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ITPUMEHEHUE HOP-YPCOZIE30KCUXOJEBOU KHUCJIOTHI JJI CHUXXEHUA
IIEYHEHOYHOI'O XX1PA

IlpeanochlIKH CO3MaHMs HACTOSIIETO I/1306D6T6HI/IH

I'ematocTeaTo3 npeacTapisier cOO0H COCTOsIHUE, TPU KOTOPOM HU30BITOUHBIH KU
HAKaIIMBAETCs B KJIETKAaX MEeYeHHU B MpoLecce cTeatos3a (TO eCTh aHOMAaJIbHOE
yaep:KuBaHUE JIUMHIOB B KjIeTKe). | emaTocTeaTo3 MOKET pa3BUBATHCS MO0 MHOYKECTBY
NPUYHH, HAIPUMEP, U30BITOUHOE MOTPeOIeHIE aIKOTO0JIsSl, TOKCUYHOCTh
JIeKapCTBEHHBIX CPEACTB, HapylieHne oOMeHa BEeIeCTB UJIN MUTAHUS.

I'enmaTocTeaTo3 MOXKET MepepoKaAAThCS B MPOTPECCHPYIOIIee BOCMANIeHUE TeUYeHH
(remaTuT), Ha3bIBa€MbIii cTeaTorenaTuToM. Takoe cocTosiHie OoJiee TSKENOH CTEeNeH
MO’KHO Ha3BaTh JUOO aJKOTOJbHBIM CTE€ATOr€NaTUTOM HJIM HEAJKOTOJIbHBIM
crearorenatutoM (NASH). Ha Gonee TskenbIxX CTaAusAX y MallMeHTOB, CTPAAAIOIIHX
ot NASH, mosxet pa3BuBaThcsi GuOpo3 neyeHu U B KOHEUHOM UTOTe, IUPPO3 MEeUEHH.

CoBpeMeHHbIE BO3MOKHOCTH TEPATIEBTHUECKOIO JICUSHHS TelaToCTeaTo3a
OrpaHU4YeHbl. B OCHOBHOM, pEKOMEHAYIOTCS U3MEHEHHUS B pPAallMOHE MUTAHUS U
U3MeHeHue o0pa3a JKU3HH, BKJIIOYas CHH)KEHHE MAacChl Tejla U YBEJINYEHHE
¢duzmyeckoit akTUBHOCTHU. )15l MoAAepIKUBAIOIIEN Tepaniy OTCYTCTBYIOT Oe30macHbIe
1 3¢ HeKTUBHBIE JEKAPCTBEHHBIE CPEICTBA, CIIOCOOHbIE MPENOTBPATUTD
nporpeccupoBanue 3adoneBanusi 10 NASH. Pa3ziuuHbie ekapCTBEHHBIE MpenapaThl
OBLTH UJIM HAXOOSTCS B cTaguu usydeHnus. [lonoxurenbHbiil 3G dekT Habmonancs s
MUOTJINTa30Ha, KOTOPbIH CBUAETEIbCTBOBAT 00 YIyYIIEHHH CTEaTo3a.

[IT1poKO UCTIONB3YEMbIM JIEKAPCTBEHHBIM CPEICTBOM IJIsl JieUeHus: 3a00IeBaHUi
ne4yeHu sBjsieTcs ypcoaesokcuxonenas kucyuota (UDCA), cyimecTByronias B Ipupose
JKeJTUHAasi KUCJIO0Ta, KOTOpasi HAXOAUTCS B HEOOJbUINX KOJUYECTBAX B KEIYU U B KPOBH
yenoBeka. OgHoW n3 Hanbomnee BaXKHBIX oOnacteil mokasanuii k npumeHenno UDCA
SIBJISIETCS PACTBOPEHHE KAMHEH B JKETYHOM My3bIpe U JIeYeHHE MePBUYHOTO
dunuapuoro uuppo3a (PBC). UDCA obnagaer H{UTONPOTEKTOPHBIM,
MeMOpaHOCTAOUIM3UPYIOIIUM H AaHTHATIONTOTHYECKUM 3] erTamu.

[MpousBonuoe 24-uHop-ypcone3okcuxoyneroit kuciaotel (Nor-UDCA)
npencrtasisier coboit anasor UDCA ¢ MoauduuupoBaHHBIMU QU3NKO-XUMUYECKUMHU

cBolicTBaMu. XO0Ts 00a BelecTBa SABJISAIOTCA CTPYKTYPHO POJICTBEHHBIMU, MPH
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BeefeHun MiuekonutarwinuM Nor-UDCA u UDCA nposABiAOT pa3auydHblie
xapakrepuctuku. B ornuune or UDCA, Nor-UDCA saBnsiercs Mano3d@ekTUBHBIM
cyOCTpaTOM aluiI-KO3H3UM A CHHTa3bl U MOJBEPraeTcs TOJbKO MUHUMAIbHOMY N-
alUMIaMUAUPOBAHUIO TAYPUHOM HUJIU TNIMLUHOM. DKCHEPUMEHTHI /71 ViVO TIOKAa3aau, 4YTO
Nor-UDCA nposiBisieT 3¢p(HeKTUBHOCTb Ha MOAEISIX )KUBOTHBIX C XOJIECTATUYECKUM
3aboneBanuem nedenu (WO 2006/119803 Al). Kpome Toro, B 3asiBKe Ha BbIAA4y
narenra WO 2006/119803 Al onucaHa mpOTHBOBOCHAIUTEIbHAS aKTHBHOCTH NOT-
UDCA wu, cnegoBatenbHO, 3asiBieHo npumeHeaue Nor-UDCA st nedeHus
pasIuYHBIX (GOPM remnaTuTa, BKIOUAs aJIKOTOJBHBIN CTEATOreNnaTHT, HEAJIKOTOJIbHBIN
CTeaTorenaTUuT U BUPYCHBIN I'eNaTUT.

B crarpe Halibasic u ap., Dig Dis 35:288-292 (2017) oOcyxnaercs
coBpemeHHbIN nporpecc npumeHeHust Nor-UDCA kak HOBOTO TepamneBTHYECKOTO
MOAXO/a TIPHU XOJECTATHIECKUX U MeTabOoNInUeCcKNX 3a00JIeBAaHUAX MMEYEHU, IPH 3TOM
ocoboe BHUMaHHE HAIPaBJIEHO HAa MEePBUYHBIN ckiepo3upyromuii xonanrut (PSC).

B crarpe Steinacher u np., Journal of Hepatology 1. 66; S95-S332 (2017),
Abstract THU-385, coobmaercst o ToM, uto Nor-UDCA ynyuinaer noBpexaeHus
NEeYEHHN U COCTOsIHME MeTaboJIn3Ma Ha MBIIIUHBIX MOJENSIX O)KUPEHUs U creatosa. B
STOMN CTaThe ONMUCAHO 3HAYUTEIbHOE CHU)KEHHNE YPOBHS anaHuHTpaHcamuHasbl (ALT).
OnHako Ha UCMOJNB30BAHHON MBIIIMHON MOJENH OBLIO YCTAHOBIEHO, YTO Y KUBOTHBIX
0o0bryHO HabMOa0TCst O4eHb BbicOKHe YpoBHU ALT. CnenoBaTenbHO KaKeTCs
MaJIOBEPOSITHBIM, YTO YPOBHH ALT Oblin NefiCTBUTENBHO CHUKEHBI MPUOIU3UTEIBHO
10 BeauuuHbl BepxHero npenesna Hopmbl (ULN) unu mMeHee.

B cratpe Steinacher u ap., Hepatology 1. 62, No 1 (Suppl.) c. 689A (2015),
Abstract 977, coobmaercs, uto Nor-UDCA cHukaeT NoBpeKAeHUEe TIeUeHU U
yJAy4lIaeT YyBCTBUTEIBHOCTb K I'JIIOKO3€ HAa MBIIIMHON MOJENIN OKUPEHUS U CTeaTo3a.
Ha ncrionb3oBaHHON MBIIIHHON MOJeNH ObLIO YCTAHOBIEHO, YTO Y JKHBOTHBIX OOBIYHO
HaOJMOOarTCs oueHb Bhicokue ypoBHH ALT. B 3T0li cTaThe OMMCaHO 3HAYUTETBHOE
cHkeHue ypoBHsi ALT. OnHako Ha HCTIOJIB30BAHHON MBILTMHONW MOAENIH ObLIO
YCTaHOBJICHO, UYTO Y )KUBOTHBIX OOBIYHO HAOJNIOAAIOTCS OU€Hb BbICOKHE ypoBHH ALT.
CrnenoBaTeNnbHO Ka)XKETCSI MAJIOBEPOSITHBIM, 4TO YpoBHU ALT Oblnu neficTBUTENBHO
CHUJKEHBI TPUOIU3UTENBHO O BEIMYUHBI BepxHero npenena HopMbl (ULN) unn
MEeHee.

B crarse Belonovskaya u np., Eksperimental’naya I Klinicheskaya

Farmakologiya T.76, Ne 1:25-29 (2013) cooOmaeTcst 00 uccienoBaHUA
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npoQUIaKTUUECKOTO BBeeHU HOBBIX Mpon3BoaHbIX UDCA Ha skcnepuMeHTalbHOU
MOJI€JIU aJIKOTOJIbHOTO cTearorenatura. beuio ycranosiaeno, uto Nor-UDCA
IpOsiBJIsIET HAUOONBLIYIO 3P (PEKTUBHOCTD, MPEAOTBpaIlas HAKOIUIEHHE
TpUTrIULEepuA0B B neueHu no cpabHeHuto ¢ UDCA. Dta cTtaThs He Kacaercs Je4eHus
CTeaTo3a, a OTHOCUTCA K MpoduiakTuieckomy aeictsuio npoussogHbix UDCA Ha
pPa3BUTHE SKCIEPUMEHTAIBHOTO aJIKOI'OJIbHOI'O CT€aTOrenaTuTa.

B cratbe Ratziu, Clinics and Research in Hepatology and Gastroenterology 1.15,
Ne 2: cc. 41-45 (2012), obeyxknaercsa neuenne NASH npenaparamu UDCA. Jlanee
aBTOPBI YKa3bIBAIOT Ha TO, 4TO HOBBIE npou3BoaHsle UDCA nponemMoHCcTpupoBaiu
MHOTr000€aIy aKTUBHOCTh B JTOKJIMHUYECKUX MOAENSAX, U UTO IeJeco00pasHo
NPOBECTHU UX KIIMHUYECKUEC UCIIBITAHUS.

B HacTosiiee BpeMs CyliecTByeT HEOOXOOUMOCTh B pa3zpadboTke
TEPaneBTUYECKUX CIIOCOOOB JIEUEHHS TeNaToCTeaTo3a, KOTOPhIH eIe He mepemnes B
CTEATOTETAaTHT.

KpaTkoe m310XK€HNE CYIMHOCTH HACTOSINErO I/1306D6T6HI/I$[

ABTOpaMU HACTOAIIETO H300PETEHUs HEOXKUJAHHO OBLIO YCTAHOBIIEHO, YTO
BeefieHue Nor-UDCA MoxeT 3HaUUTENbHO CHU3UTh MEUEHOUYHBIN KHUP.
CnenosarenbHo, Nor-UDCA sBisieTcss NpUTroHOMN sl CHUKEHUs 10JIsl IEYE€HOUYHOTO
JKUpa y MalueHTOB, CTpaJalInux oT remnarocrearosa. Ilpexne Bcero, 3ToT a3 dexr
TaKkXe HaOJIraaeTcs y NalUeHTOB, Y KOTOPBIX €l[e OTCYTCTBYIOT CHMIITOMBI
BOCHajieHus win renatuta. Kpome toro, 6p110 YCTAaHOBIEHO, YTO HauOOIbIIAs
s pexTuBHOCTD NeueHuss Habmonaercs npu BBeneHun Nor-UDCA B nose Gonee 500
mr/cyT. Emne ogHO OTKPBITHE 3aKJIF0YAETCS B TOM, YTO JaXKe y MalUeHTOB CO
CTEaTO30M JIETKOW CTENeHU U ypoBHeM ajaHuHTpaHcamuuasbl (ALT), koTopblil HIKe
BEPXHETO Mpeaena HOpMbl, Habmronaercs 0J1aronpusTHOE JeHCTBHE
npoduiakTUIEeCKoro jeueHuss. Kpome Toro, aBTopamMu HaCTOSAIETrO H300peTeHUs
6pu10 yectanosneHo, uto Nor-UDCA cnocoOHa cHHXaTh YPOBHU (pparMeHTOB
UTOKEpaTHHA 18 B CBIBOPOTKE, KOTOPBIE H3BECTHBI KAK MAapKePhl allONTO3a HIIH
Hekpo3a. TakuMm o0pa3oM nmpeaMeT HACTOSLIEro H300peTEeHHs ONpenesieH B
CIeAYKINUX NyHKTax 1-65.

1. Nor-UDCA nns npuMeHeHUs NPH JIEUEHUU IenaTocTearosa, rie ykazaHHoe
JeYeHNe BKJIOYAET BBEICHUE MALMEHTY -ueJoBeKy 3¢ pekTuBHOro Komuuecrsa Nor-

UDCA wu rae moJisi me4eHOYHOTO XKHUpa cocTasisieT oonee 10%.
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2. Nor-UDCA nns npuMeHeHHs NPU JIEUEHUH renaTocTearosa, rie ykazaHHoe
Je4eHHe BKJIOYAET BBEICHUE MALUEHTY -uesoBeKy 3¢ pekTuBHOro Koauuecrsa Nor-
UDCA.

3. Nor-UDCA nns npumeHeHus o n. | unu n. 2, rae y nauueHTa yCTaHOBJIEH
renaTocTeaTo3 CpeaHel CTENeHH.

4. Nor-UDCA nns npumeHeHus no n. 1 unu n. 2, rae y nanueHTa yCTaHOBJIEH
renaTocTeaTos TSKEJNON CTeneH .

5. Nor-UDCA nnst npuMeHeHHus 1o JIoOOMy U3 MPeabIAyIUX NyHKTOB, TE Y
NalueHTa KOHLEeHTpanus ajnaHuaTpancamMuHassl (ALT) B CBIBOPOTKE CHUIKEH MEHEe.
4yeM B 4 pasa mo cpaBHeHHIO ¢ BepxHUM npenenom Hopmbl (ULN), Hanpumep,
HaOmronaercs ot 0,8-kparHoro cHmwkeHUst ULN 1o 4-KpaTHOTO CHUIKEHUS 11O
cpaBHeHHnO ¢ ULN.

6. Nor-UDCA nnst npuMeHeHus 1Mo JII000My U3 MPEnbIAyIIuX MYHKTOB, TAE Y
nauueHTa KoHneHTpauus ALT B cbIBOpOTKEe CHU)KEHA MeHee, 4YeM B 3 pasa 1o
cpaBHeHur ¢ ULN, manpumep, Habmronaercs: ot 0,8-kparHoro caHmxkenust ULN no 3-
KPaTHOIO CHMX€HHUs no cpaBHeHUO0 ¢ ULN.

