) .

Uepes 48 4yacoB WMHKyDalMM 3KCIOpeccun o—SMA wU3MepaIn C
MeTOonoM MOA.

[Tosty4ueHHEIE 3HaUEeHUA TpaHCOOPMUPOBAJIN B [IPOLLEHT
VMHIMOMPOBAHMSA OTHOCUTEJIEHO KOHTpoJisa TGFEFR1. IaHHEEe NpeOCTaBJIEHH B

BUIle cCpenHeTro (UeTHpex 3HaueHMM) *+ CcTaHIapTHOe OTKJIOHeHue (SD).
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CTaTUCTUUYECKMI aHaJlM3 [IPOBOOMIIM C IIOMOIBID OIHOCTOPOHHEI'O aHallu3a
ANOVA ¢ HOCJenyRIVMKM allOCTEPMOPHBIMM TecTaMM BOHQEPpPOHM C IIOMOILIO
OporpaMMHOTO oOfecrneueHusa Sigma Plot 11.0. [*: p<0,05; **:
p<0,01; ***: p<0,001 (cpaBHeHue c Tpynmon 1 HT/MIT TGFBR1)].
I[IOOTOHKY KPMBOM ¥ pacdeT TIIOJIOBMHE MaKCHUMaJIbLHOM MHIHUOMpYyKMeNn
koHUeHTpauun (ICsg) BHIIOJHAJIM C IIOMOILI IIPOTPaMMHOIO OOeClleUeHNd
XLFit 5.3.1.3.

dur. 2 KoMmbuHaumg nJladmbpaHopa C LIEHUKPUBHPOKA

CHHepI'MUuecKkM MHIUbOMpyeT o—SMA B TGFRBl-mMHOVIMPOBaHHEX hGSC.

KoMbrHauum TeCcTHpOBaliM B dopMaTe IO3a—-0OTBEeT, IPeOCTaBJIEHHOM
B TabJMUuHOM BMIOEe, U aHalM3MPOBaJiM M3OBEITOK I[I0 MOIeJM aIlOUuTUBU3Ma
Bincca (EOB). T'OTOBMIIM CepuM pasBeleHuM »JjadubpaHopa (panm) u
LLeHMKPMBUPOKa (cToJibel), BKIOUAA MX COOTBETCTBYKIME KOHTPOJM B
IMCO. IlojlydyeHHBHE CMeCH HDOOaBJIAJIM K BHIOEJIEHHEIM M3 CHBOPOTKM HSC
3a 1 yac OO akTMBaLUMKU NPOOUOPOTeHHBM LMTOKMHOM TGFRLl (1 HID/MI) .

(A) TIlpoueHT MHIUOMpOBaHMA —SMA TIIO CPAaBHEHMI C KOHTPOJIEM
TGFBR1l onmna Bcex TImap KoMOMHaluM¥. [JaHHBEE I[IpPelCcTaBJIeHH B BUIEe
CpeIHEeTr0 UYeTHpexX 3HaueHUM.

(B) EOB ©aJIJIe pPacCumuTEBaJN, KakK OIIMCaHO B pasneie
«MaTepualJisl M MeTOOe». Jliobas Dapa COeaMHEeHMM co 3HaueHusaMu EOB>10
cumMTaljlach CHMHepreTHUYecKoM (0T CBEeTJIO—CepoTro IO UYepHoTo). Takxke
paccumMTHBaIM ofOmui ©aJjr EOB, BkJIOUasS BCce KOMOMHALIUN.

(C) BHaueHMHA IOaHHBEIX, IIOJIydeHHHE W3 IapH CHHepreTUUeCKUX
KoMOMHAalIMM, TNIPedCTaBJLJAM B BUIe TUCTOTPaMMEI. [[aHHHE OpencTaBJIEHE
B BHUIe cCpelHero (UeTHpex 3HadeHMM) + CTaHIapTHOEe OTKJIOHEeHUE
(SD). *: p<0,05; **: p<0,01; ***: p<0,001 c wucnoJb30BaHMEeM -
kpuTepusda CTbOeHTa OJS CpPpaBHEHMS TPYyNNe KOMOMHaAUUM C  CaMbBIM
BHICOKMM 5BddekTOM, oBOeclleuMBaeMEM OIHVM aTl'eHTOM.

dur. 3: BEezadmbparT He »DaeT CHUHEepreTHMUecKoTro 20dexTa B

KOMOMHaALIMM C 2JadubpaHOopOM B OTHOHNEHMM VYMeHbIleHMI O(ubpo3a B

TGFR1-mMHOVIMPOBAaHHEX hGSC.

KoMOBuHaumMyM TecTUpOBaIM B QopMaTe HO3a—-OTBET, IIPeldCTaBJIEHHOM
B TabJMUHOM BUIE, ¥ aHaJlMu3MpoBaJM WM3OBITOK II0 MOIOEJM adlMTMBM3IMa
Baucca. T'oToBUIIN cepuu pa3BeneHUn DezadpubpaTa (pam) "
IIEHMKPUBUPOKa (cToJybelr), BKJIOYAS WX COOTBETCTBYKIMME KOHTPOJIM B
IMCO. IloJlydeHHEIe CMecU »Oo0OaBJISAIM K BHIOEJEHHBM M3 CHBOPOTKM HSC
3a 1 yac OO aKTMBalUM TIPOOMOPOTEeHHHM LMTOKMHOM TGFBR1 (1 HT/MI).
(A) ITlpoueHT MHIMOMpPpOBaHMA &—SMA OTHOCHUTEJBHO KOHTpoJa TGFB1. (B)
M36erTok 1o Bajuiam  Biamcca (EOB)  paccumMTEBaJM, KaK OIMCAaHO B

prazsnoelie «MaTepmalitl u MeTOOED> . JIdyn Inapy coeIMHEeHUN CO
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3HaueHMAMM EOBR>10 cCumMTadM CHUHEPTEeTUUEeCKOM (OT CRBETJIO—-CEepOoTo IO
UEpHOTO) . TakXe pacCuMTHBaJIM oO0mmui ©Oajsa EOB, BKJIOUaAAd BCe
KOMOMHaLUN . (C) SHaueHusd IOaHHBIX , IIOJIYUEeHHEIE nus HamboJiee
50beKTUMBHOM MHapH KOMOMHAalMM, OPeOCTaBJIAJIM B BMIOE TIUCTOTPAMME.
IDaHHEIE T[IpPenOCcTaBJIeHH B BUIe CpPeOHeIO (UeTHpex  3HaUeHUN) +
CTaHOapTHOEe OTKJIOHEHUe (SD). Ns - CTaTUCTHMUECKM He3HaUVMHM
cormJjilacHO t—kpuTepuwn CTbBIOOEeHTa, MCIOJbB30BAHHOMY IJIS CpaBHeHUA
TPYHOIE KOMOMHAaLMM C CaMbM BHCOKMM 30dekToM, obecHedrBaeMEM OIHUM
areHTOM.

Our. 4: BaugHue nsigabubpadHopa (GFT505 3 wmr/xr/cyTrrm), CVC

(10 MD/KIT/CYTKM) ¥ MX KOMOMHalMM Ha HACI'-cBI3aHHLE I[IapaMeTphl VY

MBIIEV, noJyuaBmmx CDFF.

AKTMBHOCTD 3aboJyieBaHmUA OlleHMBaJIU 10 mKaJje NAS (cymMmMa
cTelneHeM CcTeaTo3a, O0aJlJIOHHOTO U JIOOYJIAPHOTO BOCIAJIeHUS) (A) .
[lopaxeHre IedeHM OlleHUBaJM [0 (B) koHUeHTpauum CK18-M30 B jasMme
(Mapkep amnomnToz3a) M KoHUeHTpauum AST (C) B 1JasMe (MapKepH
HUTOJIMU3a) . OaHHBIE BHPaXeHH B BUIE CpelHeTro 3HaAUEeHUI +
CTaHDapTHOe OTKJOHeHMe. § p<0,05, §§ p<0,01, §8§ p<0,001 c
MCIIOJIb30BaHMeEM KpuTepua Kpyckajia-YoJuiMca ¥ HeCKOPPeKTUPOBaHHOT'O
arlocTepmMopHoro TecTa HdaHHa. = p<0,05, nmo p<0,01, @=mmm p<0,001 c
MCIIOJIL30BAaHMEM OIOHOCTOPOHHero t-kpuTepus CTbOIeHTa C IIOIPaBKOM
YoJgeca. HSA, MOIOeJylb OOHOTO areHTa C CaMbBM BHCOKUMM 50PeKTOoM.

dur. b: BiamgHue »siaabubpasHopa (GFT505 3 wmr/xr/cyTrku), CVC

(10 MI /KD /CYTKHU) " X KOMOMHaUMM Ha DKCIPEeCCU0 TEeHOB,

YUaCTBYIOIMNMX B dubpose, peMoIeJIMPOBaHMM TKAHM U BOCIIaJIEHVNM VY

MHIIEeM, nojgyuaBmmx CDFF.

Skcnpeccui o—SMA, TGFR1, Collal, Collo2 TIMP1 (¢ubporenHes)

n MMP2 (pemonesiMpoBaHMe TkKaHM), a Takxe TNFa m MCP1l (BocnajieHue)
OlleHMBAaJIM MeTOIOM KoJiMuecTBeHHOM I[P B pealJlbHOM BpeMeHU. JJaHHHE
BHpaxaJlM B BUIe CpeldHexX BHaueHMM =+ CcTaHIapTHOe OTKJIOHeHre. o
p<0,05, wmx p<0,01, w#ux p<0,001 c wHUCHOJIB30BaHMEM OIHOCTOPOHHETO
t-xpuTepus CTBIIEHTa C TONpaBKOWM VYajabca. HSA, wMomeJsks OOHOTO
areHTa C CaMBM BHCOKUM 5OOeKTOM.

[IOOPOEHOE OIIMCAHUE W3O0BPETEHUSA

ClenyeT TIOHMMATL, UTO HAaCTOdllee M300peTeHMe He OTpPaHUUueHO
KOHKPEeTHHMM [IpoOoyKTamMu, CcrocobamMy, YCJIOBUAMM WJIM IlapaMeTpamu,
ONMCAHHEMM /MM [IOKa3aHHEMM B HACTOSmeM OIMCaHuM, M UTO
TEPMUHOJIOTHA, MCIOJb3yeMasa B HaCTOMAINEeM ONMCaHuM, I[IpelHasHadeHa
oJisa ONIUCaHUA KOHKPETHHX BApMaHTOB OCYIIECTRJIEHU A TOJILKO B

KaduecCcTeBe IIPpMMEPOB WM He ABJIA€TCA IIpelHa3HadeHa MOJIA OI'PaHMUEeHMA
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3a4BJIEHHOTO M300peTeHUs.

Ecim He YKazaHO WMHOe, BCe TeXHHNUYEeCKNre "M Hay4dYHEBEe TEepPMMHEH,
VM CIIOJIb 3y eMBIe B HacToAdleM OoInMcaHmnM, VIMeoT TaKoe Xe SHadecHMe,
KOTOpoOe OBOBIUHO TIIOHATHO ClielimaJiMmcTy B oBJlacTu TeXHVMKM, K KOTOpOIZ
OTHOCUTCS HacTosllee MU300peTeHMe.

HpMBe,JIeHHBIe HIVIKe TEPMMHEI M COKpalleHMA VMEKT OoIipeneJIeHHEEe
HIVKe BHaueHUd, eCJIM He YyKa3aHO MHOoe.

B HacTogumeM PaCKpPEITUNA @Ophdbl SeIMHCTBEeHHOT'O UMCJla BRKJIIKWYaKT
CCBUIKY Ha MHOXeCTBEHHOEe UMCJIO, a yKasaHMe KOHKPETHOI'O UMCJIOBOIO
3HauUeHMda BKJIOUaeT II0 MeHblel Mepe STO KOHKpPpeTHOEe 3HaudeHlMe, eCJIr
nus3 KOHTeKCTa B ABHOM BUIOe He CllenoyeT VMHOe. TaxkuMm O@paBOM,
HallpriMep, VYKasz3aHlMe «PaCTBOPUTEJIbE» ABJIA€TCA YKas3aHMeM CIlelUMaJlMCTy
B IaHHOM oO0JlacTM Ha HajuudMe ONHOTO MM 0oJiee TaKUxX pacTBOPUTEeJeN
Y MX BKBUBAJIEHTOB, U T.ZI.

Kax MCHOJBb30BAHO BHIIE, TepMUH «3abojieBaHMe» OTHOCUTCHS K
3ab0JIeBaHMI, pPacCTPOMCTBY, COCTOSHMIO, CUMITOMY MWJIM IIOKa3aHMD.
STOT TEepMMH MCIOJIB3YEeTCHa B3auMo3aMeHAeMO C ¢pas3or «3abojieBaHMe
WJIN PacCTPOMCTEBO».

Vcrnosib3yeMble B HaACTOAMleM OIMCaAHUM TEepPMMHBE «JIeUeHue» MU

«Tepanma» (a Takxe pas3JMUHEE GQOPMH  BTUX  CJIOB) BKJIIOUAIOT
npoduilakTruuecKoe (HampuMmep, IpeBeHTUBHOE) , JeuebHOeE VI
najylMaTuBHOEe  JieUeHUe. Takoe TINpoduIakTUUeckoe, JeueOHOoe WK

NaJliMaTUBHOE JIeUeHMe MOXeT OBTH IIOJIHEIM WM YaCTUMUHBEM. Hamopumep,
[IOJIHOE yCTpaHeHN e HeXeJlaTeJIbHBIX CUMIITOMOB WU JacTUUHOE
yCTpaHeHe OOHOTO WM 0BoJilee HeXeJlaTeJIbHEX  CHUMIITOMOB  OyIeT
IpelcTaBJIATL COOOM «JedeHMe» COIJIaCHO TOMy, KaK IMOIpedyCMOTPEeHO B
HacTodmeM 3asBKe.

VcrioJIb3YEeMEIM BHIIe M Oajlee B TeKCTe TepMMH «TepalleBTUUeCKU
S20DeKTUMBHOE KOJIMUECTBO» OTHOCUTCHA K KOJIUUECTBY, 5OOeKTUBHOMY B
oosax M B TeueHMe IIepHMOIOB BpPeMeHM, HeOOXOIVMEX OJA OOCTUXKEeHUI
11eJIeBOTO pes3ylbTaTa IIpM JeUueHVMM COOTBETCTBYKMEIO pacCTpOoMCTBa,
COCTOAHUA WM TTOOOUHOTO sdderTa. IIoH4ATHO, uTo sbdeKTUBHOE
KONMMUEeCTBO KOMIIOHEHTOB I[I0 HaCTOMAlleMYy M300peTeHM© OyIoeT MeHAThBCH
OT NalMeHTa K I[allMeHTy He TOJIBKO B 3aBUCUMOCTM OT KOHKPETHOTO
BEIBPAaHHOT'O COoeIVHEeHUSd, KOMIIOHEHTAa I KOMIIO3ULIVH, criocoba
BBeIeHUS U CIOCODHOCTM KOMIIOHEHTOB BHBHBATL LeJIeBOW OTBeT Y
VHIVBUOYYMa, HO TakKXe B 3aBUCHMMOCTM OT TakuMx ©QakKToOpoOB, Kak
DoJIe3HEeHHOoE COCTOAHUE VI TAKECTH COCTOSAHUSA, NoOJIeXamero
oBJlerUyeHU, YPOBHA TOPMOHOB, BO3pacTa, [IoJla, Beca MHIVMBUIOYYMaA,

COCTOAHMA TITallMMeHTa WM TAXeCTM COCTOAHMA, IIooBepIl'aeMOI'o JIeUeHMIo,
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OOHOBPEMEHHO BBOIMMOTO JeKapCTBeHHOTO CpeldcTBa WM ClelMrallbHOM
OMeTH, KOTOPOM IpUIepPXMBAETCS KOHKPETHHEM IIallMeHT, M OpYyTUX
bakToOpPOB, KaK WMB3BEeCTHO ClelrajJucTaM B IaHHOM o00JlacTuM TexXHUKHU,
COOTEBEeTCTBYyKIA A OO3UPOBKaA, B KOHEUYHOM cuere, OTIpeNeJIgeTCH
JedvamyM BpPpadoM. Pexumel JO3MPOBaHMA MOTYT OBTB CKOPPEKTUPOBAHE
oJig oOOeclledeHMsa YJIYUIEHHOT'O TepalleBTUUEeCKOTO OTBeTa. SOOeKTUBHEM
KOJIMYECTBOM ABJIAETCH TaKxXe KOJIMYECTBO, npu KOTOPOM
TepalleBTUUECKM IIoJIe3HBM 2ddekT npeobjamaeT Hal JIOOBM TOKCUUECKUM
WV BpPelHBM 50PeKTOM KOMIIOHEHTOB.

«PapMalleBTUUYECKM I[IpMeMJIeMB» OTHOCHUTCS K TeM COeIMHEeHMAM,
MaTepmuajaM, KOMIO3MUMAM U/WIK JIeKapCTBEHHEIM (QopMaM, KOTOPHE B
paMKax 3IpaBol'0 MEeIMIMHCKOIT'O 3aKJIoUeHMSA IIPUIONHHL IOJIS KOHTaKTa C
TKaHAMM JIOOEM ¥ KMBOTHEIX, HE BH3HBafg UYpPe3MEepHOM TOKCUUHOCTH,
pasipaxeHusa, aJJIepIMUecKoTo OTBeTa WJIM IPYIMX OCJIOXHEeHUM, U
HaxXoOATCA B NpelejlaxX pasyMHOTO COOTHOMEeHMEM IIOJIb3b/pPUcKa.

«CoJib» U «dapMalleBTUUECKM IIpUeMIeMas COJIb» BKJIOUAKT allyKTH
KMCJIOTEL M OCHOBaHMA. «AOOYKT KUCJOTED» OTHOCUTCH K TeM COJIAaM,
KOTOPEE COXPaHAKRT OMOJIOTUUECKYIO 20beKTMBHOCTD u CBOMCTBA
CBOOOOHEIX OCHOBAaHUM, KOTOPHE He ABJATCA OMOJOTUUECKUM WJIM MHBIM
oBpasoM HexXeJlaTeJIbHEIMU U  KOTOpPHE 00pasyionTcsa C HeoplaHMUeCKUMHU
KMCJIOTaMM u opTraHn4YeCKUMU KMCJIOTaMM . KAOOYKT OCHOBAaHMA»
OTHOCUTCH K TeM CoJIaM, KOTOPHE COXPaHHAKT OMOJIOTUUECKYIO
50PeKTUBHOCTL M CBOMCTBAa CBOOOIOHHX KMCJIOT, KOTOPHE He SABJISITCSH
OMOJIOTMUECKM WMJIM MHEHM 00pa30M HexXeJlaTeJIbHHEMM, M KOTOPHE II0JIy4daklT
nyTeM noOaBJIEHMS HeOpTaHMUeCKOT'O OCHOBAaHMSA WMIM OpPIaHMYeCcKOI'O
OCHOBaHMUHA K cBoBomHOM KMCJIOTE . [TpyMepH bapMalleBTUUYECKHA
IpueMJIEMBIX COJIeV BKJIOUaT, ©0e3 oI'paHuMUeHMs, aIOYKTE OCTAaTKOB
OCHOBAaHMM, TakMX KaK aMMHB, C MUHepPaJIbHEMM WM OpPTaHMYeCKUMA
KMCJIOTaMM,; COJIM OCTAaTKOB KMCJOTH C [MejodaMMy WM OpI'aHUuYeCKVMU
COeOMHEHUAMM; ¥ T.II., WIM KOMOMHALMIL, COIepXallyl OIOHY WM O0oJjiee
M3 BHIIeYKAa3aHHHX coJieM. OdapMalleBTUUeCKM IIpMeMJIeMHe COJIM BRJIOUAT
COJIM ¥V UYeTBEepPTUUHHE aMMOHMEBEE COJIM aKTHMBHOT'O areHTa. Hampumep,
KMCJIOTHHE COJIM BKJKUYAKT COJIM, IIOJIydeHHEEe W3 HeOpTaHUUYeCKUX
KMCJIOT, TaKMX KakK CcoJIgHasd, BpPOMUCTOBOIOPOOHAS, cepHad,
cynsbamMmHOBasgA, oGochopHasd, asoTHasg ™" T.II.; JOPpyTHe IIpUeMJIeMEe
HEOPTaHMUECKME COJM BRJKOUYAKLT COJM MeTaJlJIOB, TakMe KaK HaTpueBasd
COJb, KanueBas COJIb, e3reBas COJIb u T.I.; u CcoJn
MeJIOUHO3EMEJIEHEIX METAJIJIOB, TaKMe KaK COJIb KaJlblLMg, COJIb MaTlHUA U
T.I., WIM KOMOMHALIMIL, BKJIOUAKIYKD OIHY WM Oo0Jiee BHIIEYIIOMSAHY THEX

coJien. dapMalleBTUUECKU IIpmeMJIEMEIE OpraHM4YeCKNre COJIM BRJIOUYAKT
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COJIM, TIOJIYUeHHEEe M3 OpraHMuecKMX KUCIJIOT, TakKMx KaK YKCcycHad,
IpOIMOHOBASA, AHTapHag, TJIMKOJIeBasd, cTeapuHoOBa4g, MOJIOUHAaLd,
abdJouHad, BUHHad, JMMOHHAad, ackopb®uHOBadg, IaMoBasg, MaJleMHoBafd,
TUOPOKCUMAaJIeMHOBAaSA, beHMIIyKCYyCHas, TJIyTaMMHOBAS, BeHzonHasa,
caauuuioBasd, Mes3uJIoBasd, 5S3uJIbHadg, OecwujoBasd, cCyJabbaHuIoBas, 2-—
aleTokcmubeHs30MHAaL, bymapoBasd, TOJIYOJICYJIEQOoHOBASL,
MeTaHCyJIbdOHOBASA, sTaHOucyJbLboHOBAS, maBeJieBasd, M3eTHUOHHA,
HOOC- (CH2)n—-COOH, rme n paBHo 0-4, ® T.II.; COJIM OPIaHUUYECKUX
aMMHOB, Takue KakK CoOJIb TPUSTUIIaMMUHAE, CoOJIb [OMPUOMHAE, COJIb
IMKOJIMHA, COJIb »TaHoJIaMMHa, COJIb TpUBTaHoJIaM/Ha, COJIb
OIMLKKIIOTeKCHuJIaMMHa, coJib N, N'-mudeH3UISTUIIeHOIMaMMMHa WM T.I0.; U
COJIM aMMHOKMCJIOT, TaKue Kak apruMHaT, aclapI'MHaT, IJyTaMaT U
T.II.; WIM KOMOMHAlLIMIO, BKJIOUAKIYD OOHY MM 0o0Jlee M3 BHIIEeyKa3aHHBX
coJien.