7. Nor-UDCA nns mpuMeHeHus 1o JI000My U3 MpeAbIAyIIuX NYHKTOB, II€ Y
nauueHTa KoHneHTpauus ALT B cbIBOpOTKE CHU)KEHA MEHEE, 4eM B 2 pas3a mno
cpasHeHuw ¢ ULN, nanpumep, Habnrogaercs ot 0,8-kparHoro camxkenus ULN no 2-
KPaTHOrO CHW)XeHHUs no cpaBHeHuo ¢ ULN.

8. Nor-UDCA nnst npuMeHeHus 1o JIoOOMy U3 MpeablAyIuX MyHKTOB, Te Y
nauveHTa koHueHtpanuss ALT B ChIBOpOTKE paBHA UM MeHee Mo cpaBHeHHUIO ¢ ULN,
HanpuMmep, Habmonaercs ot 0,8-kparHoro cHuskeHuss ULN 10 1-KpaTHOTO CHHKEHUS
no cpasHeHuo ¢ ULN.

9. Nor-UDCA nns npuMeHeHus 1o JrO0oMy U3 MpeAblAyIuX NTyHKTOB, II€e Y
naluueHTa KOHLeHTpanus acnaprarrpaHcamunassl (AST) B CBIBOPOTKE CHUXKEHA
MeHee, yeM B 4 pasa no cpaBHeHuo ¢ ULN.

10. Nor-UDCA nns npuMeHeHHus mo J00My U3 MpeAblAyIIuX NTyHKTOB, T Y
nauueHTa KoHeHTpauus AST B CBIBOPOTKE CHUXKEHA MEHee, 4eM B 3 pasa Io
cpaBHeHHO ¢ ULN.

11. Nor-UDCA nns npuMeHeHHus mo Jo00oMy U3 MpeAblAyIIuX NyHKTOB, IIe Y
nauueHTa KoHneHTpauus AST B CBIBOPOTKE CHUKEHA MEHee, YeM B 2 pas3a Io

cpaBHeHHnO ¢ ULN.
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12. Nor-UDCA nnst npuMeHeHHs 1o JII0OOMY M3 NMPEenbIAyIIUuX MYHKTOB, TAE Y
nauueHTa KoHneHTpauus AST B CbIBOpOTKe paBHa Wiu MeHee 1o cpaBHeHuto ¢ ULN.

13. Nor-UDCA nnst npuMeHeHHs 1o JII000My U3 NMPEnbIAyIIuX MMy HKTOB, I1e
J0JIs1 IEUEHOYHOTO JKHpa MalUeHTa COCTaBJsIeT o MeHbluel Mepe 12%, Hanpumep, OT
12% no 50%.

14. Nor-UDCA nnst npuMeHeHHs1 Mo JII000OMY M3 MPEenbIAyIIuX MyHKTOB, IAe
J0JIsl IEYeHOYHOr 0 JKUpa MalueHTa COCTaBJsAeT N0 MeHbInel mepe 15%, Hanpumep, OT
15% no 40%.

15. Nor-UDCA nyist npuMeHeHHs 1o JTII00OMY M3 MPEnbIAyIIuX MyHKTOB, e
J0JIsl IEYEeHOYHOr 0 JKUpa MallMeHTa COCTaBJsAeT N0 MeHbluel mepe 20%, HanpuMep, OT
20% no 30%.

16. Nor-UDCA nnst npuMeHeHHs 1o JTII00OMY M3 MPEnbIAyIIuX MyHKTOB, e
JIOJII0 TIEUEHOYHOTO JKHpPa ONPENeNsioT C MOMOIIbI0O MArHUTHO-PE30HAHCHON
ToMorpaduu winm MarHUTHO-pE30HAHCHOH cnekTpockomuu (MRS).

17. Nor-UDCA nns npuMeHeHHs 1o JI000My U3 IPeablAyIIUX MyHKTOB, T
yKa3aHHOE JIeYeHHe CHU)KAeT AOJI0 eUeHOYHOr o )K1pa NalueHTa o MeHbllel Mepe
Ha 1%.

18. Nor-UDCA nns npuMeHeHHs o J00My U3 IPenblIyIIUX MyHKTOB, 1€
yKa3aHHOE JIeYeHHEe CHUXKAET AOJI0 MEeUeHOYHOr o )K1pa NalueHTa 0 MEeHbIIel Mepe
Ha 2%.

19. Nor-UDCA nnist npuMeHeHHs Mo JTI000OMYy M3 MPEnbIAyLIuX MyHKTOB, IAe
yKa3aHHOE JIeYeHHEe CHU)KAeT AOJI0 MeUYeHOYHOro )K1pa NalueHTa o MeHbIlel Mepe
Ha 3%.

20. Nor-UDCA nnst npuMeHeHus o J1000MYy U3 IPEabIAyIIUX MyHKTOB, 1€
yKa3aHHOE JieueHHe CHU)KAeT AOJI0 MeUeHOYHOro )K1pa NalueHTa o MeHbllel mepe
Ha 4%.

21. Nor-UDCA nns npuMeHeHHs 10 JI000MY U3 TPEabIAy X MyHKTOB, 1€
yKa3aHHOE JIeueHHe CHU)KAeT AOJI0 eUeHOYHOTO )KUpa NalueHTa o MeHbllel mepe
Ha 5%.

22. Nor-UDCA nns mpuMeHeHHs 1o J1000My U3 IPEabIAyIIUX MyHKTOB, 1€
yKa3aHHOE€ CHU)KEHME J10JIM NI€YE€HOUYHOT0 KUpa MalueHTa NPOUCXOAUT B TeueHue 12

HEOCIIb.
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23. Nor-UDCA nns npumMeHeHHs 1o J1000MYy U3 IPEabIAyLIIUX MyHKTOB, T
JOJII0 IEUEHOYHOTO )XKHpPa ONPENENsIOT C MOMOIIbI0O MATHUTHO-PE30HAHCHON
tomorpaduu (MRI).

24. Nor-UDCA st npuMeHeHus Mo JI000My M3 MPEeabIaAyLIUX MyHKTOB, IAe
HHEKC MacChl TeJa MALHEHTa COCTABIAeT Gonee 25 Kr/M’.,

25. Nor-UDCA st npuMeHeHus 1o JI000MYy M3 MPEeabIAyLIUX MYHKTOB, A€
HHZIEKC MAcChl TeJa MALMEHTa COCTABIAET Gosee 26 KI/M~.

26. Nor-UDCA nnst npuMeHeHus o J1000MYy U3 IPeabIAyIIUX MyHKTOB, 1€
HHIEKC MAcchl TeJla MALMEHTa COCTABIAeT Gomee 27 Kr/M~.

27. Nor-UDCA nnst npuMeHeHus o Ji000My U3 TPeabIAyIIUX MyHKTOB, 1€
HHZIEKC MAcchl TeJla MALMeHTa COCTABIAeT Goee 28 KT/M”.

28. Nor-UDCA nns npumeHeHHs 0 J1000MYy U3 IPEabIAyIIUX MyHKTOB, T1€
HHZIEKC MAcchl TeJla MALMEHTa COCTABIAeT Gomee 29 Kr/M”.

29. Nor-UDCA nns npumMeHeHHs 10 J1000MYy U3 IPEabIAyIIUX MyHKTOB, T
HHZIEKC MAcchl TeJla MALMeHTa COCTaBIAeT Gonee 30 Kr/M .

30. Nor-UDCA nns mpuMeHeHHUs 1Mo JI00My U3 MpeAbIAyIIUX TYHKTOB, IIe Y
NManreHTa yCTaHOBJIeH puOpo3 nmedyeHu.

31. Nor-UDCA nns npuMeHeHuUs 1Mo JJ00My U3 MPeAbIAYIIUX MYHKTOB, € B
NeYeHH MalreHTa He HaOJI0 Al TCs MPU3HAKK BOCTIAJIEHHS W/UJIU e Y MalKueHTa He
YCTAHOBJIEH Ie€NaTHT.

32. Nor-UDCA njs npuMeHeHHUs 1o JT00MY U3 MPEAbIAYIIUX MYHKTOB, IIe
no3a Nor-UDCA, KOTOpyI0 BBOJASIT MALUEHTY, cocTaBiseT oT 750 mr/cyt no 2500
MTI/CYT.

33. Nor-UDCA njs npuMeHeHuUs o JTr00My U3 MPEeAbIAYIIUX MYHKTOB, IIe
no3a Nor-UDCA, koTopyI0 BBOAST MalUEeHTy, coctasisieT oT 1000 mr/cyt go 2000
Mr/cyT, mpeanoytutenbHo ot 1250 mr/cyt no 1750 mr/cyT, Haubonee
NpeAnoYTUTENbHO npudnusurensHo 1500 mr/cyT.

34. Nor-UDCA nns mpuMeHeHHUs 1Mo JTI0O00OMY U3 MPEeAbIAYIIUX MYHKTOB, IIe
Nor-UDCA BBOAST Nallu€HTy OJMH pa3 B CYTKH.

35. Nor-UDCA nns mpuMeHeHHUs 1Mo JTI0O00MY U3 MPEeAbIAYIIUX MYHKTOB, IIe
yKa3aHHOE JIeueHHe BKJIIOUaeT BBEeHNE aKTUBHOTO areHTa, orauJarouerocs ot Nor-
UDCA, npuuem yka3aHHbIH aKTUBHBIN areHT, otauydatromuiics ot Nor-UDCA

BBHIOMPAIOT U3 IPYIIbI, COCTOSIEH U3 MPOTUBOPUOPO3HBIX areHTOB,
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NPOTHUBOBOCHAIUTEIbHBIX ar€HTOB, HMMYHOMOAYJIATOPOB, OMONpeEnapaTos,
CHUJKAIOLIUX XOJIECTEPHH BEIIECTB, AHTArOHUCTOB JIEHKOTPHUEHA, arOHUCTOB
PPAR«/8, nuuruduropos CCR2/5, uurudburopos ASBT u ux xomOunHanui.

36. Nor-UDCA nns npumeHeHus 1o m. 35, rae yKa3aHHbIM aKTUBHBIN areHT,
ornuyaromuiics ot Nor-UDCA, npencrasisier co6oit npoTuBoGuOpO3HBIN areHr,
BBIOpAHHBIN M3 TPYIIBI, COCTOsIMeH U3 nuppenunona, pudparos, aronnctoB FXR u
UX KOMOUWHAIIUN.

37. Nor-UDCA nns npuMeHeHuUs 1o 1. 35, rae yka3aHHbIH aKTUBHBIN areHT,
ornmmuaromuiics or Nor-UDCA, npencrasiisieT coOOOH MPOTHBOBOCIAJUTEIbHBINA areHT,
BBIOpPAHHBINA M3 TPYIIIBI, COCTOSMEH U3 HECTEPOUAHBIX TPOTUBOBOCIATUTEIbHBIX
nexkapcTBeHHBIX cpencTB (NSAID), KOPTUKOCTEPOUIOB U UX KOMOMHALIUHA.

38. Nor-UDCA nnst npumeHenus no 1. 37, rae ykazannoe NSAID BeiOuparoT u3
I'PYIIIBL, COCTOSIMEH U3 alleTUIICAIUIIUIOBONH KHCIOTHI, IeJeKOoKcuoa,
nekcneronpodena, nukiodenaka, nudayHusana, 3ToA0NaKa, ITOPUKOKcHOAa,
denomnpodena, pupokokcuda, paypdbunpodena, nbynpodena, uagoMeTannHa,
keTonpodena, keroposaka, THKodesoHa, JIOpHOKCHKama, JokconpodeHa,
JyMHUpakokcuba, MekJIopeHaMOBON KHUCIOTHI, Me(EeHaAMOBOMH KHCIOTHI, MEIOKCUKAMa,
HaOyMeTOHa, HAIPOKCEeHa, HUIMECYJINa, OKCAOpO31Ha, NapeKoKkcuba, MIpoKCcCUKama,
podexokcuba, caicanara, CyJHHIaKa, TEHOKCHKaMa, TOJI(HpeHaMOBONH KUCJIOTHI,
BaJeKOKcHuOa u ux KoMOMHAIHIL.

39. Nor-UDCA nnst npuMmeHeHus no 1. 37, rae yka3aHHbIH KOPTUKOCTEPOUA
BBIOUPAIOT U3 TPYIIbI, COCTOsAINEH U3 Oyneconuna, GpayTukazoHa, GJyHU3OIUAA,
LUKJIECOHU1a, MOMETa30Ha, OeKJIIOMeTa30Ha U X KOMOMHALNH.

40. Nor-UDCA nns mpuMeHeHus 1o 1. 35, rae yKa3aHHbIA aKTUBHBINA areHT,
orimmuaromuiics ot Nor-UDCA, npencrasisier coO0OH MMMYHOMOAYJISITOP, BRIOpaHHBIN
U3 TPYIIBI, COCTOSAIEH U3 a3aTHONPUHA, 6-MEPKANTONYPHHA, [IUKJIOCTIOPUHA A,
TaKpPOJIUMYCa, METOTPEKCAaTa U UX KOMOWHAIU.

41. Nor-UDCA nns mpuMeHeHus 1o . 35, rae yKa3aHHbIA aKTUBHBINA areHT,
orimmuaromuiics ot Nor-UDCA, npencrasisieT coOOOH CHUIKAIOLIEE XOJNECTEPUH
BEIECTBO, BEIOPAHHOE U3 TPYIIIBI, COCTOSAIEH U3 CTATHHOB, HHTHOUTOPOB abcopOuuu
xoJjecTepuHa (HampuMep, 33eTUMHO), CEKBECTPAHTOB, HUAIIMHA H UX KOMOWHAIINN.

42. Nor-UDCA nnst npumeHeHus no 1. 41, rae yka3aHHBIA CTaTHH BBIOMPAIOT U3
I'PYIIIBL, COCTOSIEH U3 aTOpBACTAaTUHA, (pJIyBaCTATHHA, JIOBACTATHHA, TUTABACTATHHA,

npaBacTaTHHA, PO3yBAaCTATHHA, CHMBACTATHHA U UX KOMOWHALIHI.
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43. Nor-UDCA nns npuMeHeHus 1o 0. 35, rae yKa3aHHbBIN aKTUBHBIN areHT,
ornmuaromuiics ot Nor-UDCA, npencrasnser co0oii Ononpenapar, BbIOpaHHBIHN U3
rpynmel, cocrosmen u3 anraronuctoB TNF-alpha, aHTaroHncToB MOJIEKyJIBI
(kneTouHo¥) aare3un (Hampumep, Benoauzymad, srponusymad), uarudbutropos JAK
(Hanpumep, TopauuTHHUO) U UX KOMOMHAIUH.

44. Nor-UDCA nns npumeHeHus 1o M. 35, rae yka3aHHbIM aKTUBHBIN areHT,
ornmnuaromuiics or Nor-UDCA, npencrasisiet coboii antaronuct TNF-alpha,
BBIOpAHHBINA M3 TPYIIBI, COCTOSIMIEH U3 aganrumymada, nHpaukcumada, romumymada,
dTaHepIenTa, HePToNu3ymMada u uX KOMOWHALUHA.

45. Nor-UDCA nns mpuMeHeHus 1o 1. 35, rae yKa3aHHbBIN aKTUBHBIN areHT,
ornmmuaromuiics ot Nor-UDCA, npencrasiisieT cOOOH aHTarOHHUCT JIEHKOTPHUEHA,
BBIOpAHHBINA M3 TPYIIBI, COCTOSLIEH U3 MOHTEyKacTa, 3adupiykacra,
MekiIodpeHamara, 3uJIeyTOHA U UX KOMOUHAIUH.

46. Nor-UDCA nns npuMeHeHHs 0 J1000MYy U3 MPENbIAYIIUX MyHKTOB, T1IE
ykazaHHyioNor-UDCA BBOASIT yKa3aHHOMY MAIUEHTY-4€J0BEKY MepOPabHO.

47. Nor-UDCA nns npumMeHeHHs 10 J1000MYy U3 IPEabIAyIIUX MyHKTOB, 1€
yKa3aHHBIN MalUEeHT-Y€JI0BEK, KPOME TOTr0, CTPajaeT OT caxapHOro aunadera tumna 2.

48. Nor-UDCA nns npuMeHeHHs 1o J1000My U3 IPEabIAyLIIUX MyHKTOB, T
yKa3aHHbIN MallMeHT-4€eJI0BeK, KpOMe TOro, CTpafaeT OT TUNEePTEH3UU.

49. Nor-UDCA nnist npuMeHeHus 1o JI0OOMY M3 MPeabIAyLIUuX MYHKTOB, I/1e
yKa3aHHbIN MAaLlMEHT-4€JI0BEK, KpOME TOrO, CTPAaAaeT OT TMIEPXOJECTEepUHEMHUH.

50. Nor-UDCA nist mpuMeHeHHUs 10 II0OOMY M3 NMPeAbIAYIIUX MYHKTOB, Ie
yKa3aHHbIN MalMeHT-4eJIOBeK, KpOMe TOro, CTPaaaeT OT TMIepIUNUIeMUH.

51. Nor-UDCA nist mpuMeHeHus 1Mo JIIDOOMY M3 MPeAbIAYIIUX MYHKTOB, Te
yKa3aHHbIN MaleHT-4elIOBeK, KpOMe TOro, CTpaaaeT OT AUCIUIUIEMUH.

52. Nor-UDCA nnist mpuMeHeHUs 10 JIIDOOMY U3 MPeAbIAYIIUX MYHKTOB, TAe
yKa3aHHbIN MallMeHT-4el0OBeK, KpOME TOro, CTpaAaeT OT CIJIEHOMETaluu.

53. Nor-UDCA nnist mpuMeHeHUs 10 JII0OOMY U3 MPeAbIAYIINX MYHKTOB, TAe
yKa3aHHbIN MalHeHT-4el0BeK, KpOME TOro, CTpaAaeT OT OXKUPEHUS.

54. Nor-UDCA nnst mpuMeHeHUs 1o JII0OOMY U3 MPeAbIAYIIUX MYHKTOB, TAe
ykazanHass Nor-UDCA npexncrasisier cOO00H XUMHYECKU YUCTYIO MOJUMOPPHYIO
dbopmy, rae KOITUIeCcTBO X MMHYECKUX puMecei coctapisier menee 0,5 mac.%, u

pasMep 1o MeHbIne Mepe 60% moauMopdHBIX YacTUIl cocTaBisieT < 10 MKM.
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55. Nor-UDCA nns nmpumeHeHus no 1. 54, rae KOJu4eCcTBO XUMUYECKUX
npumeceii B monumopdHoi ¢popme cocrapiser meHee 0,1 mac.%, mpeanoOUYTHTEIBHO
meHee 0,05 mac.%.

56. Nor-UDCA nans npuMmeHeHus no n. 54 unu n. 55, rae ykasaHHas
nosumoppHas Gopma siBISETCS TEPMOANHAMHYECKH CTaOMIBHOM,

57. Nor-UDCA nns npuMeHeHHs 1o JIoOoMy U3 MYHKTOB 54-56, rae ykazaHHas
Nor-UDCA npencrabieHna B 0e3BoaHol hopme.

58. Nor-UDCA nns npuMeHeHHs 1o Jio0oMy U3 MYHKTOB 54-56, rae yka3aHHas
nonumopdHas popma XxapakTepHu3yeTcs MUKaMH MO JaHHBIM MOPOIIKOBOTO
peHTreHocTpykTypHOro ananu3a (XRPD) mpu 11,9, 14,4, 15,3, 15,8 u 16,6 + 0,2
rpanyca 2-tera.

59. Nor-UDCA nns npuMeHeHHs 1o JrodoMy U3 NyHKTOB 54-58, rae ykazaHHas
nonmumopdHas Gopma xapakrepusyercs auppakunonHoi kpusoit XRPD, nmokazanHoM
Ha ¢ur. 5 B 3asiBke WO 2012/072689 Al.

60. Nor-UDCA nnst npuMeHeHHs 1o J1Io00My U3 MyHKTOB 54-59, rae ykazaHHas
nonmumopdHas popma He comepxut amopduyto popmy Nor-UDCA B nerektupyeMom
KOJINYECTBE.

61. Nor-UDCA nnst npuMeHeHHs no 1o00My U3 NyHKTOB 54-60, rae ykazaHHas
nonumopdHas Gpopma xapakTepU3yeTcsi CpeIHEB3BEIIEHHBIM 10 00bEMY TUAMETPOM
gactun D50 menee 10 Mmkm.

62. Nor-UDCA nis npumeHeHus no n1o0oMy U3 NyHKTOB 54-61, rae ykazanHas
nojauMopdHas Gopma XxapakTepU3yeTcsi CPeTHEB3BEIIEHHBIM MO0 00bEMY AUAMETPOM
gactul D95 menee 30 MkM.

63. Nor-UDCA nyist npuMeHeHHs 1Mo JII0OOMY U3 MPEeAbIAYIUX MYHKTOB, T
yKa3aHHBIN MAlUEHT-YEJIOBEK MPEACTaBIsAET COOOH B3pOCIOro 4YeJ0BeKa,
NPEANOUYTUTENBHO B3POCIOro YeJ0BeKa BO3pacToM oT 18 no75 ner.

64. Ilpumenenune Nor-UDCA, kak onpeneneHo B I0OOM U3 MyHKTOB 54-62, nus
MOJy4€eHUs JIEKapCTBEHHOr O CPEACTBA, NIPeAHAa3HAYEHHOI0 JJis JIeYeHHUsl CTeaTo3a, Kak
omnpeneaeHo B T0OOM U3 MyHKTOB 1-53 wnm m. 63.

65. Nor-UDCA 175 npuMeHeHUs IPU CHUIKEHUU MEYEHOUYHOI0 JKUpa, e
yKa3aHHOE MPUMEHEHHE He00sA3aTeNIbHO BKIIOYAET JeYeHNEe, KaK ONPEeaesIeHO B

T000M U3 MPEeABIAYIUX MTYHKTOB.
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HOI[DO6HO€ ONHMCAHHUEC HACTOAMICTO I/1306D6T6HI/I$[

B Hacrosimem uzobperenun npeanaraercs npumenenne Nor-UDCA nns neuenus
renaTocTeaTosa y nauenTa, y KOTOPOro A0Js MeYeHOYHOTO JKHPa COCTaBIsAET Oojee
10%. Jleuenune BKJIOYAET BBEAEHHUE MALIMEHTY-4eI0BEKY 3P PEeKTUBHOIO KOJUYECTBA
Nor-UDCA, u Heo0s13aTeNbHO MO MeHbIIeil Mepe OHOTO APYyroro akTUBHOTO areHTa.

Nor-UDCA

Ucnonb3oBanHbliii B faHHOM KoHTeKkcTe TepMuH Nor-UDCA orHocuTcs k
COEIMHEHUIO 24-HOP-yYPCOAE30KCUXOIEBON KUCIOTHI, KOTOPOE XapaKTEPU3yeTCs
Clenyuei CTpyKTYpHOH GopMyio:

HC

HO

H

Nor-UDCA M0XHO HCIOJIb30BaTh COTJIACHO HACTOSAIIEMY U300PETEHHUIO U €T0
nosy4uyeHue ocodo He orpanuyeHo. [Ipeanoururensno, Nor-UDCA npencrasinesa B
dbopme kpucTaia, NOJy4YEHHOro, Kak onucaHo B 3asBke WO 2012/072689 A1. B
NPEANOYTUTENbHBIX BAPHAHTAX OCYINECTBJICHUS HACTOSLIEr0o H300peTeHns
UCHOJIB3YIOT YUCTYIO NOTUMOpPPHYIO GopMy uiu ee papmManeBTUIECKH TPUEMIIEMYIO
cosb. [TomumopdHasi Gopma NpeaNnOYTUTETBHO SIBIAETCA TEPMOIUHAMUYECKH
crabunbaoii. [TonumopdHuas popma Nor-UDCA unu ee papmaneBTHIECKH
npuemJjieMasi Cojib OOBIYHO MpezcTaBiieHa B ee Oe3BonHoi Gpopme. To ecTh
nouMop¢HBIE KPUCTAJIBI B OCHOBHOM He coaepkaT Boay. KonnuecTBo BOABI B
KpHUCTaJIaX B OCHOBHOM COCTaBjsieT MeHee 1%, npeanoutrurensHo menee 0,5%, Oonee
npeanouytutenbHo MeHee 0,1% B pacuére Ha oOmyro Maccy kpuctaiia. [lorumopdHas
dbopma 00BIYHO XapaKkTepusyeTcs: mukamu mo gaHabiM XRPD mpu 11,9, 14,4, 15,3,
15,8 u 16,6 £ 0,2 rpagycos 2-teta. [IpeanoururensHo nmonmumopduas Gopma
xapakrepusyercs audpakuuonHoi kpusoit XRPD, moka3zanHoi Ha ¢ur. 5 nist
«popmbr A» B 3asBke WO 2012/072689 Al. Packpeirme WO 2012/072689 Al
OJTHO3HAYHO YIOMSHYTO B TaHHOM KOHTEKCTE U €TI0 ONMHCAaHHE B MOJHOM 00BbemMe

BKJIKOYCHO B HACTOAIICEC ONMUCAHHUEC B KAUYCCTBC CCBIJIKH.
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IMonumopduast Nor-UDCA nmpeanodTuTeNbHO SIBISETCS OAHO-TIOTUMOP(HOH, TO
€CTb B OCHOBHOM COCTOHUT M3 OJHOH nmoixuMopdHo# Gopmbl u/unu ona
xapakrepusyercs noaumopduoi uncroroit. Konmuuecrso amopduoit Nor-UDCA
OOBIYHO SIBJISIETCSI HUYTOXHO MajibIM. [IpennouturensHo amopduas Nor-UDCA B
nosuMop(HOH GpopMe Mo HACTOAIEMY U300PETEeHUIO He AEeTEKTUPYETCs, HAallpuMep,
no naaHeiM XRPD. Bonee npennoyrurenbHo noauMopdHas ¢opmMa B OCHOBHOM He
conepxxut amopduyto popmy Nor-UDCA. Haubonee npeanodTuTeIbHO NOIUMOpHAS
dopma mo HacTosIEeMy U300PETEHUIO HE CONEPIKUT Kakyr-mudo amopdHyro Gpopmy
Nor-UDCA. KonnuectBo nonumopdHoit Gopmbl A B cocTaBe moIUMOPPHOH GOpMBI
[0 HACTOSILIEMY HU300PETEHUIO MPEANOYTUTEIBHO COCTABIISIET MO MeHbIIeH Mepe 99%,
OoJiee MPeAMOYTUTENBHO MO MeHbInel Mepe 99,5%, Oonee MpeaANnOYTUTENBHO 10
MeHbIel Mepe 99,9%, Haubosee mpeanOUTUTENBHO B OCHOBHOM 100% B pacuere Ha
obmyro maccy Nor-UDCA.

Pacnpenenenue wactun no pasmMepam noauMopdHoH GopMbl MPEeANOUYTHTEIBHO
XapaKTEepU3yeTCs CIEeNYIOINM 00pa3oM: 1Mo MeHbIneit mepe 60% KpuCTaIIOB
XapakTepu3yoTcs pazmepom yactul meree 10 mxm. D50 momumopdHOH Gopmbl
NPEeANOUYTUTENBHO cocTaBasdgeT MeHee 10 mxm. Hanpumep, D50 moxeT HaxonuTecs B
untepsaie ot 0,5 Mkm 10 10 MM, OoJiee MpeAnOYTHTENBHO OT 1 MKM 10 9 MKM,
OoJiee MPEAMOYTUTENIBHO OT 2 MKM A0 8 MKM, HauboJiee NPeaNnoOYTUTEIbHO OT 3 MKM
no 7 mxM. D90 nmonumopdHOI GOpMbI MPEATOUTUTENBHO COCTABIAET MeHee 30 MKM.
Hanpumep, D90 mosxeT HaxoauThcsi B HHTEpBase oT 2 MKM 10 30 mkMm, Oonee
MPEANOYTUTEIBHO OT 5 MKM 10 25 MKM, OoJjiee MPeAnOYTUTEIbHO OT 8 MkM 10 20
MKM, Haubosee npennoututeabHo ot 10 Mkm 1o 18 mxm. D95 monumopdHO#t hopmer
NPEeANOUTUTENBHO cocTaBasgeT MeHee 30 MkM. Hanpumep, D95 moxeT HaxonuTecs B
UHTEpBaJie OT 3 MKM 10 30 MKkM, OoJiee MPeAnOUYTUTENBHO OT 6 MKM 110 28 MKM, OoJee
MPENMOYTUTEIBHO OT 9 MKM 110 25 MkM, Haubosee mpeanouTuTenbHo ot 10 Mxm g0 20
MKM.

D50, D90 u D95 coctaBnsaoT Meanany uian 50-i npoueHTunb, 90-1 NpOLEHTUIIb
1 95-1 NpOLEHTUIb pacpeeeHus YaCTUL 10 pa3MepaM COOTBETCTBEHHO,
usmepeHnHsle o oovemy. To ecte D50 (D90, D95) npencrasnsier co6ol Takyro
BeNMUMHY pacnpeneneHus, 4To 50% (90%, 95%) yacTun xapakTepu3yrTCs 00BEMOM
3TOH BEJUUYUHBI UJIU MEHEE.