«CoJIbBaAT»  O3HAdaerT KOMILJIEKC, 00pa30BaHHLEN  COJIbBaTaluen
(0BBeIMHEHMEM MOJIEKYJI PacTBOPUTENIA C MOJIEKyJlaMM WMJIM  MOHaMU
aKTMBHOTO aTleHTa, peaJiM30BaHHEM B HaACTOANEM M300peTeHUM), WU
arperaT, KOTOPHM COCTOUT M3 PACTBOPEHHOTO MOHa WM MOJIEKYJIH
(aKTMBHOT'O al'eHTa, peaJiM30BaHHOTO B HacTofdlleM M300peTeHuMr) C
omHOM MM OoJlee MOJIEKYJIaMM PacTBOPUTEJIS. B HacTosAmeM M300peTeHUM
IPenrnouTUTEeJIbHEM COJILBATOM SABJISETCS IMUIpAaT.

«PapMalleBTHUUeCKas KOMITO 3ULIMA» OTHOCHUTCH K KOMIIO 3ULIUN
COeIMHEHMS TII0 HacTofmeMy M300peTeHUI UM cpele, OOMENIPUHATON B

OaHHOM oBJlacTM IJIS »OOCTaBKM OMOJIOTUMUECKM AaKTHMBHOTO COeIMHEHUS

MJIIEKOIIMT almyIM, HallprMep JIOOAM . Takaga cpella BRJIOUaAeT BCe
@apMaHeBTquCKM IIprmeMJIeMEIe HOCHUTeJIN, paB@aBMTeﬂM MJIN
HallOJIHMTEeJIN .

«BBemeHMe» BRJOUaeT Jiobom crnoco® BBeIOeHUd, TakoM  Kak
nepopalibHuM, IO KOXHEI, [IOOBLASEUHEIM, TPaHCMYKO3aJIbHEM,
IapeHTepalbHuM, BHYTPUBEHHLIM, BHYTpHapPTepUaJlbHEM, Oy KKaJIbLHEM,
CyBIIMHT BAJILHEM, MeCTHRIM, BaTMHAaJIbHEI, PeKTaJIbHuM, TJlasHOM,
VIIHOM, Ha3aJIbHBM, WHITaJSUMOHHEM, BHYTPMMBINEUHEM, BHYTPUKOCTHHIM,
MHTpaTeKaJIbHEM U TpaHCOepMaJIbHBM WM M¥X KoMOMHalLUioD. «BBedeHMue»

TaKxe MOXeT BRJIOYATE Ha3HadeHNe MJin SalloJIHEHNUE pelellTa IOJI4d

nprofpeTeHnus JIeKapCTBEHHOM bopmer, coIepxamen KOHKpEeTHOe
coeIMHeHUeE . «BBemeHre» MOXeT TakKxe BKJIOUATL [OpelgocTaBJIeHUE
yKa3aHum OTHOCUTEJILHO OCYyMeCTBIIEHU A criocoBa, BRJIIOUAKIETO

KOHKpPEeTHOEe COeIMHeHNMe WJIM JIeKapCTBEHHYIO @opMy, comepXxamylo STO
COeIIMHEHNME .

HacTosamee n3o0peTeHUe OTHOCUTCHA K KOMOMHUPOBAHHOMY
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[IpOOyKTY, comepxalmemy (i) 1o MeHbIIeln Mepe CVC WJIn ero
NPpOM3BOOHOE, WJIM aHaJioT, WIX eT0o OQapMalleBTUUEeCKM IIpUeMIIEMYK COJIb

MM CcoJibBaT, (1l) o MeHbmeM Mepe aroHucT PPAR dopmyJiel (1) :
Y4

A Ys

Y2

B KOTOPOM:

Y1l mpencraBJsgeT coboM TajioreH, Tpynmny Ra mam Ga—-Ra;

A mpezncrajyfdeT coboym rpynny CH=CH wmam CH2-CH2;

Y2 npencrarygeT cobom rpynny Gb-Rb;

Ga ¥ Gb, OOVMHAKOBEHE WJIM pPas3HHe, OIPencTaBJIgloT coOoM aToM
KMCJIOpona WJIM CEPHL;

Ra mpemcraBjsgeT coboM aToM BOIOpoIa, HeszaMmemeHHy (Cl-
C6) aJIkKMJILHYIO Tpynmny, (C6-C1l4) apuJIbHYIO TPYIILY W (Cl-
C6) alKMJIBLHYK TpPyIIly, KOoTopas 3aMelleHa OIHMM MuiIu O0oJiee aToMaMM
raJjioreHa, (C1-C6) aJIKOKCHU W (C1-C6) aJIKMJITHO Tpymnmny, (C3-
Cl4) uMKJIOAaJIKMIIL HEE TPYIIIEL, (C3—-C1l4) uMKJIOAJIKMIITHO TPYIIIIE MIIN
TeTepOLUKINUEeCKMe TPYIINH;

Rb mnpencraryigseT cobon (Cl-C6)alKUIIbHYD TPYINY, 3aMeleHHVYIO
o MeHbme¥d Mepe -—-COORc rpynmnou, rIOe Rc mnpencrTaBiageT cobol aToMm
Bomopola wmiau (Cl1-C6)ankuJbHYID TpPYyINy, KOoTopad 3aMelleHa WM He
3aMeleHa OIOHUM NI BoJiee aToMaMu TajoreHa, (C3-
Cl4) UuMKJIOAJKMJIbLHEE TPYIIIH MM IeTePOLUUKJIMUYEeCKUe TPYIIIH; U

Y4 m Y5, oIMHaKOBEE WMJIM Pa3HHe, IOIPpeOcTaBJsaioT cobon (Cl-
C6) aJIKMIIbHY TpPYINIy, KOTOopas 3aMelleHa WJIM He 3aMelleHa ONHYM WU
BoJiee aToMaMM raJioreHa, (C3—-C1l4) uMKJIIOAJIKMJIbLHEE TPYIIIIE MJIIN
TeTepOUUKINUEeCKMe TPYIINH.

B KOHKpPETHOM BapMaHTe OCYINeCTBJIEHUS CcoeOuMHeHUsS QopMyJH (I):

Y1l mpencraBJgeT cob®oM TajioreH, Tpynny Ra mam Ga—-Ra;

A mnpencTaBJigeT cobow rpynny CH=CH;

Y2 mpencraBygeT cobom rpynmny Gb—-Rb;

Ga m Gb, OIOVMHaKOBEE WM Pas3HHEEe, OPeICTaBJIAT COoOOM aToM
KMCJIOpOonoa WM CEPH;

Ra nIpelncTaBJIgeT codomr (C1-C6) aIKMIIbLHYIIO MJIIN (C3-
Cl4) UMKJIOANKWUJILHYI TpPYINy, B 4YacTHocTM (Cl1-C7)anxkmipHyn uim (C3-

Cl4) UMKJICAJIKWJIBLHYD TPYIIIY, 3aMeleHHYID WJIM He BaMemleHHYHD OIHUM
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nnm 6o0Jiee aToMaMM TajloTeHa;

Rb mnpencrarjgsger cobon (Cl-C6)aJKMIIbHYD TPYINYy, 3aMeleHHVYO
rpynno -COOR3, 1me Rc mOpencrTaBisgeT coboM aToM BOIOpoIa WU
AJIKWJIBHYD TPYIINY, MMeKIyl OT OIHOTO IO UYeTHpeX aTOMOB YyIJlepola;
u

Y4 m Y5 HezaBMCHMMO OpelcTaBJgT cobom (Cl-C4)alKuIbHYIO
TPYIny .

B KOHKpPeTHOM BapMaHTe OCYMEeCTRJIEHUS CcOoeIMHeHUd GopMyJsie (1) :

Y1l mpencraBJageT cobom Tpynny Ra miam Ga—-Ra;

A mpezncrTaBJyfgeT cobowm rpynmny CH2-CH2;

Y2 mpencraByasaeT cobom rpynmny Gb—-Rb;

Ga TmpencraejgseT coboM aToOM KMCJIOpoIa WMJIM @ CepH, a Gb
opeIcTaBJigeT COOOM aToM KMCJopona;

Ra IpencTaBJIgEeT cobom (C1-C6) alIKMJILHYIO 2N (C3-
C7) UMKIICANIKUIIBHYID TPYIIY;

Rb mnpencrariaser cobor (Cl-C6)alKMIbHY TPYINY, 3aMelleHHYIO
10 MeHbIeM Mepe rTpynno -COORc, THme Rc mnpencTarjisgeT coBo¥ aToM
pomopona miau (Cl-C4) alxkuibHy® IpPYINy; "

Y4 wm Y5 He3aBUCHMMO IIpelcTaBJgiT cobor (Cl-C4)alKUJIbHYIO
TPYIIIY .

B KOHKpPeTHOM BapMaHTe OCYMEeCTBJIEHUS coeIuHeHusS GopMyJinl (1) :

Y1l npezncrTarsigseT cob®oM aToM TaJloTeHa WIM TPynny Ra miam Ga-
Ra;

A mperncTaBJgeT cobow rpynny CH2-CH2;

Y2 mpencraBijsgeT cobom rpyrmny Gb—-Rb;

Ga TpencrTaBiasgeT coboM aTOM KMCJIOpOIa MM @ CepH, a Gb
npeIcTaBJigeT CcoBOO¥ aToM KMUCJOopona;

Ra nIpencTaBJIAeT cobom (C1-C6) ajIKMIILHYIO MJIN (C3-
Cl4)uMKJIOANKMJILHYI TPYIIYy, KOoTopasa 3aMelleHa OIOHMM WM 0oJiee
aToMaMM TaJIoTeHa;

Rb mnpezncrarjgsger cobon (Cl-C6)alKMJIbHYD TPYINY, 3aMelleHHVYO
WM He 3aMelleHHYyK OIHMM WM ©OoJlee aToMaMM TajloTeHa M 3aMeleHHY
10 MeHbmeW Mepe Tpynmo¥ —-COORc, 1Tme Rc mnpencTarjigeT coBoM aToMm
Bonopona mau (Cl-C4)alKuiIbHY® TPYIIY; U

Y4 u Y5 npencraBaginT codon (Cl-C4) alkuiIbHyD IPYINY.

B KOHKPETHOM BapMaHTe OCYIeCTBJIeHMS CcoelOuMHeHUS oGopMyJel (1)
Gb mnpezncramBjdgeT coBoM aToM KUCJIOpoIa, a Rb mpencrarjigeT cobon
(C1-C6) ankuJIbHYL TpPYIIly, 3aMemeHHyl Tpynmnon —COORc, roe Rc
nopeIcTaBJgeT CoOOV aToM BOOOPOIa WM He3aMelleHHYK JIMHEWHYK WU

paseeTBJeHHYILD (C1-C4)alKMIbHYK TPYIILY .
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B KOHKpPeTHOM BapMaHTe OCYWeCTBJIeHUI coeluHeHUd O¢opMyJisl (1)
Y1l mnpencraByageT cobtonm (Cl-C6)alxkuiaTmuo Tpylamny, colepxamyio (Cl-
CO) alIKUIJIBHYIO Tpyniy, KOoTOpad ABJISAETCH JIVMHEWHOM W
Pa3BeTBJIEHHOM, KOTOpas 3aMelleHa WM He 3aMelleHa OOHMM WM 0OoJiee
arToMaMmM I'ajior'eHa.

B KOHKpPeTHOM BapMaHTe OCYWeCTBJIeHUI coeluHeHMe OQopMyJisl (1)
BEIOMpPAKT W3 TPYIIIH, cocrosmen wu3 1-[4d-mMeTuiaTnodeHmsI] -3—-[3, 5-
oVMe TUII—4-KapBoKCUONME TUIIME TUJIOKCUOEeHWIT ] [IpOoIl—2—eH—1—0Ha
(pmapmbpasop wnim GFT505), 1-[4-MeTunTmodbeHus]—-3-[3, S—oumMeTui—4-
M3O0IPOIUIIOKCUKAP OO HUIIOVME TUJIME TUJIOKCUOEHWII ] IIpOII—2—eH—1—-0Ha, 1-
[d-MeTunTHObeHWMII] —3— [ 3, S—ouMeTUII—-4—-TpeT—

OYTUIIOKCUKAPOOHUIIOUME TUJIME TUIJIOKCUGEHWIT ] Ipoli—2—eH—1—-0Ha, 1-14-
TeudTopMeTUIIOeHUIT ] —3— [ 3, S—nuMeTHII-4—-TpeT— Oy TUIIOKCUKAPOOHUII—

OVIMe TUJIME TUJIOKCUPeHMII ] Ipon—2—eH—-1-0Ha, 1-[4-TmpudTopmMeTHIIOEHNII] —
3-[3, 5—oumeTmii-4-xKapOOoKCUIVME TUIIME TUJIOKCUOEHWII ] TPpOoIi—-2—eH—1—-0Ha,
1-[4-TpudTopmMeTnsiokCUdeHMII] —3— [ 3, S—ouMe TuI—-4—-TpeT—

OV TUIIOKCUKAPOOHUIIOMME TUJIME TUJIOKCHUOEeHMJI ] IpOol—2—eH—1—-0Ha, 1-[4-
TPpUOTOPMEe TUIIOKCUDeHWIT] —3— [ 3, S—ouMeTnii—4-—

KapOOKCUIMME TUJIME TUJIOKCUOKCHUOEHWII ] TPOII—-2—eH—1-0Ha, 2—-12, 6-
ouMeTuJI—4— [3-[4— (MeTUITHO ) QeHMJI] —3—0OKCONPONniI] eHOKCU ] —2—
MEeTUJINIPONAaHOBOM KMCJIOTH M M3ONPONMJIOBOTO %¢upa 2-[2, 6—oumeTmii—4-
[3-[4- (MeTHJITHO) beHMII] —3—0OKCONPONMII] PeHOKCHK ] —2—MeTUJI-TIPOIIaHOBOM
KMCJIOTH.

B ©OoJiee KOHKPETHOM BapMaHTe OCYIeCTBJIeHMI aT'oHucT PPAR
npencraejgeT cofou 1-[4-meTunTrnodpenmy] —3—- [ 3, S—aumMeTmI—4-
KapBoKCUIVME TUJIME TUJIOKCUPEeHWII ] IPON—2—eH—1—-0H (mam 2J1adpmubpaHop
min ELA — GFT505), mam ero dapMaleBTUUECKU IPUEMIIEMYI COJIb.

CVC mpencrabBjgeT cobor (S)-8-[4-(2-06yTOKCUBRTOKCHK) beHMII] -1~
n300yTuin—N-[4-[ [ (1-npommia—-1H-uMmuoazsoj—5-

WJI) METUII] CyNIbOUHMII] beHnn]-1,2, 3, 4—-TeTparngpo—1-0eH3a30UMH—5—

rkapbokcamMun. BoJjiee IOOpPOBHO cocTasn BellecTBa LEeHVKPUBUPOKA
PACKPHTE B OYyOJIMKaLMM 3SadBKM Ha naTedT CIHA N 2012/0232028.
PomncrTBeHHEIE COCTaBH 0OoJiee INOOPOOHO PaCKPHTH B 3asBKe Ha I1aTeHT
CIA N 61/823766, koTopas BKJIOUeHA B HACTOAIMee ONMCAaHVEe BO BCen
CBOeM TIOJIHOTEe B BUIe CCHIIKM IOJIS BCex lejleM. B OIHOM M3 BapMaHTOB
OCVYIIeCTBJIEHUA CvVC HaxoIoIuTc4d B dopme agoykKTa KMCJIOTEHL. B
KOHKPETHOM BapMaHTe OCYyIeCTBJIEHUA agoykT CcvcC BKJIIOUECH B
KOMOMHUPOBAHHHM  IPOOYKT, TakoM kak MeswmjgaT CVC, HallpuMep,
MOHOMETAHCYIJIEPOHOAT (S)-8-[4- (2-DyTOKCHUITOKCH) peHMJI] —1-U300y THUII—

N-[4-[[ (1-mmponmi—1H-MrIOa30J—5-—1JI) METWJI] CYJIEQMHMII] QeHMII] —
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1,2,3,4-Terparungpo-1-0eH3a30lMH—5—KapbokcaM1a . B OIHOM nus
BapMaHTOB OCYIeCTBJIEHUSA Mes3uJjaT CvC npencraBjdgeT cobon
KpUCTAaJIMUeCKUM MaTepual, TakoM Kak OJIedHO—3eJIeHOBATO—XKeJITHMN
KPUCTAJIJIMUEeCKUM TIIOpOomoK. B oODHOM M3 BapMaHTOB OCYIEeCTBJIEHUSA
Mes3wjaT CVC ABJAeTCHS XOPOoWO PaCTROPMMEIM B JIEOSHOM YKCYCHOU
KMUCJIOTe, MeTaHoJle, OeH3WMJIOBOM CIUPpTe, IUMEeTUIICYJbOorcume m N, N-
OMMeTHUIIQOpMaMUIE; PACTBOPUMEIM B [IUPUAMHE UM YKCYCHOM aHI'MIOPUIE; U
YMEPEHHO pacTBOpuMEIM B 99,5% 2Ta”Hojie; cJjabo pacTBOPUMBEIM B
alle TOHUTPUIIE, l-okTaHOJIe U TeTparumgpodypaHe; U  OpakKTUYECKHU
HEpacTBOPMMEIM B DBTUialleTaTe W OUBTUIIOBOM 5Boupe. B oOHOM U3
BapMaHTOB OCYMeCTRBJIeHMA Mes3ujaT CVC ABJAeTCda XOPOoIo pacCTBOPUMEM
B BOIOHOM pacTeope Inpu pH orT 1 mo 2; yMEPEeHHO pacTBOPUMEM IIpu pH
3 ¥ OpaKTHUUeCKM HepacTeopuMeM IHIpu pH oT 4 mo 13 m B BOIe.

B KOHKPETHOM acriexkTe n3obpeTeHMe OTHOCUTCH K
KOMOUMHUPOBAHHOMY I[IPOOYKTY, cCcoIepXalleMy :

(1) CVC wnu ero IIPOU3BOIOHOE, WY  aHaJjor, VI ero
bapMalleBTUUECKU IIpUeMIeMYI0 COJIb MM COJIbBaT,

(ii) aroumcT PPAR, B UYacCcTHOCTM coeluMHeHUe OGopMyJiHl (1) wmiIu
ero ¢dapMaleBTUUECKM IIpUeMIIeMyld COJIb, B UYaCTHOCTH, 9DJjadudpaHop
Wi ero dapMalleBTUUECKM NIpHeMIIeMyl COJIb.

B KOHKPETHOM BapMaHTe OCYMEeCTBJIEHMS KOMOMHUMPOBAHHEM IIPOOYKT
opencraBJgeT CcOoOOM KOMIIO3UIIMIO, COIOEepPXallyloo:

(1) CVC nJin ero IIPOU3BOOHOE, MJIn aHaJor, MJIn ero
bapMalleBTUUECKM NpUeMIEMYI COJIb MJIM COJIBBAT,

(ii) aroumcT PPAR, B UYacCTHOCTHM coeIMHeHUe O(opMyJEl (I) WU
ero GdapMalleBTUUECKM IIPpUeMIIeMyl COJIb, B YaCTHOCTH, 3JadubdpaHop
WM ero QapMalleBTUUECKM IMIPMEMIIEMYyK COJIb; a TaKxXe

(iii) dapmMalleBTHUUECKU IPUEMIIEMEIM HOCUTEJH .

B KOHKPEeTHOM BapMaHTe OCYHMEeCTBJIEHMS KOMOMHUMPOBAHHEM IIPOOYKT
opencraBJgeT coboM Habop KOMIIOHEHTOB, BKJIOUAIIMN ;

(1) CVC MJin ero IIPOM3BOIOHOE, MJIn aHaJor, MJIn ero
bapMalleBTUUECKM NPUeMJIEMYI COJIb WJIM COJIBBAT,

(ii) aroumcT PPAR, B YaCTHOCTM cCoeIMHeHMVe o¢opMyJH (II) wWiu
ero GQapMalleBTUUECKM IIPUEeMIIEMYyK COJIb, B UYaCTHOCTH, 3JadubpaHop
WM ero QapMalleBTUUECKM I[IPMEMIIEMYK COJIb;

oJis [IoCJIeIOBaTeJIbHOTO, pasieJIbHOTO VI OIOHOBPEMEHHOTO
IpuMeHeHUsa, B UYacCTHOCTM IIPpM JiledeHuM Jodoro u3 3abdojeBaHUM,
YKa3aHHBEIX B HaCTOAMEM OINVMCAaHUM.

CoTJlacHO BapMaHTy OCYMeCTBJIeHMS KOMOMHMPOBAHHBEIM IPOIOYKT

comepxuT (i) CVC mam ero odapMalleBTHMUECKM IIpMeMIeMyl CcoJib M (1i)
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2J1adnbpaHop MM erl'o dapMalleBTUUECKM [IpUeMIIeMyK COJIb.

VsoBpeTeHre TakXe OTHOCUTCH K KOMOMHMPOBAHHOMY IIPOOYKTY,
oIpeneJIeHHOMY B HacCTOdlleM ONMCaHWM, OJS MWCIOJB30BaHMA B CIOoCobe
JIeueHM A zaboJjieBaHmA, TaKoT'O Kak VIMMYHHOE (HanpuMep,
ayTOMMMYHHOE) , BOCIIQJIMTEJIEHOE, MeTaboJIMdecKoe, dnbpo3HOE WM
XoJlecTaTuueckoe 3abojieBaHMe.

B OOIIOJIHUT eJIE HOM acIlieKTe n3obpeTeHre OTHOCUTCH K
KOMOMHUPOBAHHOMY I[POOYKTY I[IO WM300peTeHM, IIpelHa3HaUeHHOMY IJId
[IpUMeHeHU I 04 VMHIVOUPOBaHU A nposmmbepaium U/ UIN aKTUBaLWN
onbpobslacToB, OTBETCTBEHHEX 3a BHPaOOTKY KOJIJIAT€HOBEX BOJIOKOH
U/UIM OTBETCTBEHHEX 3a BHPa®OTKYy BHEKJIETOUHOTO MaTpUKCA.

CorJiacHO HaCcToAlleMy 1300peTEeHND TepPMUH «ayTOUMMYHHOE
3aboJieBaHMe» MCHIOJb3yeTcda O0jad o0O03HaueHMAa COCTOfAHMA, KOTOpoe
BOZHMKaAET B pes3yJjibTaTe aHOMaJIbHOTO MMMYyHHOT'O OTBeTa oOplaHM3Ma Ha
BelleCTBa M TKaHM, OOBUYHO IIPUCYTCTBYyHIMEe B OpraHM3Me. 3abojieBaHue
MOXeT OBTE OIPaHUUYEeHO OIlpeleJleHHBEMM oplaHaMM (HalpuMmep, KakK IIpU
nnabere 1 TUIla WIM ayTOMMMYHHOM THPEOUIUTE) WM MOXET [IopaXaThb
OllpeleJIeHHY® TKaHb B Pas3HEX MecTax (HalopuMep, Kak IIpKy OO0JIe3HU
T'vonacuepa, DopaxeHuM OasalIbHOM MeMOpPAaHH B JIETKUX M IIOUKax) .

TepMMH «BOCIIAJIEHME» MCIOJb3yeTCcd Ojid OO0O03HaueHMda COCTOAHUL,
KOTOpOe BOBHMKaAeT B pe3yJjbTaTe 3allMTHOI'O OTBeTa, BKJIOUAKIETO
KJIETKM—-XO035€Ba, KPOBEHOCHEE COCYIOH U OeJIKM U IpyT'Me MeOuaTOPH,
KOTOPEHE  MOTYT CIIyXUTHb O0JI1  yCTpaHeHUSs  IIPpUYUYMHEL IIOBPEeXIEeHUSI
KJIETOK/TKaHelM, a TaKXe HeKPOTUUECKMUX KJIeTOK/TKaHel, o0pa3Vyomuxcsd
B pe3yJybTare [IEPBUYHOT O MHCYJIbTA, u VHULIM AU npolecca
penllapauuM. BochnajuTellbHass peakLMsa MOXeT IIPOABJIATBECHA B BUIe 0O0OJIN,
xapa, [IOKpaCHeHUs, oTekKa, pacumpeHmusa KPOBEHOCHEBIX COCYIOE,
YCWJIEHU A KPOBOTOKAa U IOTepU OQyHKLUMU.

TepPMUHE «Pubpo3», «dpubpo3HOE 3aboJieBaHue>, «PUbpo3HOE
PACCTPOMCTBO» M MX CKJIOHEHMA O3HavalT I[IaToJIOTUMUYeCKOe COCTOSHUE
Ype3MepHOTO OTJOXeHUd O(UOPO3HOM COeIMHUTEJILHOM TKaHM B OpTaHe
WU TKAaHU. BoJiee KOHKPETHO, dmbpos npencraejgeT cobom
IaTOJIOTUUECKUM MpollecC, KOTOPHM BKJKUAET IOCTOSHHOe oB0pasoBaHUe
pmdpozHOTO pydlua M MIOHTOUHOE  IIPOOYLMPOBAHME  BHEKJIETOUHOTO
MaTpUMKCa COeIMHMTEJNLHOM TKaHbl B OTBEeT Ha IIOBpeXIeHMe TKaHU.
OUBUOJIOTUUECKM OTJIOKEHVE COEIUHUTEJBHOM TKaHM MOXeT YHUUTOXUTH
APXUTEKTYPY M HapyllUTh QYHKUMKD HWXeJiexallel'o opl'aHa WJIM TKaHMU.

CorJlaCHO HacTodAlleMy M300peTeHMID (UOPO3 MOXEeT IIpenCcTaBJIATh
cobom  pubpo3z JwBOTO opraHa «WMJIM  TKaHU. VrmocTpaTUBHEE, He

OT'paHMUMBaKmme IIPMMEPEL @M@po:%a KOHKPEeTHOTI'O OopraHa BRJIOUYAKT
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dnbpos [IeUYEHN, I[IOUYEK, KOXWU, SNIMIOepMH1ca, DHIOOIEPMEL, MBI,
CYXOXUIIMM, XpAamed, cepdla, IIOIXeJIYyIOUHOW XeJjle3h, JeIKMUX, MaTKWU,
HEepBHOWM CHCTEeMH, fAMYKa, AUMUYHMKOB, HAOIIOUEUHMKOB, apTepuu, BeHH,
TOJICTOM  KMIIKM, KUIIEeUYHUKA (HanmpuMep, TOHKOWM  KMIIKM) , JKEJIUHHX
oyTewr, MATKMX TKaHel (HaOpyuMep, CPeOOCTeHMS WIM 3adpomMUMHHOTO
IpOCTPaHCTBa), KOCTHOTO MO3Ta, CyCTaBOB U XeJlylIKa.

B IPenrnouTUTEeJIbHOM BapMaHTe OCYIIEeCTBJIEHU A pudposHOE
PacCTPOMCTBO BHOMpaT M3 TPYINH, cocTodmer u3 ¢(udpo3a I[IeueHN,
KeJIYyIOUHO-KMIIEUHOT'O TpaKTa, JIeTKMX, Ccepala, I[IOYeK, MBI, KOXMU,
MATKUX TKaHeu (HanpuMep, CpenoCcTeHus VI 3a0POIIMHHOT O
IpoCTpaHCcTBa), KOCTHOI'O MO3T'a, KUIEeUHMKa UM cycTaea (HaIlpuMmep,
KOJIEHHOT'O CyCTaBa, ILJIeUeBOTI'0 MM OPpYyIMX CyCTaBOB) .

B ©OoJjlee OpenllouTUTeJIbHOM BapMaHTe OCylleCTBJIeHUA (UOPO3HOe
PACCTPOMCTBO BHOMpPAT M3 TPYIOH, cocTodmer wu3 (ubpos3a IIeUeHwu,
JIETKUX, KOXWU, IIOUeK M KUIIEeUHMKA.

B OoJjiee OpenlIouTUTEeJIbHOM BapMaHTe OCYIeCTBJIeHUA HaCTOAlel'o
nzobpeTeHMa IpelHaszHaUeHHOe MOJg JeueHus (ubpo3HOe pacCTpOMCTBO
BHIOMPAIT M3 TPYIIOH, COCTOoAller M3 CcJeOyllero HeIoJIHOTO CIMCKa
dMOPO3HEHX PaCCTPOMCTB: HeaJIKOTOJILHOTO CTeaToTrelaTuUTa (HACT"),
JIeTOUHOTO (pubposa, UIMOIATUUECKOTO JIETOUHOTO O(ubposza, (ubdposa
KOXW, dnubposza rJjas, SHIOOMUOKAPOMAJIEHOTO dmubposa, dmubposza
CpenocTeHusd, MreJiopmubposa, PETPONEPUTOHEAJIEHOT'O dmnbposa,
IpOTPEeCcCUPyRIero MaCCHUBHOTO (uOpoz3a (OCJOXHEeHMe IIHEeBMOKOHMO3a Y
maxTepos), OpoJudpepaTUBHOTO (OuOpo3a, HeoIJlaCTHYeCKoTro ¢ubposa,
dudbposa JIeTKUX, BHI3BAaHHLIM XPOHUYECKUM BOCIIaJIMTeJIbHEM
3aboJjieBaHMEM IOHXATEeJILHEX IIyTe (XOBJI, acTMma, TyOepkKyJjes JeIkKux,
sMpr3eMa, KypeHue, IPF), AJIKOTOJIb—VMHOYLMPOBAHHOT O VI

MeIMKaMeHTO3HOI'O @M@po:%a IIe4YeHN1, Iomppo3a IIedYeHl, I/IH(]_)@KLU/IOHHOI‘O

dnbposza [leyeHu, ¢pnubposa, MHOYLUUPOBAHHOTO JIyUeBOM MJIN
XVMMOTepanuen, CUCTEMHOI'O dnbpo3za redyeHu, BoJie3HA KpoHa,
A3BEHHOTO KOJIMTa, KeJiouna, cCTaporo VHQapKTa MMokapna,

CcKJIepoepMUM/ CUCTEMHOTO CKJIEpo3a, apTpodubposa, HEKOTOPHX (OopM
CIIaeuHOTO KallcyJMTa, XPOHMUeCKOM O(OMOPpO3HOM XOJaHTMONaTUM, TaKou
KakK TIMepBMUHHM CKJIEPO3UpYyMUY xoJaHTUT (IICX) u (PBC), OuilMapHOU
arTpe3un, CceMeMHOTO BHYTPUIIEUeHOUHOTO XxoJjlecTa3a Tumna 3 (PFIC3),
INEPUMMILIAHTALIMOHHOTO ¢ubposza M acbecTosa.

XoJjiecTas OIpenelidouT KaK yMEeHBIIEHMe IIOTOKa KeJluuM M3—3a
HapymeHrsa CeKpeluM TelaTouMTaMM (TenaTo—-KJIeTOUHHM xXoJecTas) WiIn
OBCTPYKLUMM IIOTOKAa XEeJIUM 4Yepe3 XeJJUHHE I[IPOTOKM BHYTPM WJIM BHE

nmeuedr (OBCTPYKTUBHEIM XOJIeCTas3). B KIVMHMUECKOM MOpaKTHKe XoJiecTas



22

- 270 J0boe COCTOoAHME, IIpM KOTOPOM OTTOK XeJuM U3 I[IedeHU
3aMenJiedH MM 3aBJIOKMPOBAaH.
[I[pyMepH BOCHAaJMTEJILHEX 3abojieBaHmui, OUOPO3HEHX 3aboJieBaHuM,

3aboyieBaHuUM obMeHa BemeCTB n XOJIeCTaTUYEeCKUX 3aboJieBaHUM

BKJIIOUAKT MeTaboJIMUeCKue 3aboJyieBaHM 4 rIeyeHu, HeaJIKOT'OJILHYD
XKUPOBYKD  OO0OJIe3Hb reyeHu (HAXBII) , HeaJIKOTOJILHEM CcTeaTorelaTuT
(HACT") , MeIMKaMeHTO3HEEe 3aboJieBaHmUA reyeHu, AJIKOT' OJIb—

VMHOYLIMPOOBaHHEE 3aboJyieBaHmn 4 I1edyeHn, I/IH@_)GKLU/IOHHBI@ 3abojieBaHmn g

IIe4dyeHn, BOCHIAIUTeJIbHEIe 3af0oJieBaHMA IIeUueHN, 3ab0JIeBRaHNa I[IeUeH!,

OIoCpPenoOBaHHLEe IVCOYHKLMEN VIMMYHHOM CUCTEMEH, OV CIIUIINOEMHAIO,
CepneyvHO—COCYIOUCTHE 3aboJieBaHus, pPecTeHo3, CUHIOPOM X,
MeTaboJIuueCKU CHUHIPOM, nuabeT, OXVpeHUe, TUIIEPTOHNIO,

XPOHMYUECKYID XOJIaHTMONaTUI, TaKyl KaK I[IepPBUUHHM CKJIEPO3UPYIUN
XOJIaHTUT (IICX) , IIEPBUYHHY  XEJIUHEM  XOJIAHTUT (PBC), aTpesun

KeJIYeBEIBO O AINMX l'ly‘l"eﬁ, CeMeMHEM BHYTpMHequOT-IHbITyJI xoJiecTas Tumia 3

(PFIC3), BocHaJMUTeJbHEEe 3aboJjiIeBaHMSA KUIIeUHUKa, O0oJes3Hb KpoHa,
I3BEHHHM KOJIUT, KeJioun, CTapuM VHOaAPKT MMoKapna,
CKJIEPOIepPMMI0/ CUCTEeMHEIN CKJIEPO3, BOCIaJIMTeJIbHHE 3aboJjieBaHNA,

HeﬁpOHePeHepaTMBHMe 3aboJieBaHud, PasHele BMIOE PakKa, PpakK IledeHN,

reliaToleJJINIIAPHYI KaplUVMHOMY, pPakK XeJIJYOJOUHO-KMIIeYHOI'O TpaKTa, pak

KeJyIKa, MEHMHITMOMY, CBA3aHHYIO c HelpodpubpoMaTo30M,
HeMpPOSHIOOKPUHHEE Oy XOJIN IOIXEJIYDOUHOM KeJIe3H, SK30KPUHHEE
OIIYyXOJIU IIOMKEeJIYOOUHOM KeJle3H, JIeMIKeMMIO,
MMreJIONpoJMbepaTUBHEE / MUeJIOOUCIIIIaCTUUe CKIMe 3aboJjieBaHns,

MacTOLMTOS3, IOepMaToduOpOoCapKOMy, COJIMOHEE OIYyXOJM, BKJIUaAd pak
MOJIOUHOM XeJIe3H, JIeTKMX, MUTOBUIOHOM XeJie3H UIM OOOOOUHOM U
OpAMOM  KMIIKM, pak [OpelcTaTeJIbHOM XeJie3H, O(ubpo3 WM LUPPOS3
nedeHM JIOOOTO MNIPOUCXOXOeHUd, OuMOpo3 MIM LUPPO3 IIeUeHM, BH3BAHHLMN
MeTabolInueckuMy 3abojeBaHuaMmu, HAXBII-MHOYUMPOBAHHEM (UOPO3 WK
LHUPPOs3, HACT-MHOYUMPOBAaHHHM bndpos NI LMppPos, aJIKOT OJIb—
VMHIOIYLUMPOBAHHEM QUOPO3 WMIM LUPPO3 I[IeUeHUM, MeIMKaMeHTOS3HEM O(Oubpos
WM LUPPO3 [IeueHU, MHOeKUMOHHEM (ubpo3 MM LUUPPO3 IedeHU, Oubpos
VI iiZyejelels! [IeUeHy, BHEI'3BAaHHHN mapa3uTapHOu MHbekLMEN,
BakTepUalbHEM OUOPO3 WMIM LUPPO3 IIedeHM, BUPYCHHM (uOPO3 WU
LHMppPos3, omdpoz wmIM UUMPPO3 IIeUeHW, BHI3BaHHHY HBV-uMHpeKlMeN,
dnbpos wmMIM LIMPPO3 IIeueHM, BH3BaHHBM HCV-uHbeklMrel, (udpo3 wWiIu
UMppo3 IIeUeHy, BH3BaHHBM  BUU-uHbeKlMel, oubpoz WM  LUPPOS3
rleueHy, BHI3BAaHHHM cMelaHHOM HCV/BUUY-rHpeKLMeN, dmdpos I
UMpPPO3, MUHOYLUUPOBAHHHM JIYyUeBOW WM XUMMOTepamnnewn, ©Oouopo3 XeJTUHHX

nyTel, ¢ubpos WIM LIUPPO3 TleUeHM, BH3BAHHHYM JIIOOBM XPOHUUECKUM
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xoJecTaTuueckuM 3abojeBaHueM, O(ubOpoO3 KUIMEeUHMKa JHOOM STUOJIOTUM,
drbpo3, BHBBaHHHM O0oJie3HbI KpoHa, 0(0MOpo3, BHBBAHHHM S3BeHHHM
KOJIMTOM, dMbpo3 KUIIEUHUKA (HanpuMep, dnbpo3 TOHKOM  KMIIKU) ,
drbpo3 TOJICTOM  KUIKMU, dnbpos xKeJgyIokKa, dmMbpo3 KOXWU, dnbpos
SIUOEPMUCa, dnbpos DHOOOEPMH, dnbpos KOXU BCJIEOCTBYUE
CKJIepoIepMUM/CUCTEMHOTO CKJIepo3a, 0(ubpos Jerkux, o(ubpos JeTKUX
BCJIEOCTBME XPOHMUECKMX BOCIaJMTEeJILHEX 3aboJjleBaHuUM  OBIXaTeJIbHHX
nyTen, TakmMx Kak XOBJI, acrTMa, sMbpuzeMa, JJeTKoe KYypUJIbIIMKAE,
TyDepKyJes, JeTouHuM  Ouobpos3, UIOIVNONATUUYECKNM JIETOUHHM  (udpo3
(IPF), ¢udpos cepznua, bmbpoz mouex, HedpOTeHHE  CUCTEMHHM
dmubpos, Gubpoz wmeml, GMOPO3 MATKMX TKaHeM (HalpuMep, CpeloCTeHUS
i 3abprlMHHOTO IIPOCTpaHCcTBa), (uMOpo3 KOCTHOTO MOo3ra, (udpos
CycTaBoOB, OuOpPO3 CyxXOoxuIuy, oOombpo3 xpdma, O(ubpo3 MIOMXKEeIyIOUHOM
xeJesr, Gubopos MaTky, (ubpo3s HEepPBHOM CHUCTeMbl, O(udpos AuUKa,
dmbpo3 AMUHMKOB, OGOMOPO3 HAOIOUEUHMKOB, OGuOpo3s apTeputt, ¢tubpos3

BeH, (mubpo3 ITJyas, DSHIOIOMMOKapIMaJbHBM (udpos, oOmudpos cpeIlocTeHusd,

MmeJiodndbpos, pPeTponepuTOHeallbHEM dubpos, IPOTPeCCUpPyMMN
MaCCHUBHEMN bubpos (OCJIOXHeHu e [IHEBMOKOHMO34a maxTepos) ,
nposubepaTUBHE dmnbpos, HeOollJlaCTUUEeCKUM dpmnbpos,

IepUUMILJIaHTAUMOHHEY  ¢oubpo3 u acbecTo3s, apTpodubpos, ClaeuHHMN
KAaICYJIUT .