Pacnpenenenue pazMepa 4acTUL MOKHO ONPENEIUTh corjlacHo EBponeiickon

dapmakonee (Ph. Eur.), usnanue 6.6, pazgen 2.9.31, npeAnouTHUTENBHO C
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ucrnonb3oBaHueM npudopa Mastersizer 2000 pupmer Malvern. Ouenky pe3yabTaToB
0OBIYHO NMPOBOAMIIM C HCIOIb30BaHUEM Moaenaun DPpayHrodepa.

ITanueHTsl C ITMAarHO30M renaToCcTeaTo3a

VY nmauumeHTa-4ea0BeKa, KOTOPbIH HYKAaeTCs B JICUEHUHU, YCTAHOBJIEH JUArHO3
renarocrearosa. I'enarocrearos onpenensieTcss IPUCYTCTBUEM BHYTPUKIETOUHOTO
JKHUpa 1o MeHblneit Mepe B 5% renarouuTtoB. bonee KOHKPETHO, renaTocTEaToO3 MOXKHO
OMpeneauTh TUCTOJOTHYECKUM METOJIOM, KaK COCTOSIHUE, KOTAa 1Mo MeHbIel mepe 5%
renaToOLUTOB B CPe3€ TKAHHU, OKPALUIEHHOM I'€MaTOKCHJIMHOM M 303MHOM, COIEpIKaT
MaKpOBE3UKYJSIpHBIN cTeaTo3. CTeaTo3 MOKHO OLeHUBATh 1o creneHu ot 0 10 3 B
3aBHCHUMOCTH OT €To TsDKeCcTH: crenenb 0 (HopmaibpHas) = <5%, crenensp 1
(Munumanbras) = 5-33%, crenenp 2 (cpennssi) = 34—66% u crenensb 3 (TsKenas) =
1o MeHblIel Mepe 67% renaToLUTOB, XapaKTePU3YIOIUXCSI MAKPOCKOMUYECKUM
crearo3oM (Kleiner u ap., Hepatology, 41, 1313-1321 (2005). CtreaTo3 neueHu
MOYHO JUaTHOCTHPOBATH CIEAYIOIIUMH METOAMU: THCTOJIOTHYECKOE HCCIEeIOBaAHUE
OMONCHITHOTO MaTepHaia Me4YeHu, YIbTPa3ByKOBOE UCCIEIOBAHNUE, KOMIIBIOTEPHAS
ToMorpadus UM MarHUTHO-PE30HAaHCHAsl TOMoTpadus.

JloJist IeUYeHOYHOTO JKHpa Y MalueHTa, KOTOPBIH HYKIAaeTCs B JJEUEHUH, COrTacHO
3TOMY BapUaHTy OCYIIECTBJIEHUs n300peTeHus, coctasuser donee 10%. oo
MEUYEHOYHOr 0 XXupa MoxHO onpenensTb merogamu MRI unu MRS, kak onucano B
JAHHOM KOHTEKCTe HUXe B mpumMepe 3. [IpennouTuTenbHoO A0JI0 NEeUYeHOUHOTO KUpa
onpexnensitoT meronoM MRI. Meton MRI Takxke onucan B ctatbe Dixon,W.T.,
Radiology, 153, 189-194 (1984). B kOHKpeTHOM BapuaHTe AO0JS MEYEHOYHOIrO JKHpa
npeacTaBisieT coOOM KUPOBYIO M0N0, onpenenseMyr MeroaoM XRPD no mioTHocTH
npotoHoB (PDFF). DTot MmeTon obecreunBaeT KOJIUUYECTBEHHOE,
CTaHIapTU3UPOBaHHOE U 00bekTHBHOE MRI-n3MepeHne ne4eHoYHOro Kupa Ha OCHOBE
npucymux cBoiicte Tkanu (cMm. Hineset u np., “T1 independent, T2* corrected
chemical shift based fat-water separation with multi-peak fat spectral modeling is an
accurate and precise measure of hepatic steatosis”. J. Magn. Reson. Imaging, 33, 873—
881 (2011), u Meisamy u ap., “Quantification of hepatic steatosis with T1-
independent, T2*-corrected MR imaging with spectral modeling of fat: blinded
comparison with MR spectroscopy”. Radiology, 258, 767-775 (2011).

B npyrom BapuaHTe OCyIIE€CTBIEHHUS HACTOAIIEr0 H300PETEHUS N0
NEeYEHOUYHOr0 XHpa y nauueHTa cocrapiser donee 12% unu 6onee 15%, nnm 6onee

20%. Hanpumep, 10Js1 NEYEHOUYHOT O JKUPa MOXKET COCTABIATh IO MeHblIel Mepe 16%,
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unu 1o MeHbuet mepe 17%, unu no menbiner mepe 18%, unu mo MeHbIIEH Mepe
19%, unu no menbuiei Mepe 20%, unu no meHpwel Mmepe 21%, uiau no MeHblIeH
Mepe 22%, unu no MeHbuied Mepe 23%, unu no mennlueit mepe 24%, unau no
MeHbLIel mepe 25%.

B ewme ogHOM BapuaHTe COAEpIKaHUE TPUTIHLEPUAOB B IEYEHHU y MALIMEHTA,
KOTOPBIN HY3KJaeTCs B JICUEHUH, ONPENeIeHHOEe METOJOM MPOTOHHON MarHUTHO-
PE30HAHCHOMW CIEKTPOCKOTIUHU (IH-MRS), COCTaBJIsIET MO MeHbIIel Mepe 6%, unu mo
MeHblneit mepe 8%, unu no meHbiueit mepe 10%, unu no mensbuiel mepe 12%, unu no
MmeHblned mepe 15%, win no MmeHbineit mepe 20%. DTOT MeTOa 00eCTIeYnBaET TOUHOE
U BOCIIPOM3BOAMMOE U3MEPEHHE CONEePIKaHUs MEeUSHOUYHOTO JKHUpa (CM., Hapumep,
Bohte u np., Eur. Radiol , 21, 87-97 (2011)).

[IpennmoutruTenbHO 3a00I€BaHNEM, TIOJIEKALTUM JICUEHUIO, SBJISAETCS
HEaJKOTOJIbHbIN renaTocTeaTos, KOTOPHIM oNpeaeseTcs Kak renaTocTeaTos nevYeHu,
HE BBI3BAaHHBIA N30BITOUHBIM MOTpedneHneM ankoros (> 30 r/cyT y Myx4duH u > 20
r/cyT y )XKeHIHH), renatutoM B unu C, ayTOMMMYHHBIM T'€IIaTUTOM,
NepEeHACHIIEHUEM KeEe30M, JIEKaPCTBEHHBIMU CPEICTBAMU UJINM TOKCUHAMU.

B onHOM BapuaHTe OCYILIECTBIIEHHS HACTOSIIEr0 N300pETEHUs MAlHEHT-YEJI0BEK,
HYKIAIOIUICS B JICUSHUH, COTJIACHO HACTOSIEMY U300pETEeHHUI0, HE CTPAAAET OT
aJKOTOJIBHOTO CTe€aTOrenaTUuTa Uiu HEaJIKOTrOJbHOIO CTEaTOreNnaTUTa Uil y Hero He
OBLI YCTAHOBJIEH IMATHO3 AJIKOTOJIbHBIM CTEATOreNaTHT MJIM HEaJKOTr OJIbHBIH
crearorenatutr. OTCYyTCTBUE BOCHAJIEHUs B I€UEHU MOXKHO ONpPENEIUTh MpH
TUCTOJOTHYECKOM MCCIEeJOBAaHUM OUONICUITHOTO MaTepuala MeYeHH HiIu
HEMHBA3WBHBIMU METOJAMU, HAIPUMEp, TPAH3UEHTHOM 3yacTorpadueii.

B npyrom BapuaHTe OCYIIECTBJICHUS HACTOSAIIEr0 H300pEeTEeHUs MAUEHT -
YeJIOBEK, HY KAl UNCs B IEYEHUH, HEe CTpajaeT OT apTepUOCKIepOo3a UJIH Y HEro He
OBl YCTAHOBJIEH JUATHO3 apTEPHUOCKIEPO3a.

B ogHOM BapuaHTe OCYIIECTBIIEHHS HACTOSIIETO M300PETEHUS MALUEHT-YEJI0BEK,
HY’KJAIOIUICS B JICUCHUH, COTJIACHO HACTOSIIIEMY H300PETEHUIO, HE CTPAAAET OT
COCTOSIHHSI WUITM Y HETO He ObLI YCTAHOBJIEH IHATHO3 COCTOSHUS, BBIOPAHHOTO H3
TPYMIBI, COCTOSIIEH U3 MEPBUYHOrO cKiepo3upyroiero xonanrura (PSC),
nepBuYHOTO OunuapHoro uupposa (PBS), nporpeccupyromero ceMeiHOTO
BHYTPHUIIEYEHOYHOT'0O X0JIecTa3a, 00jee KOHKPETHO, MPOTrPeCcCUPYIOLIEro CEMEHHOT0

BHYTPUIIEYEHOYHOTIO X0JjiecTasa tTuna 1, 2 u 3, MykOBUCLUA03a, JIEKaAPCTBEHHOTO
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X0JiecTa3a, XpoHuueckoro supycuoro rematura (B, C, D), ankoroiabHOTO
CTEaTOrenaTuTa, HEAJIKOTOJIBHOIO CTEATOreNnaTUTa, ayTOMMMYHHOTO renaTuTa,
remoxpomarosa, 0one3nu Bunbcona u gepunura anbda-1-anTurpuncuna. Jluarsos
3TUX COCTOSIHHI XOpPOIIO U3BECTEH CIEIUANNCTAM B TaHHOH 00JaCTH TEXHUKH.

Vposenb ALT B CHIBOPOTKE MarueHTa OObIYHO CHUIKEH MeHee, yeM B 4 pas3a 1o
cpaBHeHUIO ¢ BepxHHUM npenenom HopMmbl (ULT). Ilpennouturensuo yposenb ALT B
CBIBOPOTKE CHUXKEH MEHEE, 4YeM B 3 pa3a WU MEHee, MEHee, 4eM B 2 pa3a UM pPaBeH
unu menee no cpaBHenuto ¢ ULT. Bequuuna ULT nnst ALT cocrasasier 50 E/n ns
B3pOCHBIX My>kurH U 35 E/n st B3pocabix skeHuuH. [IpennodTutenbHO B X00€
neuyeHust yposeHb ALT B cbIBOpOTKe CHUIKAaeTCs MO MeHbIlel Mepe Ha 5%, uiu no
MeHblueit mepe Ha 10%, unu no meHplieil mepe Ha 15%, unu no MeHbleil Mepe Ha
20%. Kpome Toro npeamouTuTenbHo, 4To0BI B Xoa¢e Jedenus ypoBeHb ALT cHmkancs
no BeauunHbl MeHee ULT. B emme oqHOM mpeAnoYTUTEIFHOM BapuaHTe HaOI0gaeTCs
cHuxeHue ypoHst ALT B cbiBopoTke 10 <0,8-KpaTHOrO CHUIKEHUSI 110 CPABHEHUIO C
ULT. B eme ogHOM BapuaHTe y MalMeHTa, HY KAAOLIErocs B JEUCHUHU, HAOII0 faeTcs
>1,5-xpaTHoe yBenuueHue ypoBHs ALT B ceiBopoTke no cpaBHenuto ¢ ULT, u B
pesyibTaTe JedeHus HaOmonaercss MeHee, 4yeM 1,5-kpatHoe cHMxkeHue ypoBHs ALT B
ceiBOpOTKe no cpaBHeHUO ¢ ULT. B apyrom BapuanTe y nmaumeHTa, Hy KA WErocs B
nedenuu, yposenb ALT B ceiBopoTke Bbilie ULN, u B pe3ynbTare jeueHus
HaOmronaercs cHukeHue ypoHss ALT B ceiBopoTke no Benuunabl MmeHee ULN. B emre
OJIHOM BapHaHTE y MalHeHTa, HyKAAKMEerocs B jedeHuu, Habmonaercsa >0,8-kpaTHoe
yBenuueHue ypoBHs ALT B ceiBopoTke no cpaBHeHuto ¢ ULN, u B pesyabTare
nedyenus: Habmonaercs: meHee, yeM 0,8-kpatHoe cHmkeHue ypoBHs ALT B ceiBOpOTKE
no cpaBHenuto ¢ ULT.

Hcnonp30BaHHBIN B JAHHOM KOHTEKCTE TEPMUH «B3POCIHBII» OTHOCUTCA K
MHIWBUAYYMY-4€JIOBEKY BO3pacTa no MeHbluei Mmepe 18 ner. Ecau B fanHOM
KOHTEKCTE YIIOMHHAETCS OnpeaeIeHHbld 3¢ dekT, HabI0 JaeMblil UIN JOCTHTaeMbIN B
XOJle JICUEHUs], WJIM TEPMHUH «B XOJI€ JJ€YEHUsI», TO OH OTHOCUTCS K MEPUOAY JICUEHUs B
TeueHue 12 Heaenb, €C/IU HE YKa3aHO UHOE.

Ypoeenb AST B CHIBOPOTKE MamueHTa OOBIYHO CHUXKEH MEeHee, ueM B 4 pas3a 1mo
cpaBHeHUIO ¢ BepxHUM mpenenom Hopmel (ULT). Ilpennouturensuo yposeHb AST B
CBIBOPOTKE CHUIKEH MEHEE, 4eM B 3 pasa WU MEHee, MeHee, 4eM B 2 pa3a UJId PaBeH
win meHee ULT. Beauunna ULT nns AST cocraBnser 50 E/n nns B3poCabIX My K4HUH

u 35 E/n nns B3pocnbix skeHIUH. [IpennouTuteapHo Takke, 4TOOBI B X0 JICUEHUS
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ypoBeHb AST cHuskancs no BeauunHbl MeHee ULT. IIpeanoyTurenbHO Takxke, 9TOOBI
B xoJie jeueHus yposeHb AST B CBIBOpOTKE CHUMXKAJICS IO MeHblIel Mepe Ha 5%, uinu
no MeHbuiel mepe Ha 10%, unu no Menbiueil mepe Ha 15%.

B onHoM BapuaHTe ypoBeHb ramMma-rayramuiTpancnentuaassl (GGT) B
CBIBOPOTKE ManueHTa 00buHO yBeauueH no cpaBHennto ¢ ULT. Beauuuna ULT s
GGT coctapmusier 71 E/n anst B3pocnbix Myk4uH U 42 E/n 015 B3pOCHBIX JKEHIIHH.
[IpennmouTuTeNbHO TakXke, YTOOBI B X0 ¢ NeueHus yposeHb GGT B ChIBOPOTKE
CHMIKAJICS 1O MeHbIIel mepe Ha 5%, uinu mo meHbinei Mmepe Ha 10%, wiu mo MeHbIen
Mepe Ha 15%, unu no meHbinell mepe Ha 20%, unu gaxe no MeHbue mepe Ha 25%. B
KOHKPETHOM BapuaHTEe B pe3yJibTaTe JedeHus B xone jeueHus yposeHb GGT
cHUkaetrcs A0 BenuduHbl MmeHee ULT.