[lpennouTnTelIbHO 3abojieBaHMe BHOMpPAT W3 TPYINHE, COCTOAMEN
13 MeTabouMueckux 3aboJieBaHUM IIeUueHM, HeaJIKOTOJIbLHOM  XUPOBOM

foJie3HM TIeueHM (HAXEBII), HeaJIKOTOJBHOTO CTeaToTremnatuTa (HACTY),

MeOMKaMeHTO 3HEIX 3aboJieBaHUM neyeHu, AJIKOTOJIb—MHIYLMPOBaHHEX
3aboJIeBaHUM IeyeHu, VHOEKIMOHHEIX 3aboJieBaHUM neyeHu,
BOCIIAJIUT &JIb HEX 3aboJjyieBaHm g neyeHu, s3aboJieBaHUM neyeHu,
ONIOCPenOBAaHHEX IVCcOyHKLIMEN VIMMYHHOM CUCTEMEH, OUCIIUINOEMHIN,
CepnevHO—COCYIOUCTHX saboJieBaHNn, pecTeHO3a, CUHOpOMA X,
MeTaboJIMUYeCKOTO CHUHIpPOMA, nraberTa, OXVPEeHUS, TUIIEPTOHUN,

XPOHMUECKOM XOJIaHTMONIaTUM, TaKo¥ KakK I[IePBUUHHM CKJIePO3UPYIIUN
XOJIaHITUT (TICX) , [IePBUUHEM  XEJIUHBM  XOJIAHTUT (PBC), aTpesun
XeJITUeBEIBOOAMMUX IIyTel, ceMeMHOT'O BHYTPHUIIEUeHOUHOTO XoJlecTa3a THuIla
3 (PFIC3), BOCHAJIUTEJNLHHX 3abojleBaHUNM KUIeuHMKa, O0oJe3Hu KpoHa,
A3BEHHOTO KOJIMTa, pakKa IIeueHM, TIelaToleJUIoJIIpHOM KaplLMHOME, paka
XKeJIYIOUHO—KMIIeUHOT'O  TpaKTa, paka XeJylka, paka oBoOouHOM H
Ip MO KUK, dnbpoza VI uUppo3a [eYeHu, BEIBBAHHOTO
MeTabonueckuM 3abojeBaHmamr, HAXBII-MHOYUVMPOBAHHOTO (UOpO3a WU
uupposza, HACI'-MHOYUMPOBAHHOTO (GMOpO3a WM LUPPO3a, aJIKOT OJIb—

VMHOYIMPOBaHHOTI'O @M@po:%a 2NNz ompposa IIeyeHn1, MeIMKaMeHTO3HOI'O
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onbposa WIM LUPppOo3a I[IeueHM, MHOEeKIMOHHOTO O(mbdposa WIM LHUppo3a
edyeHM, OuOpo3a WIM LUMpPPOo3a IIedeHM, BHBBAHHOTO IIapa3MUTapHOU
MHbeklMel, OakTepuaJbHOTO (udpo3a MIM LMppOo3a I[IeueHM, BUPYCHOTO
onbposza WM LUMppo3a, O(mbpo3a WIM LUUppo3a IIeueHM, BH3BaHHOTO HBV-
nHbexUMeN, (ubOpo3a MM LUMPPO3a IIeueHM, BH3BaHHOTO HCV-uHbekumel,
dmbpoza wWaIM ULUMppO3a I[IeueHM, BH3BaHHOTO BHUU-uHbpekluel, ©¢ubpo3a
Wiy  uypposz3a IIeueHy, BEI3BAHHOTO CMemaHHoM HCV/BUU-uHbeKLMeN,
dmbpoza wmaM LUppPoO3a, WHIOYLUMPOBAHHOTO Jy4eBOM WMJIM XUMMOTepalMnel,
dmbpo3a KeJUHHX OyTelr, oOomubposa WIM LUppo3a IIedeHM, BH3BaHHOTO
JIIOOBIM XPOHUUECKMM XoJleCTaTuuYeCKUM 3aboJieBaHueM, dnbposza
KEJIYOOUHO—KMIIEUHOTO TpaKTa Jbon »sTuoJioTuM, (udpos3a, BHBBAHHOTO
OoJsiesHvl KpoHa, ¢uOpo3a, BH3BAHHOTO SA3BEHHEM KOJUTOM, ©(uOpo3a
KMIleuHMKa  (HalopuMmep, ©Oubpos3a TOHKOM KMIIKK), O(ubposza TOJCTON
KUIIKM , dnbposza XeJlyIoka, dnbpoza JIeTKUX, dubposza JIeTKUX
BCJIEOCTBMYE XPOHMUECKUX BOCHIAJUTEJILHEX 3afoJieBaHuM  OHXAaTeJIbHEX

nyTen, Takux kKak XOBJI, acrMa, sMbpuzeMa, JeT'Koe KypWuJbIUKa,

TyOepKkyJes, JIeTOuHBM (oubpo3, UAMONATHUUECKUM JIeTOUHHEM  (oubpo:3
(IPF) .

CliemoBaTeJIbHO, COTJIaCHO n300peTeHno  JIeueHUe VIMMYHHOT O
(HanpuMmep, ayTOUMMMYHHOTO) , BOCIIAJIMTEJILHOTO, MeTaboJIMUeCcKoTo,

OMbpOoB3HOTO WMIM XOJIeCTaTuUueckoTo 3abojieBaHMSA BKJOUAeT BBeIeHUe
KOMOMHUMPOBAHHOTO IMPOOYyKTa II0 HacToAmeMy MK300peTeHMI, HalpuMep, B
BHUIE bapMaleBTHUUECKOM KOMIIO 3MLIMN MJIIN Habopa KOMIIOHEHTOB,
comepxamero KoOMIOHeHTH (i) m (ii) xoMOuHauuM, CYOLEKTY, UMelleIlo
yKasaHHOe PacCTpOMCTBO, IJIS M3IJIeUeHUs, 3alepPXKM, KYIUMPOBAHUS WIIU
3aMelJIeHUS IIPOTPeCcCCUPOBAaHUSA PacCTpPOMCTBa, TakuM ofpas3oM yJydmas
COCTOAHME INallMeHTa WMJIM 3I0POBOT0 CyOBeKTa, B UYaCTHOCTM CyOBEKT,
[IOOBEPXEHHOTO PUCKY Pa3BUTUA TakoT'o 3abojieBaHUA.

ITomJiexammi JIEUEeHUID CyDBEKT npelCcTaBJIgET cobom
MJIEKONIMTAaKIEeE, IpenlIouTUTEeJIbHO UJeJIOBeKa. CybmekT, ImonJiexalmi
JeUeHNI B COOTBETCTBUMM C U300peTeHMeM, MOXeT OHBTH BHOpaH Ha
OCHOBE HECKOJIbKUX KpPUTEPUER, CBS3aHHEX c OMOPO3HEIMA
3aboJIeBaHMAMM, TaKMX KaK I[IpedmnecTBYKIee MeIMKaMEeHTO3HOe JedeHUe,
ACCOUMMPOBAHHEE I[IAaTOJIOTMM, TeHOTHII, Bo3IelcTBUe (aKTOpOB pPUCKA,
BMPYCHasa MWHOeKLUMs, a TaKXe Ha OCHOBe IeTeKTUMPOBaHMUA JKOOTO
COOTBETCTBYMeTI0 OMoMapkKepa, KOTOPHM MOXeT OBTH OlleHeH MeTooaMM
BMU3YyaJIM3allA u VIMMYHOJIOTUUYECKUMU, DroXMMYe CKVMM,
bepMeHTaTUBHEMUA, XMM/UY e CKVMMA MeTOoaMM ZAIN%! MeTOoaMM
OETEKTUPOBAHMA HYKJIEMHOBHIX KMCJIIOT.

B KOHKPETHOM BapMaHTe OCYIEeCTBJICHMA KOM@MHMPOBB.HHBI?I IIPOOYyKT
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npencraBygeT cobor Habop KOMIOHEHTOB, CoOIepXaluiu:

(i) coemuHeHme CVC wMJIM eTro IIPOM3BOIHOE, aHaJIoT', COJIb WJIHu
COJIBBRAT,

(ii) aronmcT PPAR, B UYaCTHOCTHM coeIuHeHMe OQOpMyJIEl (I) wWIu
ero G¢apMalleBTUUECKM IIPUEMIIEMYK COJIb, B UYaCTHOCTH, 3JadubdpaHop
WM ero QapMalleBTUUECKU I[IPUEMIIEMYK COJIb;

nJis [IOCJIeIOBaTEJIbHOTO, pPasnoesyIbHOTO VIV OIOHOBPEMEHHOTO
IpUMeHeHUI HOpKY JiedeHUM JIO0OTO0 M3 YIOMSAHYTHX BHIe 3abojieBaHUN.

aroHucT PPAR ¢opmyJsiel (I) MOXeT OBTBE B QopMe dapMalleBTUUECKHU
IpueMJIeMOM COJIM, TI'MIpaTa, CoJibBaTa, IIoJuMopda MM COKpHUCTallIa.

aroHucT PPAR ¢opMyJiHl (1) Takxe MOXeT OHTH B QopMe IuapaTa,
CcoJibBaTa, HoJmMopda WM COKpHUCTaJlJla COJIU.

CorJjlacHO M300peTeHMIO KOMOMHAaLMI, cCcomepxXamyl (1) IO MeHBbIIEMN
Mepe CVC maM eTro IMPOoMB3BOIHOE, aHaJloT', COJIb MJIM coJjibBaT, (ii) 1no
MeHbIleM Mepe aroHucT PPAR dopmysel (I) m (iii) Heobs3aTeJIbHO OOMH
uim BoJiee QapMaleBTUUECKM [IpMeMJIEeMBEIX HOCUTEeJIeM, BHOUpalnT TaKuM
oBpasoM, UTOOH KOMOMHaUMA 1o n300peTeHMD oBecrieunBala
CUHepTeTHUuUYeCcKoe nencTBUe IpOTUB VIMMYHHOTO (HanpuMmep,
ayTOMMMYHHOT'O), BOCHAJMUTEJIBEHOTO, MeTaboJIMUecKOoTo, OUOPO3HOTO WM
XOJIECTaTUUECKOTO 3aboJieBaHud, B YaCTHOCTU BOCIaJIMTEeJILHOTO,
MeTaboJIMUuecKoro, OMOPO3HOTO MM XoJiecTaTudecKoro 3abojieBaHUA.
Takas CUHEepIHMa  MOXeT OHITH omnpenejyieHa B COOTBETCTBUU co
criocobaMy, XOPOIMO MBBECTHEIMM B IaHHOM 00JIacTM TeXHUKM, TaKUMMU

Kak MeTon OlleHKM u30bbTka oo Biauccy (EOB), oIMCaHHHBM B IIpHUMepax.

Takum obpasoM, HacTodllee nsobpeTeHne OTHOCUTCH K
KOMOMHMPOBAHHOMY NpoOyKTY, comepxalmemy CVC WMJIn ero
bapMalleBTUUECKHA npreMJIeMY COJIb u 2J1admubpaHop I ero

bapMalleBTUUECKM [IPpUMeMJIEMYID COJIb, IIPUMUeM KaXObl M3 HUX HaXOOUTCSH
B CUHEePTEeTUUYECKOM  KOJIMUYECTBE, npu KOTOPOM  BHIBHBAEMH  MMU
TepaleBTUUeCKUN sbberT Jydiie, ueM TepaleBTUUeCKUM sbderT,
obecrieurBaeML KaXIbIM n3 DTUX coeIVHEeHUN, BBOIOMMEBIM 1o
OTIEeJILHOCTH .

Nz30B6peTeHre TaKXe OTHOCUTCSH K CHOCOBy JIeueHMId MWMMYyHHOTO
(HanpuMep, ayTOVMMYHHOTO) , BOCHAaJIMTEJIBHOTO, MeTaboJIMUYeCKOT O,
OUBPOBHOTO MM XOJIeCTaTUUeCKOTO 3abojieBaHusd.

CyBbekT, IIoIJeXallMi JeueHMI0O B COOTBETCTBUM C H30DpeTeHUeM,
MOXeT OHITH BHOpPaH Ha OCHOBEe HECKOJIbKUX KPpUTEPUEB,
aCcCOoLMMPOBaHHBIX C VIMMY HHEIMI (HanmpuMep, Ay TOVMMMYHHEIMM ) ,
BOCIaJUTEJILHEIMMY, MeTaboJIMYecKMMM, OUOPO3HEIMM WM XOJIeCTaTUUeCKVMU

3aboJIeBaHUAMU, TaKVIMM Kakr IIpenmeCTByKIce MeIIlMKaMeHTO3HOeE
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JleueHne, aCCoUMUPOBaHHEE 1aTOJIOTUH, TeHOTUII, BO3OEUCTBUE
bakTOPOB pPUCKa, BUPYCHasag MHpeKLUMs, a TaKXe Ha OCHOBe JIOOOTO
IPYyTOTO COOTBETCTBYKIeTO OMOMapkepa, KOTOPHM MOXHO OLEHUTH C
IIOMOIIEIO MeTOIOB BU3YyaJIU3aLnUN u VUMMYyHOJIOTUYECKOT'O,
OUOXUMNUECKOT'O, O(QEepMeHTaTUBHOI'O, XMMUUECKOI'O MeTola WM MeTona
OeTeKTUPOBaHNA HYKJIEMHOBEX KUCJIOT.

B mOpyroM BapMaHTe OCYIMEeCTBJIEHMSA KOMOMHAaLUMA I[I0 M300peTeHU
npenHasHadveHa 04 OOHOBPEMEHHOTO, [IOCJIeDOBATEJIEHOTO VI
pa3mesyIbHOT'O BBEeOEeHMA B TepaluM, I[IORTOMY OHa MOXeT OHTH BKJIOUYEHAa
B pa3JIMUHBE KOMIO3MIMM. B CJjlydyae IIOCJIeIOBaTeJIbHOTO BBemeHusa CVC
WM eI'0 IIPpOM3BOINHOE, aHaJioT', COJIb WM COJIbBAT MOXHO BBOIOUTEL IO
BBeIIeHUA aroHMCTa PPAR bopMy JIEL (1), IpenIiIouTUTeJIEHO
ayadubpaHopa, WM aroHucT PPAR o¢opmyJsiel  (I), T[IpedlodTUTEeJIBHO
si1adpmubpaHop, BBOOAT Ho CVC MM ero NPOM3BOILHEIX, WM eI'0 aHajora,
WM COJIM, WM CcoJibBaTa.

KoMbuuaumio CVC wmiaM ero I[OIpOM3BOOHOTO, aHajora, COJIu WU
coJibBaTa; M aroHucTta PPAR ¢opmyss (I), B YacTHOCTHM »JadubpaHopa,
MOXHO IIPUTOTOBUTHL B BUIe OQapMaleBTUUECKU [IPpUEeMIIEMEIX HETOKCUUHEIX
coje CVC, ero IOpOMBBOOHOTO, aHajioT'a, COJM WIM CoJibBaTa WK
aroHucTa PPAR ¢QopmMyJH (I), B YacCTHOCTM 3JadubpaHop, IIOJIYyUeHHEBX
13 OpTaHUUeCKUX WJIM HeopTaHMUeCKMX OCHOBAHUM WM KUCJIOT. OTH
COJIM MOTYT OHTB IIOJIYUeHHE BO BpeMsa KOHEUHOM CTaIuM OUMCTKU
COeIMHEHNSA WM IIyTeM BKJIOUEHMSA COJIM B I[IPeOBapUTEeJIbHO OUMIeHHOe
COeIMHEHNE .

dapMalleBTUUYECKME KOMIIOBUUMM  IIO  HaCcTodlleMy M300peTeHUD,
comepxamue (i) CVC mIM ero NPOM3BOIOHOE, COJIb MJIM coJbBaT; M (1ii)

aroHucT PPAR ¢opmysier (I), B UYaCTHOCTHM 3JadubpaHoOp, TakKXe MOXET

comepXaTb OIoIMH 2NNz BoJiee HaloJIHUTeJIen I HOCMTeﬂeﬁ,
@apMaHeBTquCKM IIprMeMIJIEMEIX (Hanpmmep, COJIEBEIE PacTBOPH,
@MBMOHOPMH@CKH@ PacTBOPH, M30TOHNYECKNME PaCcTBOPH u T.0.,

COBMECTUMEE C (papMalleBTUUECKMM IIPMMeHeHMeM U XOPOIo W3BeCTHHE
ClelMaJIMCTy B OaHHOM oBJacTH) .

ST KOMIIOSMUMM MOTYT Takke coIepXaThb OIOMH WK 0oJiee aTeHTOB
WIXM HOCUTeJIeM, BHOPaHHEX CpelM OUCIEPTeHTOB, COJIOUIM3aTOPOB,
CTadbUIM3aTOPOR, KOHCEPBaHTOB M T.O. ATeHTH WIM  HOCUTEJH,
UCIIOJIb3YEeMEle IJId STUX COCTaBOB (KUIOKME U/UIM UHBEeUUPpYEMHe W/UIINU
TBepILe) , npencTaBjgnT Ccobol, B UYaCTHOCTM, MEeTWUJILEeJJIoIIO3Y,
TUIPOKCUME TUIILEJIIINIIOSY, KapOOoKCUMeTHUIILeJJIoIosy, IoJaucopdar 80,

MaHHMT, XeJlaTVH, JIaKTO3yY, paCTUTeJIEHEEe Macjla, aKallMio, JIMIIOCOMEI U

Ip.
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35T KOMIIOBULUM MOTYT OHTBH MNPUTOTOBJIEHE B (QOPME MHBEUUMPYEMBIX
CYCIIeH3uM, TeJjieM, Macej, Ma3ey, OUInJIb, CYIIO3UTOPUERB, IIOPOIKOB,
TeJIeBHX KallcyJ, KallcyJl, akspos3ojle UM T.O., B paOe cjydyaeB C
[TOMOIIB IO T'aJIeHOBHIX bopm VI YCTPOWMCTB, oBeCcrneurBammx
IPOJIOHTHPOBAaHHOEe U/MIM MeOJIeHHOe BHCBOOOXIeHMe. [JId cCocTaBa
DTOTO TUIIA [IPEUMMYIECTBEHHO MOTYT OBTB MCIOJIB30BAaHE TaKMe al'e€HTH,
KaK LeJJInJjo3a, KapOOoOHAaTH MM KpaXMaJlbl.

dapMalleBTUUECKHUE KOMIIO3ULMKM IIO HaCTOAlleMy M300peTeHMD,
comepxamye CVC MM eTr'o IIPOM3BOINHOE, aHaJlol', COJIb MM COJIBBAT; U
(ii) aroumcT PPAR o¢opmyJsH (I), B dYacTHOCTM D2JadmdpaHop, MOXHO
BBOOUTEL PAa3HBIMU IIyTAMM M B pPasHHX QopMax.