Yposenb menounoit pocdarassl (AP) B CHIBOPOTKE MalleHTa OOBIYHO CHHUKEH
no cpaBHeHnto ¢ ULT. Bennunna ULT ans AP coctasisier 129 E/n nns B3pocibix
myx4auH 1 104 E/n nns B3pocnbix xeHmuH. IlpennoururenbHo yposeHs AP B
CBIBOPOTKE HE MOBBIIIAETCS B XOJ€ JeUEHUs.

B onHOM BapuaHTe OCYIIECTBJIEHHS HACTOSIETO U300PETEHUS MALUEHT CTPAaAaeT
OT CTeaTo3a TsXKeJIOoMN cTeneHu. B 1pyroM BapuaHTe MalMeHT CTPafaeT OT CTeaTo3a
yMEpEHHOH cTeneHu. B eme ogHOM BapuaHTe MAalMEeHT CTPagaeT OT CTeaTo3a
MUHHMMalbHOH cTeneHu. CTeneHu rarnarocrearo3a (MUHUMAaNbHASI, CPEIHSSA HIIH
Ts)KeJasi) ONpeneseHbl BhIIe B JAHHOM KOHTEKCTE U UX MOXHO OL[EHHBATH NPU
T'HCTOJIOTHYECKOM MCCIIeA0BAaHUM OMONCHHHOIO MaTepuasa MnevdeHu.

B xozne nedeHus nmo HaCTOsIEMY U300PETEHHIO NOJI0 MEYEHOUYHOI 0 )KHPa MOKHO
CHHM3UTH 10 MeHee 25%, unu menee 20%, unu meHee 18%, niau menee 16%, unu
MeHee 14%, unu menee 12%, unu menee 10%, unu menee 8%, unu menee 6%. B
APyroM BapHaHTE B pe3yJbTaTe JE€UEeHHUs OJIs IeYEHOUHOTO KHUpa CHUXKAETCS IO
MeHblueil Mepe Ha 5%, no menblueil mepe Ha 10%, no meHpieil mepe Ha 15% mo
CPaBHEHUIO C BEJIMYMHON B Hayaje JeueHus. B elle oqlHOM BapuaHTe B pe3yJbTaTe
JeUeHUsl A0JIs MeYeHOYHOr0 JKUpa CHUXKAaeTCs Mo MeHbluell Mmepe Ha 1%, unu no
MeHblell Mepe Ha 2%, uiu 1o MeHblueil Mepe Ha 3%, unu no MeHblie Mmepe Ha 4%
UJIU 1O MeHblel Mepe Ha 5% Mo CpaBHEHUIO C BEJIMYUHON B Havalie jedeHus. B
Ka4yecTBe NpUMepa, CHUXKEHUE A0JIU Ne4eHOUHOoro xupa ot 20% no 18%
npencrasisieT codoit «camxkenue 10 18%», «cumxkenune Ha 10%» unu «CHHXKEHHUE HA

2%», 4TOOBI TULIb MPOUJLIIOCTPUPOBATH PA3HULY MEXKY CHHUXKEHHEM 0NN
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MEUYEHOYHOIO J)KMpPa 10 ONpPEENeHHOIO NIPOLEHTa, CHUKEHHUEM B % U CHUJKEHUEM B
MPOLEHTHOM BBIPA’KEHUH.

B npyrom BapuaHTe y maluueHTa, Hy KAAOLIErocs B JIEUEeHUH, YPOBEHb
nutokepatuHa 18 (M65) B criBOopoTKe cocTaBisier meHee 750 E/mu, unu menee 600
E/mn, unu menee 500 E/mn, unu menee 400 E/mn, unu menee 300 E/mi, unu meHee
250 E/mn. YpoBenb ¢pparmenta M65 nuutokepatuna 18 MOXKHO onpenesiTh
U3BECTHBIMU METOJAMH, HAIPUMeEP, METOAOM TBEepA0(Ha3HOrO UMMYHO() €epPMEHTHOTO
ananuza (ELISA).

B eme ogHOM BapuaHTe y MalMeHTa, HYKAAKOIIEerocs B JI€YeHUH, YPOBEHb
nutokepatuHa 18 (M30) B ceiBopoTke cocTaBisier MeHee S00 E/mun, unu menee 400
E/mn, wian menee 300 E/mn, unu menee 200 E/mn, unu menee 150 E/min. Yposens
¢parmenTa M30 nutokepaTura 18 MOXKHO OnpenensiTb U3BECTHBIMU METOAAMH,
HampuMep, METOAOM TBepaodasHoro ummyHodpepmerTHoro ananusa (ELISA).

Coobmanock, 4To y NauueHToB, cTpanaromux oT NASH, moBblmarTcs ypoBHU
pacrBopuMbIX popm mutokepatuna 18. [Ipexae Bcero, oTmennaeHHbid ¢parmentT M30
OBl MPU3HAH MapKEPOM amomnTosa, a pparmeHT M65 - MapkepoM Hekpo3a. ABTOpamMu
nzo0pereHus 6pu10 ycraHoBieHo, 4To Nor-UDCA cnocobHa CHUXaTh YPOBHU
¢parmenTa M30 u ¢pparmenta M65 B CbIBOPOTKE.

B xone nedenust mo u3o0OpeTeHuro ypoBeHb uTokepatuHa 18 (M65) B
CHIBOPOTKE MOKHO CHU3UTb IO MeHblIel Mepe Ha 3%, uiu no MeHbluei mepe Ha 5%,
UJIU 10 MeHbIuel Mepe Ha 7%, wiu no MeHbinel Mmepe Ha 10%, Mo CpaBHEHUIO C
BEJIMUMHON B Hayalle JeYeHuUsl.

B xone neyenust mo u3oOpeTeHUo ypoBeHb qutokeparnHa 18 (M30) B
CBIBOPOTKE MOXKHO CHU3UTbH IO MeHbIel Mepe Ha 3%, uiau no MeHblueil Mmepe Ha 5%,
UK TIO MeHbInel Mepe Ha 7%, uiu no MeHbiuel mepe Ha 10%, Mo cpaBHEHUIO C
BEJIMYMHON B HayaJje JICYECHUs..

[TanmeHT, HYKAAOIMUNACS B JICYEHUH, TPEANOUYTHTEIBHO PEACTABIAET COOOH
B3POCJIOTO HeJIOBEKa, 0oJiee MPEeANOYTUTENbHO MallMeHTa-u9eI0BeKa B Bo3pacte oT 18
no 75 ner.

Macca Tesia manueHTa, Hy KA Merocs B JIeYeHUH, OOBIMHO cocTapisieT OT 40 kr
no 200 kr, npeanoutrutenbHo ot 50 kr 1o 150 kr, 6osnee npenmouTuTeapbHo oT 60 Kr
no 120 kr.

BMI nanueHTa, Hy>XKAAOMErocs B J€YeHNH, O0OBIYHO cocTaBisieT Oonee 25

2 .
kr/cMm . B ppyrux Bapuantax BMI naumeHTa MOXeT COCTAaBJISITh 110 MEHbIIEH Mepe 20,
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WUJIA IO MEeHbLIEW Mepe 27, uiu no MeHblueld Mepe 28, Win no MeHblIeld mepe 29, unu

. 2
no mesbliel mepe 30 kr/cm”. BMI onpenenstoT npu AeleHUH MacChl Te€lla Ha POCT

Teja B KBaApaTe, U BCEraa BbIPakaloT B €IMHHULIAX KF/CMZ, TO €CTh MAaCCy BBIPaXXalT B
KUJIOrpaMmax, a pocT - B MeTpax.

B onHOM BapuaHTe y MalLMeHTAa BBIABIECHA KECTKOCTb NE€YEHU CTENEHU 2 WU
BBIIIE, OTIPEAeJIEHHAs 1O BEJIUYMHE aKyCTH4Yeckoro paauaunonHoro nasienus (ARFI).
OTa BeIMYNHA COOTBETCTBYET CKOPOCTU CABUTOBOI BoJIHBI Oosiee 1,34 m/c. Crenenu
JKECTKOCTH TMe4YeHHU, u3MepeHubie no senudude ARFI, onpenensinu, kak onucaHo HUXKE
B npumMepe 2. B Apyrom BapuaHTe y NalyMeHTa BbISIBJIE€HA KECTKOCTh MEUYEHU CTENEHHU
3 unu BeIlIe, onpenenerHas no sennduHe ARFI. B eme ogqHom BapuanTe y mamueHTa
BBISIBJIEHA )K€CTKOCTh MEYE€HU CTeneHu 4. B n1pyrom BapuaHTe B X0A€ J€UECHUS
JK€CTKOCTb MEeYeHU, onpeaenenHas no sennunHe ARFI, cHukaeTcst Ha OHY CTENEeHb
(Hanpumep, co crenenu 2 no creneHu 0/1, unu co cTeneHu 3 10 CTENEHH 2, UIIU CO
creneHu 4 no crenenu 3). [IpennodTUTENbHO KECTKOCTD MMEYEHHU, ONPeaeIeHHAs 110
Benmmunae ARFI, B xone neuenus camxkaercs 10 crernenu 0/1. B koHKkpeTHOM
BApUAHTE Y MALMEHTa 0 JieueHUs Obliia BBISBIEHA CTENEHb 2, a NPU 3aBEPLICHUH
neuenus — crenedb 0/1.

Meton ARFI npencrapisier co00O#l yIbTpa3ByKOBOW METO, C MOMOIIBIO
KOTOPOTrO ONPENEISIIOT JOKAJbHbIE MEXAHUYECKUE CBOUCTBA TKaHU, HAIPUMED,
neueHUu. KpaTkoBpeMeHHbIE aKyCTUYECKHE UMIYJIbChI TOCIEN0BATEIbHO
reHepupyTcs BONM3KM 0003HaUeHHOTO HccenyeMoro yuactka. CoOTBeTCTByIOIIEe
JIOKaJIN30BAHHOE MEXaHUYECKOe BO30YyKAEHHEe TKAaHU MPUBOIHUT K CMEINEHHUIO TKAaHU U
(bOpMUPOBAHUIO CIBUTOBOW BOJIHBI OT y4aCTKa BO30YykaAeHUs. PaccuuThiBarOT
CKOPOCTb PAaCIpOCTPAHEHHUS BOJHBI, BBIPAXKEHHYIO B METPaX B CEKYHAY, YTO
MO3BOJIAET OL€HUBATDh BA3KO3JACTUYHBIE CBOWCTBA TKaHU NedyeHu. Uem snacTudHee
TKaHb, TeM OOJIbIIIE CTEMEHb €€ CMEIIEeHUsI. DTO MO3BOJISIET IPOBECTH
KOJIMYECTBEHHYI OLIEHKY, NOCKOJBKY CKOPOCTb PACIPOCTPAHEHUSI CABUIOBON BOJIHBI
MPONOPLUHUOHAIBbHA KBAAPATHOMY KOPHIO 3JIACTUYHOCTHU TKaHU, CIEJ0BATEIbHO, YEM
JKE€CTUYE MeY€Hb, TEM BBIIIE 3aPETHCTPUPOBAHHAS CKOPOCTb CABUTOBOU BOJIHBL.

BbICOKAs KECTKOCTb CBUACTCIIBCTBYET O IJIOXOM COCTOSAHHUH TKAHU MECUYCHU.
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dapmManeBTHYECKHE KOMIO3ULUU U J€UeHHUe

Nor-UDCA o0br4HO BBOAAT B popme papMaLeBTHUECKON KOMIO3HUIIUU, KOTOpas
MOXET BKJIIOYATh OAMH UJIM 00Jiee MPUTOAHBIX HKCLHUITUEHTOB, KOTOPbIE SABISIOTCS
(bapmaleBTUYECKH IPUEMIIEMBIMU.

Nor-UDCA mMoxHO nepepabaThiBaTh Al MIEPOPAIBHOrO BBEACHUS, IPHYEM 3TH
COCTaBbI AOMOJHUTENBHO BKJIIOYAKT (papMaleBTUUYECKH IIPHeMIeMble HOCUTEIH,
aZBIOBAHTBI, SKCIIUMTUEHTHI U/UJIH HATIOJHUTEIH.

TBepabie nexkapcTBeHHbIE (HOPMBI JIsI MEPOPATBHOTO BBEIEHUS MOTYT BKJIKOYATh
TaOJNeTKH, NPEANOYTUTEBbHO [UMYUYHE UIIN JKeBATEIbHbIEC TAOIETKH, KAINCYJIbI,
MUJIIOJIM, TTOPOIIKHU M TPaHyJbl. B Takux TBepAbIX NekapcTBeHHbIX popmax Nor-UDCA
MO’KHO CMEUINBAaTh C IMIUPOKO UCIOJIb3yEMbIMU BEIleCTBAMHU, TAKUMHU KaK Caxaposa,
MaHHHT, COPOUT, KpaxMall U MPOU3BOAHBIE KpaxMala, [eJUTF0JI03a U MPOU3BOTHBIE
LEJUTIOJIO3bI (HAPUMEpP, MUKPOKPHUCTAIINYECKAs LEeJUII0JI03a), KalbIuh
(bochOpPHOKUCIBIN NBY3aMEIIEHHBIH, JTAKTO3a, KOJJIOUIHbIN 0€3BOAHBIN TUOKCH]
KPEMHUs, TaJIbK, CMa3bIBAIOIIHE BELIeCTBA (HAIPUMEp, CTe€apaT MarHus, MaKpOTOJIbI),
Ne3UHTErpUpyrmue areHTsl U OydepHble BemecTBa. Ha TabneTkn U MUIIOIN MOXKHO
TaK)X€ HAHOCUTB HHTEPOCOTIOOUIIbHBIE MMOKPBITUS ISl MPEIOTBPAIIEHNUs] BO3EHCTBHS
Ha Nor-UDCA >xenyao4HbIX KHCJIOT U (pepMEHTOB.

JlexapcTBeHHble Qopmbl, coneprkauiue Nor-UDCA, MOryT ONOJHUTEIBHO
BKJIIOYATh CTAHAAPTHBIE SKCLUITHEHTHI, MPEANOUYTUTENbHO (PapMaLleBTUUECKH
IpUeMieMble OpraHUYE€CKHE U HEOPTraHNYECKH e BEIeCTBa-HOCUTENIN, KOTOPhIE HE
B3aUMOJICHCTBYIOT C aKTUBHBIM coenrHeHneM. [Ipuroanbie GpapmManeBTHUECKH
nprueMJieMble HOCUTEIHU BKJIIOYAKT, HAIPUMED, BOY, COJIEBble paCTBOPBHI, CIUPT,
Maclia, MpeAnoUYTUTENIbHO PACTUTEIbHBIE MAaca, MOJUITUIIEHIJIUKONHU, KEeJaTHH,
JAKTO3y, aMuJo3y, creapar maraus, [TAB, mapdromepHble Macia, MOHO- H
OUTITULEPHUIBI JKHPHBIX KUCIOT, CIOKHBIE 3 HUPBI XKUPHBIX KUCIOT U3 HEPTH
(petroethral), runmpoKCHMETUNLEIUTIONIO3Y, MOJTUBUHUIIUPPOIUIAOH H T.1I.
dapmaneBTHYECKUE MPenapaThl MOKHO CTEPHUIJIN30BATh M PU HEOOX ONUMOCTHU
CMEIINBAaTh C BCIOMOraTeNbHBIMU areHTaMH, TAKUMHU KaK CMa3bIBalOLIle BEIIECTBa,
KOHCEPBAHTBI, CTAOMIN3aTOPHI, CMAUHBAIOIINE ar€HThI, MYJIbraTOPbI, COIU IS
BJIUSIHUSI HA OCMOTHYECKOe JaBjeHne, OydepHble BemecTBa, KPACUTENH,
apoMaTHU3aTOPBl U/UIN AYLIUCThIE BEIIECTBA U T.I., KOTOPbIE NMPH B3aUMOAEHCTBUHU C
AKTUBHBIMH BELIECTBAMH HE OKA3bIBAIOT Ha HUX OTPHULIATENbHOr0 Bo3AelcTBuA. Jus

NapeHTCPAJIbHOIO BBECACHUS, IPCKAC BCCIO NPUTOAHBIC HAMTIOJTHUTECIN, COCTOAT U3
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pPacTBOPOB, NPEANOUYTUTENBHO MACJSHBIX UJIN BOJHBIX PACTBOPOB, a TAKXKe CyCIEH3UH,
SMYJIbCUI UJIN UMILJIAHTATOB.

H3BecTHBI pa3nu4HbIe CUCTEMBI AJIs1 JOCTABKH JIEKAPCTBEHHBIX CPEICTB, KOTOPbIE
MOJKHO ucnonb30BaTh A BeefgeHus Nor-UDCA, Bkirouasi, Hampumep, BKIOUYEHUE B
JUIIOCOMBI, SMYJbCHH, MUKPOYACTHIIBI, MUKPOKATICYJIBI U MUKpOTpanyibl. Tpedyemyro
AO3UPOBKY MOKHO BBOAUTH B BUJE €UHONW CTAHJAPTHOH JIEKAPCTBEHHOH (HOPMBI HIIH
(dbopMBbI ¢ 3aMeIeHHBIM BBICBOOOKAeHHEM. TpedyeMyro ieKapCTBEHHYIO popmy
MOHO TaK>€ BBOJHUTH B BUJE JIEKAPCTBEHHOH ()OPMBI CO MHOXKECTBOM 1103, B hopMe C
HEeMeJICHHbIM, 3aMeAJIEHHBIM, IPOJIOHTHPOBAHHBIM HJIH MPOAOJKUTEIbHBIM
BBICBOOOIKICHUEM, TTOJYUYEHHON MPU HAHECEHUH MOKPBITUS, B BUJE MATPUYHOTO
cocTaBa U T.IL.

buonoctynnocts Nor-UDCA MOXHO MOBBICUTh IIPU MUKPOHHM3ALUU COCTABOB C
UCIIOJIb30BAHUEM CTAHAAPTHBIX TEXHOJIOTUH, TAKUX KaK pa3MalblBaHHE, ApoOJIeHNE U
BBICYIIMBAHUE C PACMIBUIEHUEM B MPUCYTCTBUU MPUTOJHBIX 3KCLHUIUEHTOB UIHU
areHToB, Takux Kak ¢pocomununs unu ITAB. OnHako B KOHKPETHOM BapUaHTE HE
TpeOyeTcss HU pa3MalibIBaHUs, HU APOOJIeHHs, TaK Kak nonumopdHas ¢opma Nor-
UDCA 1o n300peTeHnio XxapakTepu3yeTcss MPUrOAHbIM pa3MepOM YaCTHLI.

Nor-UDCA mosxHO nepepabateiBaTh B popMy PpapManeBTUUECKH NPUEMIIEMBbIX
coneit. @apmanestuuecku npuemiaemole coau Nor-UDCA BkiouaroT
NPEANOYTUTEIBHO COJIU METAJJIOB, MPEXKAe BCEro COJNM LIEJOYHbIX METAJI0B, UIH
apyrue papmaneBTHUYeCKH npuemiemMble conn. PapManeBTHYeCKH MpHeMIeMble
OCHOBHO-3JAAUTUBHBIE COJIU BKJIIOYAIOT COJIM METAJIOB - JIUTHS, KaJlbIUsl, MarHUs,
KaJus, HaTpUs U LIUHKA, UK OpraHuYeCcKHe COJIU MePBUYHBIX, BTOPUYHBIX U
TPETUUHBIX AMUHOB U [IUKJINYECKUX aMUHOB.

dapmaueBTHYECKAsT KOMIIO3UIUS BKIOYAET MPEANOYTHTEIbHO 3P eKTHBHOE
konudecTBO Nor-UDCA u papmaneBTHYeCKH MPUEMIIEMbIH HOCUTENb U/ UITH
SKCIUITHUEHT.

Jlo3a Nor-UDCA oco6o He orpanudena. OQHAKO MPEANOYTHTENBHBI TO3bI OOJIee
500 mr/cyTt, Hanpumep, ot 750 no 2500 mr/cyt, unu ot 1000 go 2000 mr/cyT, wiu OT
1250 no 1750 mr/cyT, Hannpumep, 1500 mr/cyT. YKa3aHHbIe KOJIMYECTBA BBOAST
NPEeANOYTUTENBHO OUH Pa3 B OJHOM 103€ UJIH, BO3MOXKHO, Oosee oqHOH 1036l (110
MeHbIel Mepe, 2, 3, 4, S unu 10 1o3) B cyTku. JIekapcTBEHHOE CPEACTBO HIIH
bapmManeBTUUECKYI0 KOMIO3HIIMI0O MOXKHO BBOJUTH B T€UEHHE O0Jee OJHON Heaenu,

NPEeNnOYTUTEIbHO, O0Jiee YeThIpeX Helelb, Oojiee MpeanouTUTEIbHO, O0JIee MeCTH
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Mecs1eB, HanboJiee MpearnoYTHTENbHO, O0Jiee OAHOTO TO/1a, MPEXKAE BCEro, 10
perpeccuu remnarocTearosa.

KombunupoBaHHas Tepamnus

Nor-UDCA unu ee coiu MOKHO BBOAUTD HE TOJbKO B KOMOMHALIUHU C
bapMaLeBTHYECKN MPUEMIIEMBIMU HOCUTEJISIMU U B BUJI€ ONMCAHHBIX B JAHHOM
KOHTEKCTE JIEKaPCTBEHHBIX (JOPM, HO, €CTECTBEHHO, TaK)Ke B KOMOMHAIIUU C OJJHUM
wiu 0oJiee TOMOJHUTEIbHBIX aKTUBHBIX HHIPEAUECHTOB (HAIIpUMeD,
ypcoaeszokcuxoisieBast kuciora, NSAID, Takue kak cyTuHaak u HOynpodeH), KOTopbie
Ta)ke U3BECTHBI Kak 3¢ (P eKTUBHBIE CPECTBA IPOTUB TOTO K€ CAMOTO HJIH
AHAJOTHYHOTrO 3a00JIeBaHUs, KOTOPOE HEOOXOAUMO JIEUHUTh (HAIpUMeDp,
YPCOAE30KCUXOJIeBAsI KUCIOTA), FIJIH MPOTHUB APYroro 3a00JeBaHus, KOTOPOE MOXKET
NPEANOYTUTENBHO MPUBECTH K 3a00JIEBAHUIO TIEYEHH, UIIH COCTOSTHUIO, TAKOMY KakK
MeTaboNnYeCKUil CHHAPOM WJIU caxapHbId nuabet tuna 2.

KomOuHHupoOBaHHAs Tepamnus COrIACHO HACTOAIEMY H300PETEHHUIO, MOXKET
BKJIIOYATh BBEICHNE AKTHUBHBIX ar€HTOB B BUAE CMECH HJIU B BUJIE OTAEIbHBIX
nexkapcTBeHHBIX (opMm. KomOMHMpOBaHHAs Tepanusi MOKET BKJIIOUYATh BBEICHUE
AKTUBHBIX ar€HTOB OJTHOBPEMEHHO MJIM Yepe3 OINpeneseHHbIe TEPUOAbl BpEMEHH,
HaIrpuMep, MOCIeI0BaTENbHO.

JleueHne MOXKET BKJIIOYATh BBEJIEHUE aKTUBHOTO areHTa, OTJIHYAKOLIErocs OT
Nor-UDCA, rue yka3aHHbIH aKTUBHBIN areHT, oTiauvaromuiics ot Nor-UDCA
BBIOMPAIOT U3 IPYIIIBI, COCTOSAIEH U3 MTPOTUBOPUOPO3HBIX areHTOB,
IPOTUBOBOCIAJIUTENbHBIX Ar€HTOB, HMMYHOMOAYJISATOPOB, OMONpenapaTos,
CHUJKAIOLIUX XOJIECTEPHH BELIECTB, AHTATOHUCTOB JICHKOTPUEHA M UX KOMOWHAIIUH.

[TpurogHsie mpoTHBOGUOPO3HBIE ATE€HTHI BKJIIOYAKOT, HO HE OTPAHUYUBASCH
NEePEYUCICHHBIM, LIEHEKPUBUPOK, 3epudbpanop, nupdenunon, ¢pudparel, arOHUCTHI
FXR (manmpumep, obeTuxosieBast KUCIOTa) U nX KOMOMHaunu. @ubOpaTel BKIFOYAOT, HO
HE OTPAHUYMBASICH MEPEUYHUCIEHHBIM, Kiopubpat anromunus, 6e3adudpar,
nunpodudpar, xonuH Gpenodpudpar, knuHopubdpar, kinopubdpar, kiopudpun,
denodubpar, rempudpozun, poandudpar, cumpudpar u UXx KOMOUHALIUH.

IIpuronHbsle MPOTHBOBOCHANUTENbHBIE aT€HTHI BKJIOYAIOT, HO HE OTPaHHYHBAsICh
nepeuncieHHbM, NSAID, koptukocTepounsl U ux komOuHaunu. NSAID MokxHO
BBIOpATh M3 TPYIIIBL, COCTOSAMEH U3 alleTUIICATUIIMIOBON KHCIOTHI, LIeIeKOKCHO0a,
nekcneronpodena, nukiodenaka, nudayHucansa, 3ToA0JIaKa, STOPUKOKcHOA,

denonpodena, pupoxkokcuda, pnypdbunpodena, ubynpodena, nHIOMETAINHA,
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keTonpodena, keropoaka, JTuKodeJoHa, JJIOPHOKCUKAMa, JIOKconpodeHa,
JyMupakokcuba, MekJIopeHaMOBON KUCIOTHI, Me()€HAaMOBON KUCIOTHI, MEJIOKCHKaMa,
HaOyMeTOHa, HAIPOKCEeHa, HUMECYJINa, OKCApO3nHa, MapeKkokcuda, MUPOKCUKaMa,
podexokcuba, cancanara, CyTHMHAAKA, TEHOKCHKaMa, TOJI()EHAMOBON KHUCIIOTHI,
BaJIIeKOKcuOa u ux komOuHamuii. Koprukocrepoua MoKHO BeIOpaTh U3 TPYIIIIHI,
cocrosien uz oOyneconunna, GpuyTukaszona, GIyHU30IUAA, HUKJISCOHUA, MOMETAa30Ha,
OekJoMeTa30Ha U UX KOMOMHALHUI.

ITpurogHbie UMMYHOMOIYJISITOPBI BKIIOYAKOT, HO HE OTPAHUYHUBASCH
MepevYnCIeHHbIM, a3aTHONPHH, O-MEePKANTONYPHUH, UKJIOCTOPUH A, TaKPOJIUMYC,
METOTPEeKCaT U X KOMOWHAINH.

[Mpuroaubsie 6uonpenapaThl BKIOYAKOT, HO HE OTPAHUYHNBASICH MEPEUYUCTICHHBIM,
antaronuctsl TNF-alpha (Hanpumep, ananumymad, nHpaukcumad, romumymao,
STaHEepIEeNnT, HepTOoau3yMad), aHTATOHUCTBI MOJIEKYJIbI (KJIETOYHO) anre3nu
(Hanpumep, Beponuszymad, sTponuzymad), narudutopsr JAK (Hanpumep,
ToaunTUHUO) M UX KOMOUHALIHH.

[IpuronHsle CHUIKAIOIINE XOJECTEPUH BELIECTBA BKJIIOYAIOT, HO HE
OTPAHUYMBASICH MMEPEUNCICHHBIM, CTATUHBI, HHTUOUTOPBI abcopOinm XoaecTepruna
(Hampumep, 33eTUMHO), CEKBECTPAHThI, HUALWH 1 UX KoMOuHanuu. [Ipuronusie
CTAaTHUHBI BKJIOYAIOT, HO HE OTPAHUYNBASCh MEPEUNCICHHBIM, aTOPBACTATHH,
¢dayBacTaTHH, TOBAaCTATHH, TUTABACTATHH, IPABACTATHH, PO3yBACTATUH, CHMBACTATHH
U UX KOMOUHAIUH.

[IpuronHble aHTArOHUCTBI JIEHKOTPUEHA MOTYT BKJIIOUATh, HO HE OTPAHUYHBASICh
NEePEYUCICHHBIM, MOHTENYKACT, 3aQUPAyKCT, MeKJIopeHamaT, 3UJIeyTOH U UX
KOMOWHALIWH.

JApyrum o0beKTOM HacTosmero uzodperenus sipysercs npumeHenne Nor-UDCA
IJIsl CHHOKEHHUSI TTeUeHOYHOro xkupa. [IpeamodTutebHbie BAPUAHTHI 3TOTO 00BEKTA
COOTBETCTBYIOT MPEATIOUYTUTEIBHOMY O0BEKTY, OMUCAHHOMY B JAHHOM KOHTEKCTE
BBIIIE JJIS1 IPYTUX OOBEKTOB HACTOSAINETO N300pETEHHUS.