Hampumep, coelMHeHMe (4) MOXeT OHTH BBeIeHO CUCTEMHBM IIYyTEM,
per 08, IapeHTepallbHO, IIyTeM MHITaJgaluMK, C IIOMOIBK Ha3aJIbHOT'O
crpes, HaBaJIbHOM MHCTWIIJIALMM WM MHBEKIUWM, TakoM Kak, HallpuMep,
BHYTPUBEHHASA VHBEKLUS, nyTeM BHYTPUMEIIEUHOT'O, IIOOKOXHOTO,
TpaHCOepMaJIbHOT'O, MEeCTHOT'O, BHYTPMaApTEpMalIbHOT'O BBEINEeHUI UM T.I.

KoHeuno, crnoco® BeBeleHMHA MOXeT OHTH amalTUMpoBaH IJA GOPME
CVC wmim ero IIpOM3BOOHOTO, a”HaJjJiora, CoJM WM  CcoJibBaTa B
KOMOMHaLUMM C OOHMM WM O0oJiee aroHmucTamu PPAR o¢Qopmysiel (I), B
JacTHOCTM »sJiadubpaHopa, B COOTBETCTBMUM C IIpolenypaMu, XOPOWO
M3BECTHBEIMM CIlellMajJMcTaMy B IaHHOM ofJacTu.

CVC wmiIm ero I[OpOM3BOIHOE, aHaJoT, COJIb WJM COJIEBAT B
KOMOMHAaLUN C ATOHUCTOM PPAR bopPMYJIEL (1), B YaCTHOCTU C
2J1admubpaHopoM, BBOIAT B TepaleBTUUECKM 30PEeKTHMBHOM KOJUUECTBE.

YacToTa M/MaM  Ho3a OTHOCUTEJIBHO BBEeIOEHUS  MOXeT OHTEL
ajmanTupoBaHa CIelrallMCTOM B OaHHOM o00JacTM TexXHUKM B 3BaBUCUMOCTU
OT IalMeHTa, [IaToJIOTUM, OQOPME BBeIeHMS M T.O. Kak #OpaBWJIO,
KoMOMHaLM (HanpuMmep, B dopMe dapMalleBTHMUeCKOM KOMIIO3ULUUNY WK
Habopa KOMIIOHEHTOB) II0 HACTOAMEMYy M300peTeHMI MOXHO BBOIOUTE IJIA
JedueHusa oOoubpos3HOoTo 3abojieBaHMA B J03e CoelOMHeHusa oQopMyJH (1),
cocTaBjgomerr orT 10 wMr/cyTkm mo 2000 Mrp/cyTKM, HaopuMmep oT 50
Mo /cyTku mo 1000 mMr/cyTkmM M, B dYacTHoCTM, oT 70 Mr/menHs mo 200
MI'/CYTKU.

Hoza CVC wiM ero IpOM3BOIOHOI'O, aHaljiora, CoJiM, COJbBBaTa,
CJIOXHOTO DdMupa U/MIM eTo IIpoJiekapcTBa cocTaBjgeT oT 10 M- 1o
1000 w™r/cyrtxmu, Hanpumep oT 30 mo 500 Mr/cyTkr. B KOHKPETHOM
BapuaHTe ocymecTBJeHus CVC BBOOAT B HOOo3e, cocTaBjggwomerr oT 100
MT/CcyTkM mo 250 Mr/cyTkM. B OONOJHUTEJLHOM KOHKPETHOM BapHMaHTe
ocymecTBJIeHMd CVC BBOOAT B Hose 150 wMr/cyrkm. B eme OIHOM

KOHKPEeTHOM BapuaHTe ocymecTrBJeHrs 150 mr CVC BBOOAT II€pOpPalibHO
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OOVH pa3 B CYTKM, HeoOA3aTeJIbHO, KaxXIoe yTpO BO BpeMsa eldl.

B KOHKpPeTHOM BapMaHTe OCYIIEeCTBJIEHUA U300peTeHUd 3J1admudpaHop
BBOOAT B mo3e oT 10 pmo 2000 Mr/cyTkmM. B eme OIOHOM KOHKPETHOM
BapMaHTe OCYyHMeCTRJeHUs »5JadubpaHop BBOOAT B OO3e, COCTaBJAKIEN
or 70 mo 200 wmMr/cyrtku, HamnpuMmep oT 80 mo 120 Mr/cyTkmM. B IOpyTrom
BapMaHTe OCYIEeCTRBJeHUd »JadubpaHop BBOOAT B 1no3e 80 wmmm 120
MI'/CYTKM. B DOONOJHMTEJbLHOM KOHKPETHOM BapMaHTe ocymecTBJeHus 80
mwm 120 Mr sigadmbpaHopa B CYTKM I[IPMHMMAKT KaxIoe YTpOo Iepen
3aBTpaxKoM B BUIOE OBYX TabJIeTOK, comepXxammx 2J1admudbpaHop,
[lepopalibHO, 3alMBas CTaKaHOM BOIHL.

B [NpennouTuTesIEHOM BapMaHTe OCylleCTBJIeHUAa u300peTeHMsa CVC
HCIIOJNIL3YyeTCH B KOMOMHaLUMUU c 2J1admnubpaHoOpOM B nose CvVC,
cocTaBjagwomerr oT 100 wMmr/cyTkm mo 250 wMr/cyTkm (Hampumep, 150
MI'/CYTKM) U »Do3e 5sJjaadpubpaHopa or 80 mo 120 Mr/cyTkr (HaIpuMep,
80 mym 120 MT/CYTKM) .

B IOpyroM IOpenlIouYTUTEJIbHOM BapMaHTe OCYIMEeCTBJIEHMA aKTHBHEE
VMHTpeOVeHTH BBOOAT B BUIe OOHOM WM Oojiee dapMalleBTUUeCKUX
KOMIIOBMULUMM B OGopMe TabileToOk, IIpeldHal’HAUEeHHEIX MOJIS I[1epPOopalJIbHOTO
npueMma.

BeemeHMre MOXeT OCYWECTBJIATHCH eXeOHEeBHO WMJIM OaXe HECKOJIBKO
pa3 B CYTKM, OPpM HeOOXOOUMOCTM.

B KOHKpPETHOM BapMaHTe OCYIMECTBJIeHUSA M300peTeHMe OTHOCUTCH K
KOMOMHAaLUM 1o HaCcToAlleMy n300peTeHnD, OOIIOJIHUTEJIBHO

O@"be,JII/IHeHHOﬁ, 10 MeHbIeln Mepe, C OIOHVMM [IpyI'MM TepalleBTUUYeCKN

aKTUBHEIM areHTOM, TaKUM Kak opyrue MOJIEKYJIH, oBJlagannme
M3BECTHOM IIPOTUBOBOCHIAJINTEJILHOM, aHTUMe TaboJIMUueCcKoM,
AaHTUOMOPOBHOM NI AHTUXOJIECTAaTUUEeCKOM aKTUMBHOCTLBIO. STa

OOTIOJIHUTEJIEHAA KOMOMHALIMA T[1I0 HacCTOdlleMy M300peTeHM IIoJIe3Ha OJd
JleueHMsa BOCHAJIUTEJIbHHX 3adojieBaHuM, MeTad®oJIMUecCKux, OMOPOBHHX U
XoJleCcTaTuuecKux 3abojieBaHuM.

CorJjiacHO 3TOMY BapMaHTy OCYIECTBJIEHN A KOMOVHUPOBAHHEIM
OPOOYKT IO M300peTeHMI MOXHO KOMOMHMPOBATE C JIOOBM aHTUOUOPO3IHBEM
COoeIVHEeHMEM, TaKMM KakK OUpdOeHMIOHa WM MHIUOUTOPOB aKTUBHOCTU
PELEeNTOPHEX THUPpOo3MHKKMHA3 (RTKI), Takux kak HMHTeIaHuO, copadbeHuUO
u npyrux RTKI, wmiam O6JIOKaTOpPOB PeLeNTOopOB aHIMoTeH3mMHa 11 (AT1),
i uHrTuduTopa CTGFEF, wmimm JIodoro aHTUOUOPOTUUeCKOTO COeOMHEHUS,
BOCHPUMMUMBOTO K HapyMeHMIO CUIHAJBLHHEX OYyTel, aKTUBUpYeMbxX TGER wu
BMP, BkJluYad aKTUBATOPHE JIATEHTHOTO KoMILJIekca TGFB, Takue Kak
MMP2, MMP9, THBS] MM MHTETPMHHE KJIETOUHOM I[OBEPXHOCTHM, PELEITOPH

TGFR I Twmna (TGFBRI) wmium II Tmna (TGFBRII) u uMxX JMT'aHOHE, Takue
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kak TGFB, axkTuBMH, MHTHUOMH, Nodal, aHTHU-MIOJIJIEPOBHM TOpPMOH, GDF
uinmn  BMP, BCIIOMOTaTeJIbHEE KOPEeLEeIlITOPH (TakXe  M3BECTHEHE Kak
pelenTopsl TUlla II1) WM KOMIIOHEHTH KaHOHUYeCKOI'o SMAD—3aBUCHMOIO
OyTH, BKJOUAS PeTyJIATOPHHE WM MHIUOUTOPHEE SMAD-OeJIKM WJIM UYJIeHH
SMAD-He3aBUCHUMHX WMJIM HEeKaHOHMUEeCKUX IIyTel, B TOM UMCJe pas3JIMuHbe
BETBU Iepelauu curHajos MAPK, TAKl, cuIrHaJibHHE OyTM Rho—-momoOHBX
I'Td®as, oyt  pochaTUIUIMHOSUTONI-3  KMHas3w/AKT, npouecca TGFR-
MHIOYLUUPOBAHHOTO EMT MM KaHOHMUECKMEe M HEeKaHOHUUeCKMe CUITHAaJIbHEE
nytTu Hedgehog, Briouad JmuraHnosel Hh WM TeHBE-MUIIEHM, WK JIOOHE
uJieHH nyTer WNT miam Notch, KoTophHe UYyBCTBUTEJILHH K BIMAHMIO TGF(.

Taxkum obpasomM, n300peTeHMe Takxe OTHOCUTCH K
bapMalleBTUMUECKOM KOMIIO3MLMM, B UYaCTHOCTM K ee IIPMMEHEHMIO B
criocobe JeueHusa QuOpo3HOTO 3abojieBaHMA, comepxamen (i) CVC wmim
ero IMNPOM3BOOHOE, aHaJloT, COJIb MJIM COJbBAT M (ii) omuH uiam OoJiee
aroHucTor PPAR o¢opmysel (I) B koMOMHaALMM 10 MeHBIIEM Mepe C OIHUM
TepalleBTUUYECKM AaKTUBHHEM aTleHTOM C WU3BECTHOM aHTUGUOPOTHUUECKOM
aKTMBHOCTBK, BHEOPAaHHBEM M3 OIUPOEeHUIOHA WM MHIUOUTOPOB aKTUBHOCTU
PELEeNTOPHEX THUPO3MHKMHA3 (RTKI), Takux KakK HMHTeIaHuO, copadeHmd
n gpyrux RTKI, wnim OJIOKATOPOB pPeLelTOpOB aHI'MoTeH3uHa I1I (AT1),
uiam wmHruduTopa CTGFE, wmim Joboro aHTUIUOPOTUUECKOTO COeOMHEHUSd,
BOCHPUMMUMBOTO K HaPYMEeHUIO CUIHAJILHHX IIyTel, aKTUBUpYeMbX TGER wu
BMP, BkJoUasg aKTMBATOPHE JIATEHTHOTO KoMmiJiekca TGFB, Takue Kak
MMP2, MMP9, THBS]1 WM MHTETPMHHE KJETOUHOM IIOBEPXHOCTM, PElLelTOPH
TGFR I Tmnma (TGFBRI) wmam II Tuna (TGFBRII) ¥ uMxX JMT'aHOBE, TakKue
kak TGFB, axkTuBMH, MHTMOMH, Nodal, aHTHU-MIOJIJIEPOBHM TOPMOH, GDF
uimn  BMP, BCIIOMOT aTeJIbHEE KOpPeLellTOPH (Takke  M3BECTHEE Kak
peluenTopsl Tuna I1I1) MM KOMIIOHEHTH KaHOHUYeCKOI'o SMAD-3aBUCHUMOTO
OyTH, BRJKOUAS PEeTYIATOPHHE WU MHIUOUTOPHEE SMAD-OeJIKM WJIM UYJIeHH
SMAD-He3aBUCUMEX WMJIM HEKaHOHUUECKUX IIyTel, B TOM UMCJe pas3JIMuHbe
BEeTBU Iepelauu cuTHaJoe MAPK, TAKl, cuIHaJIbHHEe OyTM Rho—-momoOHHX
I'Td®as, oyt dpochaTUIUIMHOSUTOJI-3  KMHas3w/AKT, npoliecca TGFR-
VHIOYLUUPOBaAHHOTO EMT MM KaHOHUWUECKME M HEeKaHOHUUeCKMe CUTHAaJIbHEE
nyt™s Hedgehog, Bkiwouad JuUTaHOe Hh WM TeHBE-MUIIeHM, WIM JIOOHE
uJleHel nyTe¥ WNT miam Notch, KoOTOpHe UYyBCTBUTEJLHH K BIMSHUIO TGER,
IJIS MCIIOJIL30BaHMA B crocobe JedeHusa QUOPO3HOIO pacCcTpOMCTRBa.

B IOpyrroM KOHKPEeTHOM BapMaHTe OCYUWEeCTBJIEHUA OpyIue KJIaCCH
MOJIEKYJI, KOTOPEE Takxke MOTYT OHTE O0O0BenuHeHEl ¢ CVC mMiImM ero
NPOM3BOIOHEM, aHaJIoOTOM, COJIBI WM COJIBBATOM UM C OIHMM WM OoJiee
aroHmucrTaMmuM PPAR ¢opmyJiel  (I), BriouainT JAK/STAT MHIUOMTOPOB U

opyIlrne IIPOTHMRBROBOCIIAJIMTEJIbE HEIE al'eHTEI I/I/I/L]'H/I VMMYyHOIOEIIpeCCaHTHL .
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HenoJiHem CIIMCOK DTUX areHTOBR BKJIOUAET, Des OTpaHuuYeHusd,
TJIOKOKOpTUKOMOE, HIIBII, umkiaodpochamMmn, HUTPOIOMOUEBMHY, aHaJIOTU
bosmeBon KMCJIOTH, aHaJioTu nypuHa, aHaJIoTu OUPUMUIONHAE ,
MeTOTpEeKCcaT, a3aTUOIPMH, MepKalTOIypPUH, LIUKIIOCIOPUH, MUPMUOLMH,
TaKpoOJIMMy C, CUPOJIMMYC, IPOM3BOLOHEE MUKODEHOJIOBOM KUCJIOTH,
OMHTOJIMMOLI M OpyI'Me MONYJIATOPH COMHIO3MH—1-9poCchaTHOTO pelenTopa,
MOHOKJIOHAJILHEE u/ IIOJIMKJIOHAJIL HElE AHTUTEJIa IPOTUBR TaKMX
MUIIeHEeN, Kak IPOBOCHAJIMTEJILHEE LUMTOKUHE " PeLenToOpH
IIPOBOCHAJIUTEJILHHX LUTOKMHOB, T—KJETOUHHM pelelTop M MHTEeTPUHEH.

IpyIMe KJIaCCH MOJIEKYJI, KOTOPHE TaKXe MOTYyT OHTL OOBLeIVMHEHH
C KOMOMHMPOBAHHEM [NPOOYKTOM II0 M300peTeHMI, BKJIOUAKT MOJIEKYJIH,
KOTOPEE MOTYT IIOTEHLUMAaJIbHO YCUMJIMBATL BO3OeMCTBUMe WInu sdodexkT CVC
WM eTro IIPOM3BOOHOI'O, aHajiora, COJM WMIM CcoJibBaTa ¥ OIOHOTO WU
BoJsiee aroHMcCTOB PPAR dopmyJsiel (I).

B mpyroM BapmMaHTe ocyllecTBJIeHra CVC wmiIM ero IIpOM3BONHOE,
aHaJioT', COJIb MJIM COJIEBAT M OOUH MM 0oJiee aroHUCTOB PPAR QopMyJiH
(I) BROOAT B BHMIOE OTIEJIbHEIX AKTHBHEIX MHIPEOMEeHTOB.

COOTBETCTBEHHO, n3obpeTeHUe Takxe OTHOCUTCH K
bapMalleBTHMUECKOM KOMIIO3MUMM OJIS [OpMMeHeHMs B crnocobe JeueHUS
MMMYHHOT'O (HanpuMep, ayTOMMMYHHOTO) , BOCIAJIMTEJILHOTO,
MeTaboJIMUECKOTO, OUOPO3HOTO MWMIM XOJIeCTaTUUeCKOTo 3abojieBaHmd,
comepxamemn (1) coeIMHeHMe, BEIOpaHHOe us CvVC MJIn ero
IPOM3BOOHOTO, aHajoT'a, COJM WIM coJibBaTa, ¥ (ii) omuH muiam ©OoJiee
aroHucToB PPAR QopmyJsiel (I), I'Ie VYKa3aHHHe (i) m (ii) gaBjagoTcs
E€OVMHCTBEHHEIMM aKTUMBHBEIMY MHITPEeIVeHTaMM B KOMIIOSULIUNA .

B OOTIOJIHUTEJIE HOM BapMaHTe OCYIEeCTRJIEHU A HacTodlee
nzobpeTeHMe OTHOCUTCHA K crnocobamM JedeHMS WMMMYyHHBEX (HalpuMep,
Ay TOVMMYHHEX ) , BOCIHAJIUTEJIb HEIX 3aboJieBaHuUM, MeTaboJINUeCKUX,
OUBPOBHEX MM XOoJlIecTaTuueckux 3abdoJieBaHMM, BKJOUAKIMUM BBeIeHUE
KOMOMHalMM IIO0 HaCTOoMAlleMy M300peTeHM©, B UYaCTHOCTH, B oOdopmMme
bapMalleBTUUECKOM KOMIIO3ULINM MM Habopa KOMIOHEHTOB, coIepXamero
CVC mim ero IpoOM3BOIOHOE, WMJIM aHaJioT', COJIb WMJIM COJIbBaAT M OIOUH WJIU
BoJjiee aroHMcTOB PPAR ¢opmyJswel (1) .

V306peTeHre majlee OIMCAaHO CO CCHEJIKOM Ha IOIpUBeIeHHHEe HIXe
HeoTpaHUUMBaKie IIPUMEPH.

[1PVIME PEI

MATEPHAJIE Y ME TOIEI

OleHKa 5SaadmpaHopa, CVC M MX KOMOMHALIMM Ha in vitro MoIenu

bubporeHeBa NEeUSHM.

CoelIMHEeHMA pPacTBOPAIM B IOUMETUIICYJIEOOKCHUIE (IMCO, Fluka,
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kaT. N 41640). CVC nojgyuyaagum oT CLINISCIENCES (ccmnka: Al3643-10,
HOoMep mnapTum: 497223-25-3). BezadpubpaT cuHTe3uUpoBalM B Genfit.

KyneTypa hHSC

[TepBUUHEIE 3Bes3OuYaTHe KJIETKMA [IeYyeHun JeJjioBeKa (hHSC;
Innoprot) KyJbLTUBUPOBaJM B cpeme STeCM (ScienCell, kaT. N 5301),
KOTOPY HOONOJHAIM 2% »MOpMOHAJILHOM OHUbLel  CHBOPOTKOM (FBS,
ScienCell, KarT. \E 0010), 1% IeHULWJIJIMHOM/ CTPEITOMALIMHOM
(ScienCell, xaT. N 0503) wu pocToBOoM nHoBaBKOM IJIS 3Be30YaThX
KJIETOK (SteCGS; ScienCell, KaT. Ne 5352). Kosbwu oJjidg
KYJbETUBMPOBAHUSA KJIETOK IIOKPHBaJM HoJu-L Jm3mHOM (Sigma, kaT. W
P4707) nmiasa JiydmeM anres3um.