Eme onHUM 00BEKTOM HACTOSIEr0 U300PETEHUSI SABISETCS CIOCO0 IJis
CHUJKEHUS TIEYEHOYHOTO KUPA, BKIIOYAIOLUINNA BBEASHHE NAIUEHTY, HY KA MEeMYCs B
neyennd, s¢ppextuBHoro konuuectsa Nor-UDCA. [IpeanodTuTenbHble BAPUAHTEI
3TOro 00BEKTa COOTBETCTBYIOT MPEANOUYTHTEIbHOMY OOBEKTY, OMMCAHHOMY B JAHHOM

KOHTEKCTE BBIIIE JJIsI APYTUX 0OBbEKTOB HACTOAIIETO U300pETeHU .
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IIpumepsnl

PaHI[OMI/ISI/IpOBaHHbIe KIMHHUYECCKHNEC UCIIBITAHUA I[BOfIHbIM CJICIIBIM ME€TOAOM C
KoHTposieM manebo, ¢asza II, npoBoaunu ciaenymum o6pa3oM, Kak OMUCAHO HUXKE.

OCHOBHBIE KPUTEPHUU BKJIFOYESHUS

NAFLD (HeankorosbHas *KupoBasi 00Je3Hb MEYEHH ) ONPEEIIsIA M0 TPEM
CIENVIOIMUM KPUTEPUAM:
(1) F'emaTocTeaTo3, BBISIBIEHHBIN METOIOM YJIbTPA3BYKOBOTO HUCCIEIOBAHUS
(mo MeHbLIEH Mepe CTeneHb 1) WK IPYyruM METOAOM BU3yaTU3aLHH, TAKUM KaK
MarHuTHO-pe3oHaHcHas Tomorpadus (MRI), Busyanuzanusi mo XUMHYECKOMY
casury (CSI) u/unu marautHO-pe3oHaHcHas cnekTpockonusi (MRS) (mons sxupa
>10%) B TeueHUE IO MEHbLIEH Mepe 4 Henelb
(2) Crearo3 mo meHbiel Mepe crenenu 1 (>10%) (hpubpockanupoBaHue C
¢yukueit CAP (koHTponupyeMblil mapaMeTp ocialiieHns)) B TeYEHUE MO
MEHbIIEH Mepe MOCIeIHUX 4-X Henelb
(3) AnarsocTrdeckne rucTONOTHYECKNE UCCIEJOBAHUS, ONTYUYEHHbIE Ha
obpasiax OMONMCUWHBIX MAaTEPHATIOB B TEYCHUE MOCIETHUX S5 JIeT
ALT > 0,8 ULN
VY maunmeHToB, CTPAaAAINNX OT CaXxapHOro auadera TUma 2, ClIeAyeT YCTAHOBUTH
AWAarHo3 Mo OAHOMY M3 cieayouux kpurepueB ADA (amepukaHckas accolHalus
nuabeToIoroB):
(1) Cnyualinas KOHIIEHTpALUs TJIIOKO3BI B maazme >200 mr/ o
(2) Konuenrtpanus rioko3bl HaTomak >126 mr/mn (7,0 Mmosb/m)
(3) KonuenTtpauus rioko3bl >200 mMr/an yepes 2 4 mocjie BBEASHUs T03bl
75 Mr BO BpeMs MPOBEACHUS NMEPOPATbHOTO TECTA HA TOJEPAHTHOCTD K TJIIOKO3€
(4) HbAlc > 6,5%

OCHOBHEIE KPpUTEPUHU MCKIIOUYCHUA

AHamHe3 3HaunTeabHOTrO (B cpenueM >20 r/cyT y )keHmuH, >30 r/cyTy
MY KYHH) MOTpeOJIeHUs ajlKorojs B mepuos Oojee 3 mocae0BaTEIbHBIX MECSLIEB B
TeueHne 1 roga 10 Gpa3pl CKpUHUHTA WJIM AHAMHE3 aJIKOTOJIbHOrO 3a001eBaHus
AHaMHe3 WJIM IPUCYTCTBUE APYTHX COMYTCTBYIOIUX 3a00J€BaHUI MTEUEHH,
BKJTFOYAs:
- IOJIOKUTEJbHBIA cepojornueckuii ananus Ha renatut B wnu C (HBs
Ag+, anti-HBc+, anti-HCV+; manueHTsl, y KOTOPBIX BBISIBICH TOJIbKO anti-HBc+,

MOTYT OBITh BKJIFOUEHBI B UCIIBITAHUS, €CJIN Y HUX oTpunarenbHeiii Tect HBV-DNA)
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- IEePBUYHBIN OuMUapHBIN HUPPO3 (MOJOKUTENBHBIN TECT Ha

AHTUMUTOXOHApHalbHbIe aHTUTEeNA (AMA))

NEPBUYHBIN CKJIEPO3ZUPYIOLINN XOJIAHTUT

0one3np Buiabcona

- FeMOXPOMATO3

ayTOUMMYHHBINA T'€NaTUT

- HEOCTaTOYHOCTD alib(a-1-anturpuncuna (alAT)

- U3BECTHAs HEMPOXOAUMOCTD KEJIUEeBbIBOASAIUX MyTel

- MEITUKaMEHTO3HO UHAYLIUPOBAHHOE 3a00JI€BaHNE TIEYECHH

- MOAO3PEBAEMBIN WJIM YCTAHOBJICHHBIN paK MEYEHU

- IpUcyTCcTBHE LUppo3a > A no mkane Yalinga-Ilsro

- HEKOHTPOJHUPYEMBbIH caxapHbIil [uadeT, ONMpenesIeHHbIH M0 MOKa3aTeko
HbAlc > 9,5%, BO BpeMs BU3HUTa i1 CKPUHUHTA W/MJIM BU3UTA O Hadaja
uccleq0BaHUus

- AST unmu ALT > 4 x ULN Bo BpeMs BU3UTA JJIsI CKpUHUHTA W/HIJIN BU3UTA

710 Hayvaja UCCIEeNO0BAHMUS.

ITanueHTOB ¢ KIMHUYECKUM JUArHO30M HEaJIKOTOJbHOIO renaTocTeaTosa
PaHAOMU3UPOBAJU AJIs J€UEHUS B TeUeHHe 12 Henemnp U ¢ MOCIeAYIEH OLEeHKON
KJIMHUYECKUX pe3yJIbTaTOB B TeueHue 4 Henenb. [lanineHToOB pacnpenensiu B TpU
rpynnsl. [Tanuents! us nepsoit rpynnel noaydanu Nor-UDCA B nose 1500 Mr B cyTkH
(6 xarcyn mo 250 mr Nor-UDCA B xaxno#i kancyse) IlanueHTs! U3 BTOPOH IpyIIIbI
noay4aiu Nor-UDCA B no3e 500 mr B cyTku (2 xamncyinbl mo 250 mr Nor-UDCA B
KoM Karcyje u 4 xarncyssl mo 250 mr manedo B kaxaoi kamncyJie). [lauueHTs! U3
TpeThel rpymnmnsl moaydanu 6 xkarcysa ¢ 250 mr muamnedo B KaKIOH Karcye.

Nor-UDCA nony4anu kak onucaHno B 3asiske WO 2012/072689 Al.

Hwke npencraBiieHbl COKpAIEHUs, TPUHATBIE 1JIs1 0003HAYEHUS BU3UTOB K
Bpauy:

V1 = Busur ans ckpunuHra (ot 20 1o 10 nHe# 10 HavaNa UCCIENOBAHMSA )

V2 = Bu3uT 10 Havyana ucciuenosanus (Hexens 0)

V3 = npoMexyTO4YHbIH BU3UT (Hexens 2)

V4 = npoMexyTOYHbIH BU3UT (Hexens 4)

V5 = npomMexyTo4YHbIH BU3UT (Hexens §)

V6 = 3aBepmenue neuenus (EOT)/Bu3ur 1ocpodyHOTO npekpameHus y4acTus ¢

ucnelTaHusAX (Henens 12)
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V7 = BU3UT AJs MOCHEAYmel OueHKH KInHndeckux pesynbpraros (FU) (4
Henenu nocie EOT)/mocne nocpodHOro npekpaieHus yqyacTus).

Hwxe npencraBieHsl COKpaleHus, IPUHATHIE J1s 0003HAYEHUS TPYIII JICUSHUS

NI1500 =6 x 250 mr Nor-UDCA B kancynax Ais 0epopajbHOrO NpUMEHEHUs

5 N500 =2 x 250 mr Nor-UDCA B kamncynax ajisi nepopajbHOrO MpUMEHEHUsI

u 4 x 250 mg nnanebo B Kamncyiaax

[Mnane6o = 6 x 250 Mr B KamcyJax

Pacnpenenenue u nemorpaduyeckue naHHbIE MALMEHTOB A0 Hayala
UCCIIeIOBAHUS], TPUHUMABILINX YYaCTHE B UCIBITAHUAX, PEICTABICHBI HUXKE.

10 Tabnuna 1

Pacnpenenenue nauueHTOB

Pacopeacncane Hucno manmeHTOB
N1500 N500 [Tnaue6o Wroro

PanmomusupoBaHHbIC 68 68 64 200
INoayuasmue cucHMC 67 67 64 198
3aBepIIUBIINE UCIIBITAHUS 60 64 61 185
Hocpo4uHO BEIOBIBIINE K3 8 4 3 15
HUCTBITAHUI

VYuacreosasmue B paze FU 67 64 63 194
Tabnuma 2

CymmMmapuble nemorpaduueckue JaHHbIE 1O Hadaja UCCIeTOBaHUM

ITapamerp N1500 N500 ITnane6o Hroro
(N=67) (N=67) (N = 64) (N =198)
Tox Myxuussr, n (%) 40 (59,7%) 45 (67,2%) 38 (59.4%) 123 (62,1%)
Kenmmns!, n (%) 27 (40,3%) 22 (32,8%) 26 (40,6%) 75 (37,9%)
Bo3spacr (7ieT) Cpennee = CO 489+12,8 449+ 11,6 488+ 114 475+ 12,1
BMI (kr/m?) Cpennee = CO 295+48 30,6 £ 5.7 30,5+53 30,2+53

15
IIpumep 1

VY apTpa3BYKOBOE MCCIEAOBAHUE TIEUSHH

Meton
Ynbrpassykosoe uccinenoBanue (Y3U) nposoaunu B Bu3uT V1 uiu B TeueHue 4
20 Henenb nepen V1 uuepes 1 Hegenro nocne V1 u V6. Ilpexne Bcero uccienosanu
cleyIollne NoKa3aTeu:
ITeueHn: pa3mep, 5XOreHHOCTD, OOIHe MOKa3aTenu (HOpMaJbHbIe, aHOMAJIbHbBIE —
KIIMHUYE€CKHN HC3HAUYHUMBIC, aHOMAJIbHBIC — KJIIMHUYCCKHU 3Ha‘{HMbIe),
Creatorenatur OLI€CHUBAJIU I10 qupreX-6aHbHOﬁ mKaJec, B COOTBETCTBUHU CO

25 CIEAYIOIIUMU CTENEHSIMU:
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OTcyTcTBUE/MUHUMAJIBHBIN CTEATO3: PETUCTPHUPOBAIN HOPMAJIBHYIO
3XOTEKCTYPY B OTCYTCTBHHU CTE€ATO3a UM MUHUMAJIbHbIE IPU3HAKH CTEATO3a
yKa3bIBaJIU HA CJIErkKa YBEJIUUYEHHYIO 3XOT€HHOCTbh MeUeHH B 00JIaCTH MPaBOM MOYKH,
HO Y€TKO BBISBJISUIU 3XOT€HHOCTh CT€HOK BHYTPHUIIEUEHOUYHBIX COCYIOB U AUadparmsbl.

CrteaTo3 erkoil CTeneHu: onpeaesiiu 10 yMepEeHHO-TOBbILIEHHONW 3XOT€HHOCTU
MEeYEHHU MO CPABHEHUIO C MPABOU MOYKOHN CO CJIerka CHUKEHHON BUAUMOCTBIO CTEHOK
BHYTPHUIIEYEHOUYHBIX COCYIOB U CHHIKEHHOUW OTPaKaTeJbHOU CMOCOOHOCThIO MTPABOTO
KymnoJja nuadparmai.

CreaTo3 cpenHell CTeNeHU: OMpenesIsiid 0 YMEPEHHO-MOBBIIIEHHOMN
SXOTE€HHOCTHU MEUYEHH MO CPABHEHUIO C MPABOU MOYKOH ¢ MJIOXOUW BU3yaIu3alue
CTEHOK BHYTPUIEYEHOYHBIX COCYIOB M CHUKEHHOW OTPaKaTeIbHOU CIIOCOOHOCTH O
paBoOro Kymnojia auadparmsl.

CteaTo3 TSXKENION CTENEHU: ONMPENEIsIN M0 3HAYUTEHbHO MOBBILIEHHON
3XOT€HHOCTHU MEUYEHH MO CPABHEHUIO C MPABOM MOYKOH, MO OTCYTCTBUIO BU3YyaTU3aLUU
CTEHOK BHYTPUIIEYEHOYHBIX COCYJAOB U 3HAYUTENbHO CHUIKEHHOM OTpa’kaTebHOMN
CIOoCcOOHOCTH MPaBOTO Kymoyia quadparmMel.

[TeyeHp oueHUBaJN B HanbOJIee MOPaKEHHBIX Y4aCTKaX.

Pesynbprathl

CyMMupOBaHHBIE PE3yIbTAThI IPEACTABIEHBI HIXKE B Ta0. 3. Jlons nmanueHToB
CO CTEAaTO30M TsIKeJION cTeneHu B rpynne, noay4dasmeil 1500 mr Nor-UDCA,
camxanace ¢ 20,3% no 19,9%. Jdons nanuentos, noiydaBmux S00 mr Nor-UDCA,
cHukanach ¢ 27,3% no 16,7%. J1oas maueHTOB CO CTEATO30M TSI)KEJION CTENEeHU B
rpymie mianedo NpakTUYeCKUu HE U3MEHSIACH.

OtH pesynbTaThl noareepxkaanT d¢ppexktusHocTs Nor-UDCA npu nedeHun
rernaTocTeaTos3a, Mpekae BCEro rernaTrocTearo3a TAKEI0H CTEIEeHU.