[IpnuroToBJISHUE KOMITO SMLIVIM : MaTpHuliia ,HBYXKON.[HOHGHTHO]’Z[

koMBuHaimm (CVC/aroumucT PPAR)

MaTpHulla OBYXKOMIIOHEHTHOM koMOBuHaimm (CVC/snadmubpanHop)

DeHNMKPUBUPOT (CVC) mpuobperann Yy koMmnaHuu CLINISCIENCES
(Réf: Al13643-10, HOMED CAS: 497223-25-3) . Eezadubpar u
syaadudbpaHop (GFT505) cuHTesupoBaiu B Genfit.

OJsg »TUX BKCIEPMMEHTOB CO3IaBajiM MaTpMUIly B BUIe «MaxXxMaTHOM
OOCKM». I'OTOBMIIM CepUMHHEe pas3BeleHUS MaTOUHHX pPacTBoOpoB CVC u

silapubparHopa B IOIMCO, OpuueM TOTOBUJIM 5 CepPUMHHX pPa3BeleHuM Ha

ooMH pan (sJa¢ubpaHop) M 6 CEPUMHBIX pPa3BeleHUM Ha KOJIOHKY
(LeHUMKPUBUPOT) 96—JIYHOUHOTO IJIaHmeTa . 3aTeM IoJIydaJin
KOMOMHALMOHHYIO MaTpUILY ox7 IyTeM CMelMBaHU4g 1:1 BCex

KOHIIEHTpaluM OOHOTO aTreHTa. TeCcTOBHE KOHIEHTpaluM OJS KaXIoTo
COeIMHEHMSA BHOMpaJM Ha OCHOBaHMM COOTBETCTBYKIEI'O 3HaueHMsa I1Csg
0JIg KaXOoI'o COeIMHEHMS B BMIOEe OOHOT'O al'eHTa, I[OJIYYeHHOTO IIyTeM
n3MepeHusda comepXxaHuda o«—SMA B momesi TGEF-Bl-cTuMysiMpoBaHHEX HSC.

MaTpulla OBYXKOMIIOHEHTHOM koMOuHaimm (CVC/6esadmubpar)

BezapubpaT pacTBOpAaIM B IOMMeTHUICYJbOokcume (DMSO, Fluka,
kaT. N 41640), M HOoJgydalM CEepUMHBEE pasBeleHMS N0 5 pasBeleHUM Ha
pan (BeszadubpaT) M 6 paszBeleHMM Ha KOJOHKY (CVC) 96-JIyHOUYHOTO
[JIaHIleTa . BaTeM I[oJiydasiM KOMOMHALMOHHYI MaTpuuly 6X7 OyTeM
CMellMBaHN A 1:1 BCex KOHIeHTpaluM OIOHOTO  aTleHTa. TecToOBEE
KOHUeHTpaluuy IOJA KaXOor'o COeIVMHEHMHA  BHOMpallM Ha  OCHOBAaHUU
COOTBETCTBYKIETO 3HaueHMa I1Csy, OJIA KaXIoTo COeIMHEeHMSa B BUIE
OOHOTO al'eHTa, IOJIYydeHHOT'O IIyTeM M3MepeHUsS KaXIoI'0 COelVHEeHUI B
BUIOEe OIOHOI'O al'eHTa, IIOJIYYEeHHOI'O IIyTeM WM3MepeHMA comepXxaHusa o—SMA
B Momeyu TGEF-Rl-crumysmMpoBaHHEX HSC.

AxTuBpalmmsa hHSC c¢ nomMoumbio TGF—-Bl u JjleueHMe coeIMHEeHMEM

[TepBUUHLIE 3Bes3nuUaTHe KJIETKHA [IeyeHu yeJjioBeKa (hHSC;
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Innoprot) KyJbBTUBUPOBAJM B CTaHOAPTHHEX YCJOBUAX, KaK OIIMCAaHO
BHIIe. 3aTeM KJIeETKM BHCeBaJM C IJIOTHOCTBI 2x10% xJ./JsiyHka B 96—
JIYHOUHEIe ILJIQHIIETH OJI4 M3MepeHud o—SMA MeTonoM UOA.

Ha cJenyommi »OeHb KIETOUHYID KYyJIbTYpallbHYID cpeny yIalalu U
KJIeTKu OpoMeBasiM PBS (Invitrogen xar. N 14190). hHSC BHIepXMBaIU
B TeueHue 24 dYacoB B OeCCHBOPOTOUHOM cCpene, He coIepxalen
SteCGS. Ima oBpaborkm CVC, »niaadpmubpaHopoM, 0Oe3adpmdpaToM U IIapHBEMUA
KOMOUHAUMAMA CVC/snadpmubpaHop u CVC/BezadudparT BEIIOJIHAJIN
IpelBapuUTellbHy UHKyOauuiow hHSC B CHBOPOTKe KPOBM B TeueHue 1
Jaca C  YKas3aHHHEMU COEeNMHEHMSAMM C  I[OCJelyluM  noOaBJIEHUEM
NpodMOPOTEeHHHX CTUMYJIATOPpOoB TGEF-31 (PeproTech xar. N 100-21, 1
HT /M) B BeCCHBOPOTOUHOM Cperne, He comepxamemn SteCGS, u
MHKyDaluey B TeueHMe IOOIOJIHMTEJILHEX 48 uJacoB.

a—SMA UPA

YpoBeH:L O—SMA M3MepdsM C OoMOombl CoHOBUU-VOA. BxpaTie, Ha
[IOBEPXHOCTEL JIYHOK ILIaHmeTa VOA cHadasla MMMOOMIIMB0BAJIM AHTUTEJIO
(MBIIMHOE MOHOKJIOHalIbHoe aHTuM—-ACTA2, Abnova) npm 4°C B TedeHHe
Houm. Ilocsie 3 npomelBOK B PBS+0,2% TBuMH 20 B TedeHMe OOHOT'O UYaca
Do06aBIAaM OJIOKMPYIMUNM pacTBOpP, cocTodammi m3 PBS+0,2% BSA, 1nocie
YeI'0  BHIIOJHAJIM  elle OOMH  LMKJ  I[IPOMEBKU. KijleToOuHEE  JIM3aTH
[IEPEeHOCUJIM B JIYHKM IOJISd CBSA3HBaHMA C MMMOOMIIM3OBAHHBEIM AHTUTEJIOM
Ha 2 U TIpKM KOMHATHOM TeMIepaType. Ilocjle TNpoLenyph IIPOMBIBKMU
oo0aBJaIM  OeTeKTHupyllee AHTUTEJIO (BMOTHMHUIIMPOBAHHOE  MBIIMHOE
MOHOKJIOHaJIbHOe aHTu-ACTA2, Abnova) Ha 2 dYaca IpM KOMHATHOM
TeMIIepaType C MoCHelylmyM1 3 TMIPOMEBkKaMM. JJIg oOHapyXeHMS cCcHadala
HaHOCUMIIM HRP-KOHBIOTMPOBAHHEM CcTpenTaBuimuH (R&D Systems, xat. N
DY998) Ha 30 MMHYT TIIpM KOMHATHOM TeMIepaType. Ilociie MOPOMBEIBKU
nobasuanm cydbcrtpar HRB TMB (BD, xar. N 555214) m uMHKyOMpOBaJIM B
TeueHre 7 MUHYT IIpM KOMHaATHOM TeMIepaType B TeMHOTe. Ilpu
okmMcJieHur TMB o00pal3yeTcs BOOOPACTBOPMMEIM CUHUM OPOIOYKT peakKLuu,
KOTOPHM  XeJITeeT opu  OoOaBJIeHUMM  CePHOM  KMUCJIOTH (ocTaHOBKA
peakKluuM), UYTO IIO3BOJIAET TOYHO WM3MEPSATh MHTEHCUMBHOCTL IHpu 450 HM
C TIOMOMBI ClHekTpodpoToMeTpa. I[IOJYUEHHBM ILBEeT OPAMO IPOIOPLMOHAJIeH
KOJIMUeCTRY «—SMA, OPpUCYTCTByKIEeI'O B JiM3aTe.

OnpegelyieHUE CHMHEPpI'MBMa MeToIoOM U3BHTka no Bamccy (EOB)

3HaueHusd o—SMA, [IOJIYUEeHHEIE B aHaJiM3ax VDA, CHauaJa
Npeobpa30BajiM B IMIPOLEHT MHIUOMPOBAHMA OTHOCUTEJIBHO KOHTpoJssa TGE-
Pl. VHTUOMpOBaHMe Bhle 20% CuMTalloCk OUOJIOTMUECKM 3HAUMMEM.
3areM, MUCIOJIbL3YyA STU IIPOLEHTH MHIUOMpOBAHMA, olpenendann EOB

(uz3brITOK O  Bimccy) OJIS  BHABJIEHMS —CHMHEepPIeTHMYeckoro SpdexTa
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KoMOMHaLUM JIeKapCTB. CHauaJla OIIpenesdsicd OXMIOaeMHM IIoKa3aTellb

anoIVMTMBHOCTM IO Bimccy (E) mo dopmyaie:

E = (A+B) - (A x B), 1mne A m B - IpPOULUEHT MHIUOMPOBAHWUA,
obecrneurBaeMEl 3alaHHOM Oo30M 2JjadmbpasHopa (A) (uam Oezadpudpara)
M LeHUKpUBMKOpa (CVC) (B). PazHuUa MeXOy OXMIaeMbM 3HaueHUe IO

Bauccy u Hab®jogaeMbM MHTUMOMpOBaHMeM, obecrneunMBaeMBM KOMOMHalLMeN
CVC/snadmubpasHop (i  Bezadpmubpar) B OOHOM M TOM Xe JOo3e
opencraBygeT cobor 0ajiyl «M3O0BITOK IO BiaMccy».

- Ban  «M36pTok 1o Bamccy» = 0 ykKas3pBaeT Ha TO, UTO
KOMOMHUPOBaAHHOE JIeueHMre HABJISeTCS aIOUMTUBHEM (COIJIACHO OXUIAHMUAIM
oJig 20OeKTOR IIPpUM He3aBUCHMMOM BBEINEHUWU) ;

- Baja «UM30eTOK 10 bBiamccy» > 0 ykKa3eBaeT Ha aKTUBHOCTE,
[PEBHIAKMYI aIIUTUBHM 20QeKT (CHUHEPIU3M); U

-  Bajgn «UzBeTOk 1o Bimccy» <0 @ os3HaudaeT, uTro 5dderT
KOMOMHaLMM MeHbIle aOIMTMBHOTO (aHTaTOHWU3M) .

s KOMOMHAIINM siadmubpaHop+CVC u BezadpubdpaT+CVC
pPacCumMTEBaJIA OOTIOJIHUT &JIb HEM oBmu OaJul 1o Bauccy nyrem
CYMMMPOBaHMAa Bcex EOB.

Oia [ODOOTBepXOeHMA CUHepIM3Ma DKCIEepMMeHTaJIbHEEe 3SHaueHUd,
COOTBETCTBYIIME BEepXHEMY DaJy EOB 0J1dg KOMOMHAaLUM
CVC/n»iadpmubpaHop, HaHOCWIIM Ha IHCTOTPaAMMY .

SHAUMMOCTL HaOJIOOaeMHX pas3Inunit Mmexny CVC/ziadubpaHop WIIn
CVC/»iapmubpaHop IO CpPaBHEHMIO C CaMBIM BHCOKMM 3HaueHMeM IOJId
OOHOTO aTreHTa OINpelesialIM C »OoMombl T-kKpuTepmusa CTbIOeHTa C *p
<0,05; **p <0,01; ***p <0,001.

OLIeHKa snabmubpaHopa, CVC u ux KOMOMHAaIIMM Ha MOIeIu

nopomonxurentsHor CDFF mmetTm (8 Hemenb)

[IpodulakTUUeCckMe IOelMCcTBMe OIHOoTo D2JadpmbdpaHopa, omHoTro CVC u
X KOMOMHALMM OleHMBAJIM Ha Momelu oO¢ubposupyiomero HACT y wbmen,
KOTOPHX IOepxaJin Ha CDAA mueTe+2% xoJilecTeprHa+30% MOJIOUHOT'O XMpa
M KYKYPY3HOM CHPOIle C BHCOKMM CcoIepXaHreM OopykTo3H b5 (55%
bpyxTOo3E/45% TUIOKO3E C KOHEUHOM KOHIeHTpaumer 42 1/J) B NOUTLEBON

Bome (Mells et al. J Nutr Biochem 2015). Camuwsl memelr CH7Bl/6J B

BO3pacTe b—-6 Hemesb HaxXOOWJIMCL Ha KOHTpoOJBLHOM (CSAA) 1OueTe
(n=4), omeTe CDFF (n=12) WJiIn  oueTe CDFF, OOIIOJIHEHHOM 3
MD'/ KT/ CYTKH siadbubpaHopa, 10 MI'/ KT/ CYTKH CVvC W
KOMOMHUPOBAHHEMKM  IIpelapaTaMiu (3 wMr/kr/cyTkr sjaadmbpaHopa B
koMOuHauum ¢ 10 Mr/xr/cyTkm CVC) (n=8 Ha Tpynony) B TeueHMe 8
Henenb.

IBa pasa B HeOeJn pPperucTpMupoBaliM BeC TeJla, HOTpe@ﬂeHMe T
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¥ BOIOE. B @ocjedHuM »OeHb JieueHMA IMoJydaJM oO0pas3Ubl IIJIas3Mb U3
00pas30B KpPOBU U3 pPeTpOoOpOMTAJILHOTO CHMHYCa, ¥ MHIEW YMEPIBJIIAIU
rocJje 6-4acoBOIO TOJIODaHUA . [leueHb OEICTPO M3BJIEKAJIN nJis
OUOXUMMNUECKOT'O ¥ TIHUCTOJIOTMUYECKOI'O aHajM3a. Bce Opoluelyphsl Ha
XMBOTHEIX BHIIOJIHAJIM B COOTBETCTBMM CO CTaAHIAPTHHMM I[IPOTOKOJIAMU WU
B COOTBETCTBMM CO CTaHOAPTHHMM PeKOMeHIOaluuMaMM II0 VYXOOYy WU
VICIIOJIE30BaHUK JIaBopaTOPHHEX XVUBOTHEX .

T'ncronorus

3aJIlMBKa TKaHel U I[OJIydeHMe CPpe30B

CpesH IIedeHM OQUKCHMPOBaJM B 43-HOM pacTBOpe dopMajiMHa. 3aTeM
KYyCOUKUM TIeUeHM IIPOMEBajiM B TeueHue 30 MMHYT B PBS 1 00e3BOXMBAJIU
B pacTBoOpax DTaHoJa (mnocjiemoBaTeJibHEle BaHHH Ipu /0, 80, 95 wm
100% m»TaHoJie) . KyCoOukM IIeUueHM MHKYOMPOBaJM B TpexX Pa3HHX BaHHAX
c kcujosioM (Honeywell, xat. N 534056), a 3aTeM B OBYX BaHHax C
KUOKMM — [apadrMHOM (59°C) . 3aTeM KYCOUKM IIeUueHM IIOMellajli B
OpoOUMPKKM Ha MTaTMUBe, KOTOPHEe akKKypaTHO 3aloJiHaAIu Histowax®,
[IOJIHOCTBIO [IOKPHEBAaA TKaHLb.

[lapadmHOBEEe OJIOKM, CcomepXalle KYyCOUKM TKaHM, BHHUMaJIM U3
NpoBUPOK ¥ XPaHWJIM IIpM KOMHATHOM TeMmIepaType. /3 OJOKOB IIeUeHU
oejlajJu 3 MKM Cpe3H.

OkpalMBaHMe I'eMaTOKCUIIMHOM/303MHOM/ cadpaHMHOM

Cpesu [IedyeHu nernapadmMHU3UPOBaAJIN, peruopaTrUpOBalIn u
MHKYOUPOBAJIM B TeueHMe 3 MMHYT B TI'eMaTOKCUJIMHe Mavepa (Microm,
KarT. Ne F/C0303) . 3aTeM Cpes3H IIeUueHM TIIPOMHBaJIM  BOIOM U
MHKYOUpoBaJIM B TedeHue 1 MuMHYyTYy B 0,5%—HOM CIMPTOBOM pacTBOpE
J03mMHa Y (VWR, kaT. N 1.02439.0500) n 0,5%-HOM pacTeOpe
spuTpo3mHa  (VWR, kar. N 1.15936.0010) » [OpOMEEAJIMU 5STAHOJIOM.
3aTeM cpes3H MHKYOMpOBaJIM B TedeHMe 2 MMHYT B cadpaHMHe U B
KOHEUHOM MTOT'e 00e3BOXMBAJIM UM TOTOBMIIM IIpelapaT OJd9 MCCJIeIOBaHMA
C ucnojJbszoBaHMeM cpemnsl CV Mount (Leica, kar. W 046430011).

T'ncrosiornyeckre MCCJeOOoBaHUS

CneuquajiCT IIpOBOIOWMJI IMUCTOJIOTUMUECKME MCCIelOBaHMAg KaXIoT'o
ofpaslla TIedeHM CJeNEM MeTOOOM. BupTyaJibHBE CJalOe [IoJydasu C
nmoMomeio ckaHepa 3D Histech Pannoramic 250. Ong kKaXOor'o XMBOTHOTO
Bajl, CYMMUPYIIMM OCHOBHEIE TUCTOJIOTMUEeCKMe IopaXeHMs, BH3BaHHEE
HACI', omnpenejyssM B COOTBETCTBMM C KJaccudmkalumveln CeTHM ILIeHTPOB
KJIIMHMUECKMUX  MccJenoBaHuy  HACT (Kleiner 2005, Brunt 1999).
BxkpaTue, OLleHVBAaJIN cCTearTos, JIOOYJIApHOE BOCIIaJIeHHKE u
OaJIJIOHMPOBaHME TEeNaToUMTOB. [JIAd KaXIoT'o MHAOMBUIAYYMAa BHIIOJIHAJINU

OlLleHKY akTuBHOCTHM HAXEII (oueHKy NAS) B BHMIEe HEeB3BEIEHHOM CYMMEH
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(0-2).

JIOOYJIAPHOTO

BOCIIaJIeHU A (0=-3)

VizsMepeHMe YypOBHeM depMeHTOB MeueHM M CK18 B miasme

KoHlleHTpaluum
acrnapraTaMMHOTPpaHCchepass (AST) U3Mep4dJM B ILJlaszMe C  I[IOMOIIBI
Habtopa Randox njsa Daytona Automate (Randox, kar. N AL 3801 m AS

3804, COOTBEeTCTBEHHO) .

Mapkep

MEIMIMHOTI'O

IMTORepaTrMHa

[IntTokepaTuH 18-M30 B I1uIasMme,

KaT. Ne

aJIaHMHaMMHOTpaHCchepa sl (ALT)

arornTosa, WM3MeEPSAIM C IoMmomprn MOA HabGopa 18-M30
(CUSABIO,

CSB-E14265m)

COOTBETCTBMNM C PeKOMeHIallllAMM IIPOVM3BOIOIMTEJIA.

AHanMs DSKCIPEeCcCCUMM I'€eHOB IIeYeHUu

Ofwywn PHK BHOeNAJIM M3 IIeUeHM MHEIIM C OOMOmbI Habopa RNeasy
Mini (Qiagen), cyjlenysa UHCTPYKUUAM
noneepraimu
(oBpaTHas

(Invitrogen,

IeTeKTUPOBAHUS
(Biorad) .

obreMe 25 MKJI,

nHIMomMTopa PHKasm

BEIIIOJIHAJIN

BxpatTue,

oBpaTHOM TPaHCKPUIILUU
TpaHCKpuUIITaza u3 BuUpyca
kaT. N 28025) B 1x RT-0ydepe (Invitrogen), 0,5 MM
DTT (Invitrogen), 0,18 MM dNTP (Promega), 200 HT pdN6 (Amersham)
n 30 Exm.

SaTeM

MeTonmoM IIIIP B pealJiIbHOM

(Promega) .

KOJIMYEeCTBEHHYIO

npomusepomuTesia. OOy
kIHK ¢ nowmompro M-MLV RT

MEIIMHOTO  JieMko3a MoJioHM)

P C  IIOMOIUIBIO CUCTEMEL

peakuuu I[P npoBommim B ¢dopMaTe 96-WP B ofOmem

comepxameM 1 MKJ peakluM o0OpaTHOW TPaHCKPUIILNWH,

0,5 MKJ 0OpaTHHX M MPAMHX OIpaMepoB (mo 10 nMoJb kaxpmoro) u 12,5

MKJI 2X 1Q SYBR Green Supermix (BioRad), HMCIOOJL3YS CcJenyiomme

IIOCJIeNOBATEJBHOCTHY NpaVMepoB:

T'en NpsiMon OBpaTHHNI

GAPDH TATGACTCCACTCACGGCAA TCCACGACATACTCAGCACC
(SEQ ID NO:1) (SEQ ID NO:2)

o—SMA CTGACAGAGGCACCACTGAA CATCTCCAGAGTCCAGCACA

(ACTAZ2) (SEQ ID NO:3) (SEQ ID NO:4)

Collal AGGCGAACAAGGTGACAGAG GCCAGGAGAACCAGCAGAG
(SEQ ID NO:5) (SEQ ID NO:6)

Collw2 ATTGGAAGCCGAGGTCCCAG TTTGCCCCCAGGTATGCCAG
(SEQ ID NO:7) (SEQ ID NO:8)

TGFB1 TTGCTTCAGCTCCACAGAGA TGGTTGTAGAGGGCAAGGAC
(SEQ ID NO:9) (SEQ ID NO:10)

TIMP1 ATTCAAGGCTGTGGGAAATG CTCAGAGTACGCCAGGGAAC
(SEQ ID NO:11) (SEQ ID NO:12)

MMP2 TCCCTAAGCTCATCGCAGAC GCTTCCAAACTTCACGCTCT
(SEQ ID NO:13) (SEQ ID NO:14)

TNFx CGTGGAACTGGCAGAAGAGG AGACAGAAGAGCGTGGTGGC
(SEQ ID NO:15) (SEQ ID NO:16)

MCP1 GCCTGCTGTTCACAGTTGCC CTTTGGGACACCTGCTGCTG
(SEQ ID NO:17) (SEQ ID NO:18)

CYpPPOTaTHHM

BpeMeHnu CFX96 Touch™
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YPOBHM  BKCIPEeCCUM  HOpMalln30Ball, MCIOJIBE3YS B obpaslax
SKCIIPeCCHD KOHCTUTY THUBHHM TeHa GAPDH B KauecTBe oBpasla
CpaBHeHMsA. [IJIgd KaXgoI'o T'€Ha CTPOWJIM CTaHOapTHHEHE KPHMBEE IIYTEM
BHOOPpa HaMJIyumlMx ToueK (10 MeHbIleM Mepe, Tpex TOoueK) TaKuM
oBpazoM, UYTOOH BOPeKTMBHOCTBL peakuuu I[P ©Ovwuia ©Oimska k 100%, a
KO20OMIIMEeHT Koppedaduum Ovgl  OJIM30K K 1. YPOBHM  BKCIpPeCcCUmn
ompenenaaM C IIOMOmMbI ypaBHEeHMS CTaHOapTHOM KPMBOM KakK IOJIA
KOHCTUTYTHUBHOT'O TeHa, Tak u LIeJIEBOTO T'eHa (c y4aeToM
crneuuomuueckon sdderkTHMBHOCTHM [IIIP ImJjg KaXOoTro leJIeBOTo TI'eHa) .

PeByJLTATE M BRBOIEL:

OueHka snadpmbpaHopa, CVC m mx xoMOMHalmMM Ha in vitro Momenm
dmubporenesa mneueHuU.

ApomMaJsibHada I[NIepCUCTeHLMA OIUOOepeHUMPOBAHHEX MMOGUOPOOIacTOR
XapakKTepHa OJS MHOTUX OMOPO3HEX 3abojieBaHUM.

[Tocyie IIOBPEXIEHUSA [IeYeHNr [IoKoOAmMrecCs HSC nogBeprarnTtcsAa
Ipolieccy akKTuBaluM, KOTOPHEM XapakTepusyeTcsa ubbepeHUMPOBKOM B
(0—SMA) ~TIO3UTHUBHEE MUOOUOPOOIJIACTEH.

AronucT PPAR, »ia¢mubpaHop, IOeMOHCTPUPYET aHTUPMOPOTUUECKYID
aKTUMBHOCTE B  hHSC, AKTHBMPOBAHHEX  I[IPOOMOPOTEeHHEM  LMUTOKMHOM
TGFR1. Mapkep o—-SMA OBJI CHMXeH Ha 80% c¢ ICsy=3,17 MxM (our.lA).
OmHako »Opyrue aroHuUcTel PPAR, TakuMe Kak 0OezadpubdpaT, I[IoKaszaJu
npoduiab ciaabor aHTUOUOPO3HOM aKTHMBHOCTM (dmr.1C), UTO MHO3BOJIAET
[NPenrnoJIOXUTE, UYTO arloOHUCTH PPAR He 4BJAKTCHA 9SKBUBAJIEHTHEIMU B
OTHOIEHUN CBOMX AHTUOUOPOTHUUECKMX CBOMCTB. ToJibko CVC HM B OIHOMU
M3 MCIOJB3YEeMHX HO3 He TIokaszsaJ 3HauummMoro 2bdexkTa B TGFR-
AKTUBUPOBAHHEIX HSC (dur.1B) . s OLLeHKU BO3MOXHOTO
CUHEepTeTHMUeCKOoT0 IOeMCcTBMSA KoMOMHauuuM  sjaadmubpaHopa ¢ CVC B
OTHOWEHNNM YMeHblleHUAa (ubpo3a NPOBOIOWIIM DSKCIEPMMEHTH C IIOMOILIO
KOMOMHAIIMOHHOM MaTpuus B hGSC, wmHOyuMpoBaHHHX TGFR. BxkpaTie,
BHIIIOJIHAJIM CepMuMHOe Ppal3BeleHMe pacTBopoB CVC wu 2jajubpaHopa B
bopmMaTe maxMaTHOM IOCKM, IIoJydas MaTpully u3 42 xoMOMHaUUuM,
OXBaTHBaKIYD OOJLIYID IIaHeJIb OTHOoMeHuM sJadubpaHopa/CVC. CHUHepIUO
CHauajla OIpelesianM I[IYyTeM BHUMCJIeHuA 0ajiyioB M30bBTKa [0 Biauccy.
STY DKCIEPMMEHTH [MOKa3aliM CHOCOOHOCTBE KOMOMHaLUMM 5sJjadmubpaHopa C
CVC cCcHMXaThk YPOBEHb IIponoylupoBaHMe o—SMA B aKTUBMPOBAHHEX hHSC
(Fig. 2A m 2B). OIMH U3 JyullMxX NOPMMEPOB CHHepIM3Ma IIOKasaH Ha
our.2C c¢c 5 MKM Kaxmoro coeauHeHusa. XoTa 5 MKM Tojgpko CVC He
DeMOHCTPUPYIT HMKaKOV aHTUOMOPO3HOM aKTMBHOCTM, »OoOaBJIeHME STOTO
npenapaTa kK 5 MM siadpmubpaHopa MOXET 3HAUMTEJIBHO CHUHepleTUUeCKU

YBEJIMUNTE aKTHMBHOCTE 5BJjadmbpaHopa no 60% MHIMOMPOBaAHUA (rmo
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cpaBHeHun c 40% B clydae IpuMeHeHMa 5 MKM ToJbKO 3JjadubpaHopa) .
B omanume oT »TOor0o, KOMOMHauma CVC ¢ 0BeszadpubpaToM HMeJia ITopa3no
BoJjlee HUBKMe 0Oajiel EOB (¢mr. 3A u 3B), M HM OIOHA M3 KOMOMHAaLUM
He pajla CTaTUCTHUUYECKM 3HAUMMHEIX pes3yJbTaToB (¢our. 3C).

B 3akjoueHUe, HeOXMIaHHO OBJla OOHapyXeHa aHTUOUOpOoTHUUeCcKas
AKTMBHOCTBL KOMOMHALIMM COeOMHEHUS OQOpMyJiHl (1) CO cHeuudpruuecKuUM
aroHucToM (amr) PPAR. 9TuM pe3yJbTaTH IpPelrnojiararnT, 4YTOo KOMOMHAaLMS
CoeIMHeHUA bOoPMY JIEL (1) C aT'OHMCTOM PPAR MOXeT OHITH
CUHEPTETUUECKON n MOXeT obecrieunBaTh TepaleBTUUEeCKHUe
OIperMylieCTBa IIPM Pa3JIMUHEIX (OUOPO3HEX 3a00JIeBaHMUAX.

OueHka >raadpmubpaHopa, CVC wm wmx xoMOMHaumMM Ha MOJIelu
npononxurTentHon CDFF noueTm (8 Hemnesnb)

BananHem obpas KUBHU HEeM3MEeHHO CBA3aH C BEICOKVMM
KO20PULIMEeHTOM YyaCTOTEL HeaJIKOT'OJIBHOT'O cTeaTorernaTmTra (HACTY) ,
XPOHUUECKOTO 3abojleBaHuid IIedeHM, KOTOpoe UYacCTO IIpoTpecCUupyeT Oo
¢nbpoza M UUpPpPO3a I[IeUeHM ¥ B KOHEUHOM MTOT'e MOXeT IIPMBEeCTU K
TenaToleJJIoJISPHOM KapLrHOME . B HacTodmee BpeMA OTCYTCTBYET
YCTaHOBJIEHHEM crnoco® JeueHms HACT'. KoMOMHaumMmM  JieKapCTBEHHEX
BEWleCTB, HalpaBJIEHHEEe OIOHOBPEMEHHO Ha HEeCKOJIbBKO TepalleBTUUeCKUX
MHUIIeHeM, IIO3BOJIAKT IIOJYUMTE CYMEeCTBEeHHO VYJIYUINEeHHYD peakluio a
BO3IeMCcTBUE DTUX JIeKapCTBEHHEIX BeEleCTB u TIOJIOXMUT &JIb HEIM
TepaleBTHUUeCKUY sbdekT B CcaMOM MUPOKOWV TIIONYJISUMM IIallMeHTOB.
PaHee KOMOMHaAUMM JIeKAPCTBEHHEX CPENCTB MCHIHETHBAJIM [OIPU OPYTUX
CHUCTeMHHEX 3aboJIeBaHMAX, TaKMX KakK TUIEePTOHUS, IOUCIUIUOEMUSI WU
nruaderT 2 TUIa, ¥ OHM IIOKa3aJM VJIYUIIEHHEM KOHTPOJIE OCHOBHEHX
3aboJieBaHUM M IIOBBOJMJIM CHUBUTL 3adojieBaeMOCTh ¥ CMEepTHOCTL. B
HeDaBHMX MCCJIeOoBaHMAX (Q¢asu 2B kak zJadmubpaHopa (PPARO/B—
aroHmucTa), Tak M CVC IPOOEMOHCTPUPOBAJIM CBOKL 5SOPEeKTUBHOCTL IIPU
HACT-mMHOYyUIMPOBAHHOM (uOpo3e. ABTOPH M300pPeTeHMA XOTeJM CPaBHUTH
X OeVcTBMe Ha COOTBeTCTRyWIMe IoKa3aTeJM naTojorum HACDT u
BHABUTEL TepalleBTUUECKHME IIpeuMylleCcTBa, obecrneurBaeMbele KOMOMHALIUU.

s OOCTIMXKEeHM T 2TOM LeJamn HACT MHIYIVPOBAJIN Y MEIIe M
C57B1/6J, KOTOpPHM mIaBajJX KOPM, HOEeOUMUMTHEI IO XOJUMHY U L-
aMMHOKMCJIOTaM, HO C pnofaBJieHUeM 2% xoJjilecTepuHa M 303 MOJIOYHOTO
XUpa M KYKYPYS3HHM CHUPOI C BHCOKMM coOepxXxaHreM (QPpyKTO3H B
IMThbeBoOM BoIe (muera CDFF). XuMBOTHHEe B TI'pyINax JedeHMI II0Jydasu
ambo siaadpudbpaHop (3 wMr/kr/CcyTKM), Jubo CVC (10 wMr/xr/cyTKm),
Jnoo oba CoeIMHeHMsa B TeueHMe BCeTOo Iepuola MUCCIeOOoBaHudg.
PazBurtme HACI' oOLeHMBAJIM C I[IOMOIEBI IUCTOJOI'MUECKOTO aHaJiuza,

(]_)yHKLU/IOHaJ'IbHBIX TeCTOB I1Ie4deHn, a Takrxe OUOXMMUUECKOTO n
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MOJIEKYJIAPHOT'O aHaJu3a.
Y MEIIEM, IIOJIyUaBIInUX CDFF, pasBuiCH HACT' C T X e JIEIMHA
OCJIOXHEHMAMM. Y BCeX XMBOTHHX HabJomajl OIPpOTPeCCUPYRIUN CTeaTo?3
1 JIODYJIAPHOe BOCHalleHMe, UYTO UM Oo0ecHeumJio BHCOKMM OaJijl IO mKajJe
NAS, paBHEM 6 mian 7 (puc. 4A). XOoTsS B 5TOM MOoOesM OaJlJIOHMPOBaHME
He OBLIO ABHEM, o) TellaToLe Il APHEIX [IOBPEXOEHNAX
CBUIETEJIECTBOBAJIM BECOKMe ypoBHM AST m CK18 B mjasme (puc. 4B-
C) . OKCIpecCHusa I'€HOB, CBA3AHHEX C QUOPOTEHe30M, PeMOLelIMpOoBaHMeM
TKaHey " BOCIIaJIEHUEM, OvLIa yBeJMueHa n COOTBEeTCTBOBAJA
CUTHaTypPHEIM TI'eHaM, KOTOpPEHE COIJIaCHO ©0oJiee pPaHHUM COOOIMEeHUAM
XapaKTepHE OJIS [HalMeHTOB C TAXeJIoM cTeneHbi HACT (dur. 5).

SnadpmnbpaHop IpUBeJI K  YJyudlleHUMIO IoKaszaTeJlel, COTJIaCHO
pesyJsibTaraM IMCTOJOTIMUYeCcKOoTo aHaJms3a HACI', 3a cueT yMeHBbIIeHUd
CTeIleHM CTeaTo3a M JOOYJIAPHOTO BOCIAJIEHMA [IeUeHM, UYTO IIPUBEJIO K
ofmeMy CHWXeHMIO IokazaTeyda NAS (our. 4A). SjnadubpaHop TakKxke
YMEHBIINJI CTeleHb I[IOBPEeXOeHMA IIeUeHM, O UYeM CBUIOETEeJIbCTBOBAJIO
CHUXeHMe KOoHUeHTpauuu AST um CK18 B mjnasMe (our. 4B-C). Kpowme
TOTO, HBJadubpaHOop I[IO3BOJMII CHU3UTE YPOBEHbL SKCIPEeCCHUM T'eHOB,
CBS3aHHHEX C BOCIaJleHMeM, pPeMOoIeJIMPOBaHMeM TKaHel u (ubporeHe30M
(pur. 5). XoTsga BeIeHMe ToJbkKO CVC He oKa3ajlo BJIMUSHMUSA Ha D2DTHU
napaMeTpHl, KOMOUMHUPOBaHHOEe  JieueHMe  BJadmudbpaHopa+CVC oKaszaJio
CUHepTeTUMUeCKOe IIOJIOKUTEeJIbHOe OeMCTBMEe Ha aKTUBHOCTL 3abojieBaHUA
(NAS) ¥ TrenaTolLeJUIoJISPHEE IIOBpPeXneHusd (yMeHblleHVe YpoBHeM AST u
CK18 B mmazme) (our. 4), a TakXe Ha BKCIPEeCcCHi T'eHOB, CBSA3aHHHX
C BOCIIaJIeHMeM, PeMOoIeJIMpOoBaHMeM TKaHel u dpubporeHeszom (dur. 5).

B 3aKJIOUEHNE, B HacToAmen 3asaBKe IPOOEMOHCTPUPOBAaH
CUHepTeTHnueckur »soderT saadubpaHop B  kKoMOMHaummM ¢ CVC Ha
napaMeTpel HACT' u OoubporeHes B MeIMHOM Momesnu CDFF. W3 sToTO
MccJedoBaHMA MOXHO  3aKJIOUMTL, UYTO KOoMOMHaLMa sJjadubpaHop/CVC
BymeT MoJie3HOM IJia 0oJiee MMPOKOM IONYJIALUMM IIallMeHTOB.
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$OPMYJIA MBOEPETEHHUA
1. KOMOMHMPOBAHHBI TIPOOYKT, COIEPXallUi :
(1) CVC wmim ero aHaJoT, GbapMaleBTUUECKU IIPUEMIIEMYI COJIb WJIU
COJILBAT U

(ii) no MeHBmeM Mepe, OIMH aroHucT PPAR dopmyJiel (I):
Y4

Y2

Ys

B KOTOPOM:

Y1 npencrarjgeT coBoM TaJioreH, TIpynny Ra wimn Ga—-Ra;

A npencraBJsgeT cobow rpynny CH=CH wmam CH2-CH2;

Y2 npencraBygeT cobom rpynmny Gb-Rb;

Ga ¥ Gb, OOVMHaAKOBHEHE WM pPas3HHe, [IPenCcTaBJIglnT CcoOOM aToM
KMCJIOpOona WJIM CEPHL;

Ra mpemcraBjsgeT cob®oM aToM BOIOpoIa, HeszaMmelmeHHy (Cl-
C6) aJIKMJIIbHYIO Tpynmny, (C6—-Cl4) apuJbHYD TPYIIILY MJIN (Cl-
C6) alkMJIbLHYID TpPYyINy, KOoTopasd 3aMelleHa OIOHMM wIM 00Jiee aToMaMM
raJjioTreHa, (C1-C6) aJIKOKCH WJIU (Cl-Co) AJIKMJITHO  TPYIIY, (C3-
Cl4) uMKJIOaJIKMJIIbHEE TPYIIIEL, (C3-C1l4) UuMKJIIOAJIKMUIITHO TPYIIIE WU
TeTepOLUKINUEeCKMe TPYIINH;

Rb npencraryisger cobon (Cl-C6)alKUIIbHYD TPYINY, 3aMelleHHVYO
10 MeHbIeW Mepe Tpynmo¥ —-COORc, 1Tme Rc mnpencTaBigeT coBoM aToMm
Bomopola wiau (C1-C6)ankuJbHYID TpPYyINy, KOoTopad 3aMelleHa WM He
3aMeleHa OIOHUM WIIN BoJiee aToMaMu TajoreHa, (C3-
Cl4) UMKJIOAJKMJIbLHEE TPYIIIH MM IeTePOLUUKJIMUYEeCKre TPYIIIH; U

Y4 m Y5, oIMHaKOBEE WMJIM Pa3HHe, IOIpeOcTaBJsaioT cobon (Cl-
C6) aJIKMJIIbHY TpPYNIy, KOTOopas 3aMelleHa WJIM He 3aMelleHa ONHYM WU
BoJee aToMaMM raJioreHa, (C3—-C1l4) uMKJIOAJIKMJIbHEE TPYIIIIE MJIIN
TeTepPOLIUKINUECK e TPYIIIH.

2. KOMOMHMPOBAHHEM NPOOYKT IO .1, CcoIepXalui:

(1) CVC miam ero dapMalleBTMUECKU IpHeMJIeMyld COJIb; a TakKxe

(ii) »maadmubpaHop MIM €TI0 QapMalleBTHUEeCKM IpHeMJIeMyl COJIb.

3. KoMOVHMPOBaHHHM IPpOOYKT 1o m.1 VI 2, roe
KOMOMHUPOBAaHHEM IPOOYKT npelCTaBJIAEeT cobon KOMIIO 3ULINIO,
comepXamyl KOMIIOHEeHTH (i) u (1i1i) u OdapMalleBTHUUECKM IPpUEMIIEMEN

HOCHUTeJIb .
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4, KoMOVHMPOBaHHHM IPpOOYKT 1o m.1 VI 2, roe
KOMOMHUPOBAHHHM IPOOYKT MOpelcTaBjgeT cobot Habop KOMIOHEHTOB,
BKJTIOY A0 KOMIIOHEHTEI (1) u (ii) oJjidg IIO0CJIeDOBaTEeJILHOTO,
pa3OesIbHOTO WMJIM OOHOBPEMEHHOTO IpMUMEeHeHUd.

5. KoMOMHMPOBAHHEM INIPOAOYKT IO JoOoMy M3 NOI.l1-4, B KOTOPOM
KOMIIOHEHTEL (1) u (i1) [IPUT'OTOBJIEHE B BUIE VHBEVPYeMOM
CYyCIleH3uM, TeJid, Macja, OWIoIK, TadJleTku, CYNIO3UTOPMA, II0pOolKa,

KariCyJIH, asposojiia, Masu, KpemMa, IJIaCTEIPA WJIM CpelCTBa B BHUIe

TaJIEHOBEIX bopm oJis [IPOJIOHTUPOBAHHOTO n/ 3aMeJIEHHOT O
BEICBOOOXIEHNA .
6. KoMOMHMPOBaHHEM OIpOOoyKT 1o JIod oMy nus nmo.l-5,

OOIIOJIHUTEJILHO COoIepXamul II0 MeHBIEM Mepe OIMH TepaleBTUUeCKHU
aKTUBHEM areHT C M3BECTHOM aHTUOUOPOTUUECKOM AKTUBHOCTLIO,
BHIOPAHHBM M3 IUPOEeHMIOHA WAV MHIUOUTOPOB AKTUMBHOCTU pPelLelTOPHBIX
Tupo3uHKMHa3 (RTKI), Takux Kak HUMHTeOaHuO, copadeHUd U IpyIUX
RTKI, wim O6JOKaTOPOB PpPeLelTOPOB aHIMoTeH3MHa I1I  (AT1l), wawm
MHITUBUTOPa CTGF, MJIN JIOOTO AHTUOUOPOTUUECKOTO COoeIMHEeHU,
BOCIIPUMMUMBOTO K HapYyMEeHMI0 CHUTHaJbLHHEX IIyTeM, aKTuBupyemelx TGFR wu
BMP, BkJoOUasd aKTMBATOPH JIATEHTHOT'O KoMiJlekca TGFB, Takue Kak
MMP2, MMP9, THBS]1 WM MHTETPMHBE KJETOUHOM IIOBEPXHOCTM, pPEelLelTOpPH
TGFR I Tuma (TGFBRI) wmiam II Tuna (TGFBRII) ¥ uMxX JMT'aHOBE, TakKue
kak TGFB, axkTuBuMH, MHITMOMH, Nodal, aHTHU-MIOJIJIEPOBHM TOPMOH, GDF
uin  BMP, BCIIOMOTATeJIbHEIE  KOPELEelTOPH (TakXe M3BECTHHEE Kak
peuenTopsl THna I1I1) MM KOMIIOHEHTH KaHOHUUYeCKOI'o SMAD-3aBUCHMOTO
OyTH, BRJOUAS PETYIATOPHHE WM MHIMOUTOPHEE SMAD-OeJIKM WJIM UYJIeHH
SMAD-He3aBUCUMEX WMJIM HEKaHOHUUECKUX IIyTel, B TOM UMCJe pas3JIMUuHbe
BeTBU IepelauM cuTHaJoB MAPK, TAKl, cuIHaJIbHHEe OyTM Rho-momoOHHX
I'Td®as, oyt pochaTUIUIMHOSUTOJI-3  KMHas3w/AKT, npouiecca TGFR-
MHIOYLUUPOBAHHOTO EMT MM KaHOHMUECKMEe M HeKaHOHUUeCKMe CUTHAaJIbHEE
nyt™u Hedgehog, Bkiwouasd JUTaHOE Hh WM TeHBE-MUIIeHM, WIK JIoOHE
uJleHe nyTel WNT miam Notch, koTophle UYBCTBUTEJILHHE K BIMAHMI TGFQB.

7. KoMBUHUPOBaHHLM IPpOOyKT 1o JIOOMY us no.l-6o,
OOIIOJIHUTEJILHO CcoIepXamui II0 MeHbIlel Mepe OIMH TepaleBTUUeCKU
AKTUBHEIM aTeHT, BeOpaHHwM wu3 JAK/STAT UWHTMOMTOPOB ¥ OPYTUX
IPOTUBOBOCIIAJIMTEJILHEX al'eHTOB /MM MMMYyHOINEeIpeCCaHTOB.

8. KoMOMHMPOBAHHEIM NPOIOYKT IO II.7, B KOTOPOM TepaleBTHUUeCKU
aKTUBHEIM areHT BHOMpPAT ns3 TJIIOKOKOPTUKOMUIOOB, HIIBII,
umurigodpochamMmna, HUTPO3OMOUEBUH, aHaJIOTOB bomeron KUCJIOTH,
aHaJIOTOB IIypMHa, aHaJIoOTOB NUMPMMHUIOMHA&, MeTOoTpeKcaTa, a3aTUOoIpMHAE,

MEPKaIITOIIypMHa, IMKJIOCIIOPVMHA, MMPHVMOLVHa, TarRpOoJIMMy Ca,
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CUPOJIMMyCa, I[IPOMBBOIOHHX MUKOOEHOJIOBOM KUCIJIOTH, OMHTOJIMMOOA WU
OpYyTUX MOIYJIATOPOB cOmHTOBMH—1-pochaTHOTO pelenTopa,
MOHOKJIOHAJIE HEIX n/ MMOJIMKJIOHAJIb HBIX aHTUTEJI IPOTUB TaKMUx
MUIIeHeM, KakK [IPOBOCHAJIUTEJIL HEIE LIMTOKMHEL u PelLenTopH
IPOBOCHAJIUTEJLHEX LUTOKMHOB, T—KJETOUHHM pelelTop UM MHTEeTPUHEH.

9. KoMBUHMPOBaHHEM OIpOOoyKT 1o JoooMy U3 nm.l1-8 oJjig
[IPMMEHEeHMS B KadeCTBe JIEKAPCTBEHHOTO CpelCcTBa.

10. KoMOMHUMPOBAHHHM OPOIOYKT 1o JiwdoMy ©3 0On.l-9 noug
IIPpMMEeHeHMs B CIocob0e JiedeHMSd BOCHAaJIMTEJIBHOTO, MeTaboJIMuecKoTo,
OMBPO3HOTO U XOJIeCTaTUUeCKOTO 3abojieBaHuA.

11. KoMOMHMPOBaHHHM IpOOYyKT 1o n.10, roe dmbposHOE
PacCTPOMCTBO BHOMpaT M3 TPYINH, cCcocTodmen M3 ¢(udpo3a [IedeHu,
IoUek, KOXM, BIOUIepMMCa, DHIOOEPMEl, MBI, CYXOXUIWM, XpAlen,
cepnla, IIOIXEJYOOUHOM XeJIe3H, JeIKMxX, MaTKM, HEepBHOM CUCTEMH,
AMYKa, SAUYHMUKOB, HaAOIOUEUHMKOB, apTepul, BeH, TOJCTOV KUIIKH,
KUMeuHMKa (HalopuMep, TOHKOM KMIIKM) , XeJIUHHX IIYyTel, MATKMUX TKaHeu
(HanpuMep, CpeloCTeHMd WIM 3adbplIMHHOTO I[IPOCTPAHCTRAa), KOCTHOTO
MO3Ta, CYyCTaBOB M XeJyIKa.

12. KoMOMHMPOBAHHEM IOpOoAyKT o .10 mmm 11, rome oudposHOoe
PACCTPOMCTBO BHOMpPAT M3 TPYIOH, cocTodmer wu3 o(ubpos3a IIedeHwu,
XKeJIYOOUHO-KUMIIeUHOTO TpakKTa, JIerkKMx, cepnlla, I[IoYek, MBI, KOXM,
MATKUX TKaHeM, KOCTHOTO MOB3Ta, KMIeUHMKa M CYCTaBOB.

13. KoMOMHMPOBAHHHM MNPOOYKT OJIS OIPpMMEeHeHUuS II0 JiodoMy U3
nn.l10-12, roe 3abojieBaHMe BHOMpAKT M3 ITPYIIIH, cocTodmen U3

MeTaboIMuecknux 3aboJieBaHUM IIeUeHM, HeaJIKOT'OJILHOM XMpOBOﬁ OoJIe3HU

rlevyeHm (HAXBII) , HeaJIKOT'OJIBHOTO cTeaTorernaTrmra (HACTY) ,
MeIMKaMeHTO 3HEIX zaboJieBaHUM reyeHu, AJIKOTOJIb—VMHIOYLMPOBaHHHX
3aboJjieBaHUM [IeUeHHy, VHPEeKIMOHHEX 3aboJieBaHUM [IeyeHu,
BOCIIaJIMTeJIbHEIX z3aboJieBaHUM reyeHu, 3aboJieBaHUM [IeyveHu,
OTIOCPEeNOBaHHBIX ouchyHKLIMEeN VIMMYHHOM CHUCTEMEH, OUCIUNINIEMUN,
CepneuyHOo—COCYIMCTHX 3aboJjieBaHuM, pecTeHO3a, CHMHIOpOMAa X,
MeTaboJIMUueCcKOoT O CUHIpOMa, omnaberTa, OXMPEeHNSH, TUIIEPTEH3UN,

XPOHMUECKOM XOJIaHTMONaTUM, TaKo¥ KakK I[IePBUUHHM CKJIePO3UPYIIUN
XOJIaHTUT (TICX) , [IEPBUYUHLEM KeJIUHEM XOJIaHTUT (PBC), BuIMapHOM
arTpe3un, CceMeMHOTO BHYTPUIIEUeHOUHOTO XxoJjlecTa3a Tumna 3 (PFIC3),
BOCIaJIUTEeJILHOTO 3abojJleBaHMAa KUIIedHUKa, OoJjiesHM KpoHa, SA3BEeHHOTO
KOJIUTAa, KeJjouna, CTaporo VHQapKTa MMokapna,
CcKJIepomepMmua/CUCTEMHOTO  CKJIepo3a, BOCHAJUTEJILHEX  3abojieBaHuUM,
HelpoleTreHepaTUBHEX 3abdojieBaHMM, Pa3HHX BUIOB paka, paka IIedueHH,

PeHaTOHeﬂﬂDﬂHpHOﬁ KapLUMHOMEI, pPaka KeJIYODOUHO -—KMIIEUWHOT'O TpaxKTa,
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paka KeJynKa, MEHMHITMOMEL, CBA3aHHOM c HeVpodpnbpoMaTo30M,
HEVPODHIOOKPMHHEIX  OIIYXOJIeM  IIOIXEeJIYIOUHOM  XeJIe3H, SKB0KPUHHEIX
oIy X0JIen IIOIKeJIYIOUHOM KeJle3H, JeikeM1u,
MMEeJIONPOJIMbepaTUBHEX / MUEJIOOUCIIIIACTHUUE CKIUX 3aboJieBaHm,

MacTOLUMTO3a, OepMaTodubpoCcapKOMBl, COJMIHHX OIIyXoJieM, BKJUas pak
MOJIOUHOM XeJle3H, JIeTKMX, MIUTOBUIHOM XeJle3H WM O0O0OOOUHOM M
OpAMOM KUIKM, pakKa I[OpedcTaTelIbHOM XeJje3h, o(udpo3a WM LUppos3a
[leyeHu JIIOOOTO [IPOUCXOXIEeHN I, dmbposza I umpposa reyeHu,
BEI3BAHHOTO MeTabomMueckuMy 3abojieraHuavy, HAXBI-MHOYIUPOBAHHOTO

onbposza wmian umupposza, HACI'-MHOYLUMPOBAHHOTO (puOpo3a WMiIM LIUppos3a,

AJIKOTOJIE—MHIOYLIUPOBAHHOTO dnbpoza VIV umuppo3a [IeYeHu,
MeOIMKaMeHTO3HOT'O dndposza Wi  uouppos3a IIedeHU, MHOEKLMOHHOTO
omubposza WM LMppPO3a IIeUueHy, ¢mbpoza WM LUMppo3a IIeueHN,

BHI3BAHHOTO IapasuTapHOM uHbpeklMeM, OakTepualJibHOTO Oubposa WK
uyppos3a IledeHM, BUPYCHOTO ©¢ubpo3a wWIM Uuppo3a, O(mubposa wWIHU
HMppo=3a IeueHyr, BH3BaHHOTO HBV-uHbekumuel, o¢udposa WIM LMPPO3a
IIeyeHM, BHBBaHHOTO HCV-mHberkumelr, ©omubpoza WM LUPpPO3a IIedeHH,
BHI3BAHHOTO BHUU-uHbexklmel, o¢(ubposza MIM LUPPO3a IIeUeHM, BH3BAHHOTO
Kak CMelmaHHOM HCV/BUUY-uHbeKLMEN, bubposza VI uuppos3a,
VMHIYIMPOBAHHOTO  JIYUeBOM WJIM  XUMMOTepalmewn, dubpoz3a  KeJIYHEIX
nyrey, oO(mbposa MIM LUPPO3a IIeUeHM, BBSBBAHHOTO JIOOHM XPOHUUYECKUM
XoJlecTaTuueckuM 3adojieBaHMeM, Oubdpo3a KUIIeUHMKa JIoOOM STUOJIOTUM,
onbposza, BEB3BaAHHOTO OoJie3HBI KpoHa, ¢ubOpo3a, BH3BAHHOTO S3BEeHHHM
KOJIMTOM, Oubposa KUIeUHMKa (Haopumep, o(ubpo3a TOHKOM KUIKHU),
dubpoza ToJICTOM KUmKM, O(uOpoO3a XeJyIoka, oOoubposza kOXM, O(ubposa
SIUOEepPMUCa, dnbposza DHOOOEPMH, dmubposa KOXU BCJIEOCTBUE
CKJIepOomepMUM/CUCTEMHOTO CKJIepo3a, oubpos3a Jerkux, o¢(rubposza JEeTKUx
BCJIEOCTBME XPOHMUECKUX BOCIaJUTEJILHEX 3abojleBaHuM ObBXaTeJIbHEX
nyrTen, TakmMx Kak XOBJI, acrTMma, sMpmuzeMa, JJeTKOoe KYpUJILIIKKAE,
TyDepKyJes, JerTouHult  oudpos, UIOIVNOINATUUYECKUM JIETOUHHM  (udpo3
(IPF), oubpoza cepiua, oO(ubpo3a I[I0OUEK, HePpPOT'eHHOT'O CHCTEMHOTO
pmnbposa, dndposza MBI, dnbposza MATKUX TKaHeM (HanpuMep,
CpenocTeHMsa WM 3abpoIMHHOTO IIPOCTPaHCTBa), O(ubpo3a KOCTHOTO
MO3T'a, pnbposza CyYyCTaBOEB, dubposa CYXOXUIINM, dmnbposza xXpdma,
dubposa MHOOmKeJYIOOUHOM XeJle3H, ©(ubpos3a MaTKy, ©O(ubposa HepBHOM
CHUCTeMH, (ubposza aMuka, O(mbOposa AVMUHMKOB, OMOpO3a HANOIOUEUHUKOER,
dubpoza apTepuit, oO¢mubposa BeH, O(ubposzsa 1Jja3, >SHIOMMOKAPIMAJILHOTO
onbposza, (ubpoO3a CPeldoCTeHUsa, MUeJIoPubpo3a, PeTPOlNepPUTOHeaJIbHOTO
pnbposa, IpoTrpecCUpyrInero MaCCHBHOTO dmnbposza (OoCJIOXHEHU A

MHEBMOKOHMO 34 maxTepPOB) , nposimdpepaTUBHOTO dmnbposa,
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HEOILJIaCTUUECKOTO dpnbposa, IIEePUMMILJIaHTAllMOHHOTO dnbposza "
acbecTo3a, apTpodmubdposa, CIaeUHOTO KAICyJUTa.

14. KoMOMHMPOBAHHHM TMNPOOYKT OJS OIpMMeHeHud I[I0 JiodoMy U3
nn.l10-12, Toe 3abojieBaHMe BHOMpPAKT W3 ITPYIIIH, cocTodmer U3

MeTaboIMueckux 3abdoJieBaHUM IIeUueHM, HeaJIKOTOJILHOM DKI/IpOBOﬁ OoJIe3HU

rieyeHm (HAXBII) , HeaJIKOT'OJIBHOT'O cTeaTorernaTmTa (HACT") ,
MeIMKaMeHTO 3HEIX zabojieBaHUM redyeHu, AJIKOTOJIb—MHIOYLMPOBaHHBIX
3aboyieBaHuUM [IeveHy, VHQEeKILMOHHBIX 3aboJjieBaHUM [Ie4veHu,
BOCIIaJIUTeJIb HBIX zaboJjieBaHUM reyeHu, 3aboJieBaHUM [IeyveHu,
OTIOCPEeNOBaHHBIX ouchOyHKLIMEN VIMMYHHOM CUCTEMEHI, OUCIUIINIEMUN,
CepneyHoO—COCYIOUC THIX 3aboJieBaHUM, pecTeHO3a, CHMHIOpOMa X,
MeTaboJIMUyeCKOTO CHMHIOpOMA, nmnaberTa, OXMPEHNS, TUIIEPTOHUHA,

XPOHUUECKUX XOJIAHTMONAaTUM, TaKux KaK I[IepPBUUHHY CKJIEPO3UPYImUi
XOJIaHTUT (IICX), TIePBMUHBI XeJIUHEM XoJlaHruT (PBC), OuianapHOM
aTpesun, CeMeMHOTO BHYTPUIIEUeHOUHOTO XxXoJlecTaza Tuna 3 (PFIC3),

BOCIIAJIMTEJILHHX 3aboJieBaHUl KMedYHM1Ka, OoJIe3HU KpoHa, A3BEHHOTI'O

KOJIUTA, paka reyeHu, TenaToLeJUIJIAPHOM KapLUMHOMEH, paka
KeJIYODOUHO—KUIIEYHOTO  TpakKTa, paka XeJjlygka, paka OoOONOUHOM U
1P AMOM KUIIKY , bnbposza I umppo3a IeyeHu, BHI3BAHHOTO

MeTaboauueckuMu 3RabojieBaHuMaAMM, HAXBII-MHOIYIMPOBAHHOTO OUOpO3a WK
unpposa, HACT'-MHOYUMPOBAHHOTO (¢uOpo3a WM LUPpo3a, aJIKOTOJIE —
VHOYLUMPOBaAHHOTO (¢ubpo3a WMIM LUMppoO3a I[IeueHM, MeOIMKaMeHTO3HOTO
Pnbposzsa WIM LUppo3a I[IeueHM, MHOEeKIMOHHOTO O(mubposa WM LIHUppos3a
neuenu, (udpo3a WMIM LUPPO3a IeueHM, BHS3BAHHOTO IIapasuTapHOM
uHbeklMel, OakTepuaJbHOTO (udpo3a MIM LUPPO3a IIeUueHM, BUPYCHOTO
onbposza WM LUppo3a, O(mbpo3a WM LUppoO3a IIeUeHM, BE3BaHHOTO HBV-
nHbexk1Mer, (ubposa MIM LMPPO3a IIeueHM, BH3BaHHOTO HCV-uHbekumed,
dubpoza wmIM LUpPpo3a IIeueHM, BHS3BaHHOTO BUU-uHbekumel, ©¢ubposa
Wiy  LUyppoza IIeueHU, BEI3BAHHOTO CMemaHHoM HCV/BUU-uHbekLMe,
dubposa MM LUpPpo3a, MHIYLUMPOBAHHOTO JIYUeBOM WM XVMMOTepaluew,
dubposza XeJUHHX OyTel, o(udpo3a WIM LUppo3a IIedYeHM, BH3BaAHHOTO
JIIOOBIM XPOHUUECKMM XoJIeCTaTuueCKUM 3aboJieBaHueM, dnbposza
KeJIYIOUHO—KUIIEeUHOTO TpakTa JoboMW »TuojioTunr, ¢(udpo3a, BHEH3BAHHOTO
OoJyiesHsl KpoHa, (uOpo3a, BH3BAHHOTO SA3BEHHEIM KOJIUTOM, ©OuOpo3a
KUIleuHMKa (HalnpuMmep, ©Oubposa TOHKOWM KMIKK), O(ubposa TOJCTOU
KUK, dnbposza XeJyika, dndposza JIeTKUX, dmnbposza JIETKUX
BCJIEOCTBME XPOHMUECKMX BOCIaJMTEJILHEIX 3abojleBaHuUM  OBXaTeJIbHHX
nyTen, TakmMx Kak XOBJI, acTMma, sMpuzeMa, JJeTKoe KYpUJILIIMKAE,
TyDepKyJes, JerouHul oudpos3, UIOMONIaTUUYEeCKUY JIeTOUHHM  (ubpos
(IPF) .
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