Tabauua 3

VY abpTpa3ByKOBOE HCCIeA0BAHNUE TEYEHU

ITapameTp Uncno (%) nanucHTOB
N1500 N500 [Tiane6o
\"2! Vo \"2! Vo6 \"2 ! Vo
(N =67) (N =67) (N =67) (N =67) (N = 64) (N = 63)
n % n % n % n % n % n %

CreneHb cTEaTOrenaTo3a
OT1cyTCTBHEC/MHUHHMAITB-
HBIH cTeaTtos (SO) 0 0,0 0 0,0 4 6,1 2 3,0 1 16 1 16
CteaTo3 Nerkod CTCIICHH
(S1) 17 26,6 17 26,6 14 212 19 28,8 16 250 18 29,5
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ITapameTp Uncio (%) nauueHTOB
N1500 N500 [Tnane6o
V1 V6 A\l V6 V1 V6

(N =67) (N =67) (N =67) (N =67) (N = 64) (N =63)

n % n % n % n % n % n %
Crtearo3 cpegHeil CTeeHH
(S52) 34 53,1 40 62.5 30 45,5 34 51,5 35 54,7 31 50,8
Crearo3 TsDKeIOH
creneHU(S3) 13 20,3 7 10,9 18 27.3 11 16,7 12 18,8 11 18,0
OTCYyTCTBHE JAHHBIX 3 3 1 1 0 2

IIpumep 2

KecTkocTh neuenu 1o aaHHbiM Gudpockanuposanus uiau merona ARFI B xone

HCIBbITAHUHN

Metonnl

A) Ilpu Hanuuun obopynoBaHus, GUOPOCKAHUPOBAHUE TPOBOAUIN B BU3HUT V1
Uiy B TeueHue 4 Henenb 10 V1 unu yepes 1 Henenro nocie Bu3utoB V1 u V6. [lns
U3MEPEHHS Ha 3TOM MPHOOpe MALMEHTHI JOJKHBI SIBJISITHCS HATOIIAK.

H3mMepeHune )KeCTKOCTH NeYeHH/TPaH3ueHTHAs dacTorpadus

dubpockan aBusiercs HenHBa3uBHbIM npudopom (Echosens, @panums) nis
BBISIBJIEHUS CTEATOTeNaTUTa METOIOM TPaH3UEHTHOH 3jacTorpaduu ¢ IpUMEeHEHUEM
KOHTPOJUpPYyeMOro BuOpaunoHHoro aasineHus. [Ipubop BkiarouaeT Bubpartop,
COEIMHEHHBIN C yIbTPa3ByKoBOU cucteMoil. CurHazi, perucTpupyeMblii Ha 3TOM
npudope, MO3BOJISIET PACCUUTHIBATD KECTKOCTh CKAHUPYEMOH TKAaHU M TEM CaMbIM
OLIEHUTH CTeNeHb 3a00neBaHus. Pe3ynbTaThl OLEHKU 3JIACTUYHOCTH MEYEHHU CIEAYeT
BbIpaXkaTh B eAMHUNAX xkecTkocTH (k[la) u mokasarens 3¢ dekTuBHOCTH (Success rate)
(%).

Bo BpeMsi u3MepeHUs U3Iy4aeTcs CBepXObICTPBIH HMIYJIbCHBIN 3X0-CUTHAI
(4acToTa MOBTOPEHHS UMINYJIbCOB 6 KI'I1) BO BpeMst pacrpoCTpaHEHHs
KOHTPOJIUPYEMOU CIBUTOBOM BOJHBIL. [IponomKuTEeIbHOCTD COOpa JaHHBIX COCTABJISIA
Bcero 80 McC, U HaNPsKEHUs, MHAYLUUPOBAHHbBIEC B IEYEHU MPU PACTIPOCTPAHEHUH
CABHUTOBOI BOJIHBI, H3MEPSJIN C UCTIOJIb30BAHIEM CTAHIAPTHOTO MOAXOA
ABTOKOPPEJSILMN MEXY IMOCIeA0BATEIbHBIMH YIbTPA3BYKOBBIMU JIMHUSIMHU. 3HAUCHUS
XKECTKOCTH mony4yanu B klla.

XKecTkocTh medeHn U3MEPSIN C UCIIOIb30BAHUEM JABYX AATUUKOB (M-maTuuk u
XL-gatunk) ¥ pe3ynbpTaThl pETUCTPUPOBAIH € UCTIOIb30BAHUEM CIIEAYIO LTUX

npeacyioB, COOTBETCTBYHOIIUX PA3JIUYHBIM CTCIICHAM KECTKOCTHU NIECUCHU.!
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M-naTyuk:

Crenenn 0/1 (t.e. < cramuu 2): < 7,0 xIla (npexen)
Crenenn > 2: > 7,0 klla

Crenensp > 3: > 8,8 klla

Crenenb = 4: > 10,3 kIla

XL -narquk:

Crenenb 0/1 (T.e. < crenenu 2): < 6.2 klla (npenen)
Crenenn > 2: > 6,2 klla

Crenenn > 3: > 7,2 klla

Crenennr = 4: > 7,9 xlla

b) Ilpu Hanu4yuu oOOpyAOBaHUS, MPOBOAUIN HUCCIECIOBAHUS C TOMOIIBIO
akyctudeckoro paguannonHoro nasieHus (ARFI) Bo Bpems Busuta V1 uim B TeueHue
4 menens 1o V1 u yepes 1 Henenro nocne BU3UTOB V1 u V6. Pe3ynbTaThl H3MEpEeHUN
ARFI peructpupoBaiu ¢ UCTIOJb30BAHUEM CAEAVIOMUX MPEAETIOB A Pa3IUIHbBIX
CTENEeHEeN )KeCTKOCTHU MEYEHHU:

Crenens 0/1 (t.e. < cremenp 2): < 1,34 m/c (mpenen)

Crenenb > 2: > 1,34 m/c

Crenenb > 3: > 1,55 m/c

Crenenn = 4: > 1,8 m/c

Pesynbprathl

Kak mokazaHno B Ta0i. 4, B rpynmne nauueHToB, noixy4daBmux 1500 mr Nor-
UDCA, nons mauMeHTOB CO CTEMEHbIO JKeCTKOCTH neveHu O wnu 1 yBenuuusagace ¢
55,6% no 67,5%. B rpynne nauuenTos, noayyaroumux 500 mr Nor-UDCA, u B rpynne
NALHUEHTOB, MOJYYaBIIHUX IIae0o0, A0 NAalHEHTOB CO CTEMEHbI0 JKECTKOCTH MEYEHH
0/1 cHMXanack.

Tak xak BBICOKAs )KECTKOCTb NIEYEHU YKA3bIBA€T HA HU3KUI CTATyC MEYEHHU,
pPe3yJbTaThl CBUAETENBCTBYIOT O TOM, 4TO BBeAeHUe 1500 mr Nor-UDCA B cyTku

yaydmaetr QyHKIUIO MEeYeHH.
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Tabnuna 4
XKecTtkocTh meueHu, U3MepEeHHAs B X0lle ucnbITaHui Ha npudope Fibroscan unu

metonoM ARFI

Kareropus Yuco mamueHTOB (%)

N1500 N500 IMnaue6o

(N =67) (N =67) (N = 64)

Vi V6-LOCF Vi V6-LOCF Vi V6-LOCF
n % n % n % n % n % n %
XKecTkocTh
IICUYCHHA
Crenens 0/1 20 556 27 67,5 30 62,5 28 583 24 727 22 61,1
Crenens > 2 6 17,6 5 12,5 7 146 11 22,9 0 0.0 7 19.4
Crenens > 3 30083 250 5 104 4 83 1 3.0 2 5.6
Crenens = 4 7 19,4 6 15,0 6 12,5 5 104 8 242 5 13.9
Jaunbie
OTCYTCTBYIOT 31 27 19 19 31 28
5 LOCF - ananu3 gaHHBIX ¢ YYETOM CBECACHHH O BBIOBIBIIMX MAIIUCHTAX
IIpumep 3

JoJisl Ie4eHOUYHOI0 JKUpa, U3MEPEHHAass METOIaMH MAarHUTHO-PE30HAHCHOMU

Tomorpaduu (MRI) u/unu MarHuTHO-pe3oHaHcHOH cnekTpockonuu (MRS)

Meton
10 IIpu Hanuuuu obopynoBaHus, uccaenoBanus nposoaunu Mmeronamu MRI/MRS
BO BpeMs Busuta V1 unu B Teuenue 4 Henenb 10 V1 u uepe3 1 Hexeno nocie BUSUTOB
V1 u V6. O6a meroga — MRI u MRS —ocHOBaHBI HAa MATHUTHOM PE30HAHCE JJIsI
pasaesieHus] CUTHaJla T€YeHHU Ha ero BOJAHbIe U KUPHbIe KOMIIOHEHThl. Pe30HaHCHBIE
4aCTOTbI, COOTBETCTBYIOLIME NPOTOHAM B BOJ€ U JOMUHHUPYIOLIUM IIPOTOHAM B JKUPE,
15 OTJUYAIOTCS APYT OT APyra U UX MOXKHO OINpPeAeNATh KOJIUYECTBEHHO
HEMOCPEACTBEHHO MPH pacmupoBKe CIEKTpa.
Jlns pacyera OJU MEUYEHOYHOTrO XKHpa UCIOJNb30BAJIH CleAYyI0Ilee YpaBHEHUE U

NaHHBbIE BU3yalM3aluu Mo xumudeckomy casury (CSI):

20 CSI nonst MeUE€HOYHOTO KUPAges xoppexuuns — s paze — Slnpornsomonommnas cbasa/ZXSIB dase

Y1o0nI Y4E€CTDb pa3diniusd B UHTCHCUBHOCTU CHUTHAJIAa, HE3ABUCUMBbBIC OT

COACPpIKaHUA XKHpa, I/ICCJIeI[yeMbeI Y4aCTOK TAKXE MOMEINAJIN B CCJIC3CHKY Ha OAHOM U
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TOM k€ N300pakeHUH B XOJ€ NMPOBEAECHHS U3MePEeHUH B neueHu. UToObl paccyuTarh
TOJIIO JKHpa B MMEYEHU C KOPPEeKL e NHTEHCUBHOCTU CUTHaJNA (MCIOJIb3Yysl H3MEPEHHUS
B CEJIE3€HKE) Ha, IPUBEJEHHOE BhILIE YPaBHEHUE NPe00pa3OBbIBAIM CIAEAYIOIUM

obpazom:

CSI nonst Ne4eHOYHOrO KMPAc xoppekuueii Mo ceneseHke —

(SIB dase neHeHn/SIceneseHKa) - (SInpomBon.(baSa HC‘IGHI/I/SICGHGSGHKa)/z X (SIB base
He‘{eHI/I/SICCIICSGHKa)

Ecnu pacuersl NpUBOAAT K NOJYYEHUIO OTPULATENbHBIX CPEAHUX 3HAUYEHUHN OJIHU
MEeYEHOYHOI 0O XUPa, 3TU 3HAUYEHHUsI PACCMATPUBAIOTCA KaK A0JsI NEYEHOYHOIr O XKHUpa,
paBHAs HYJIIO, TaK KaK OTpULIATEIbHbIE 3HAYEHUsI HEBO3MOKHBI.

Jlist onpenesieHus: Cofep kaHust TPUrauuepuaos (B %) B NeYEHH U3MEPEHUS
metonom MRS mposonuiu B uatepsasie ot 1,5 no 3,0 T (Tecna).

PesynbpTatsl

CpenHsis 10oJs1 IEUEHOUHOTO XKHUpa, onpeaeaeHHas MetonqoM MRI, B rpynme
nanueHToB, noaydasumux 1500 mr Nor-UDCA, caukanace ¢ 21,3% no 16,3%. B
rpynne nanueHTos, noaydaromux 500 mr Nor-UDCA, u B rpynne naiueHTos,
MOJIy4aBLIUX IMJ1aned0, 3HAYUTEIbHOTO CHH)KEHHUSI JOJIH MTEeUEHOYHOTO JKUpa He
HaOmoganock (cM. Tadi. 5).

Tabnuna 5

JloJisl MeUYeHOYHOTO Kupa, usMepeHHast meronamu MRI u/unu MRS

Busur N1500 N500 ITnane6o
(N = 67) (N = 67) (N = 64)
N Cpennee £ CO N Cpegace £ CO N Cpeanee £ CO
\l 8 213 + 15.4 7 14,6145 5 17.0 £ 12.3
V6 - LOCF 8 16.3 + 14,4 8 155135 5 16.0 + 13.7
ITpumep 4

YpoBHU HEPMEHTOB B IIEYEHU

Metonsl

Oddexr Nor-UDCA Ha conepkanue GepMEeHTOB B IEUEHU OILEHUBAJH IO
nunamuke yposHeit ALT, AST, GGT, AP u ceiBopoTounoro 6unupyduna. Kpome
TOTO, UccienoBaIu 3P (EKTHl IEUSHUs ¢ YYETOM MPEABAPUTENBHO ONMpPeaeIeHHBIX
KpUTEepHUEeB UCxXona 3a00JIeBaHUs, YCTAHOBJICHHBIX MO BEPXHUM IpeneaM HOPMBbI

ULN) nnst pepmentoB ALT, AST u GGT.
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Vposau ALT, AST, GGT, AP u cbeiBopoTOYHOro OunupyoObuHa onpenensnu
CTaHIaPTHBIMU METOAAMH JaOOPATOPHBIX AHAJIU3OB.

Pesynbprathl

Oddexrts! neuenus npenaparamMmu Nor-UDCA MosxHO Habmr0naTh €
UCIojb30BaHueM napameTpoB conepxkanus pepmentoB ALT, AST u GGT B neuenu.
Cpennee abcomoTHOe n3meHenue yposHss ALT B nepuon Busutos V2 — V6-LOFT
3HAYUTEJIbHO OTJUYAJIOCh B TPYINAaX JIEUCHHS, YTO YKA3bIBAJIO HA CTATUCTHYECKH
3Haunmoe cHrkeHue B rpynmne N1500 (-17,2 E/n), yMepeHHOe CHUKEHUE B TpyIIe
NS00 (-7,0 E/n) u He3HaYUuTeIbHOE CHUKEeHUE B rpymme muanedo (5,3 E/n).

YMepeHHYI0 3aBUCUMOCTh OT A03bl MOKHO TaK)Ke€ HAaOJIOAATh ISl U3MEHEHUSI
ypoBHeirt AST (N1500: -8,7 E/n, N500: -3,8 E/n, nnaue6o: -0,9 E/n) u cooTHOmeHuUs
ALT/AST (N1500: -0,14, N500: -0,05, nnaue6o: 0,10).

B otHomenun nunamuku GGT HaOnrogancs 4€TKO BBIPAKEHHBIN U
no3o3aBucuMblil 3¢ dext neuenns npenaparom Nor-UDCA: y maiueHTOB B rpyImre
N1500 nabnronanocs uetkoe cHkeHue yposHeit GGT ot 178,8 E/n Bo Bpems Busuta
V2 no 111,7 E/n Bo Bpems Buzuta V6-LOCF, B To Bpems kak ypoBHu GGT numsp
HE3HAYUTEIbHO CHIXKaluch B rpynmne NS00 (Busur V2: 144,7 E/n, V6-LOCF:

137,6 E/n) u mpakTH4ecKHu He U3MEHSINCH B rpynne miauedo (V2: 150,0 E/n,
V6-LOCF: 152,9 E/n).

JlocToBepHBIE pa3au4usl JTUHAMUKH YpoBHEil AP u criBopoTOUHOrO OunupyOuna
He HaOmromanuce B rpynmax N1500, N500 u nnane6o.

UeTko BbIpaK€HHbIE U 0303aBUCUMBIE 3PP eKThI leueHus npenaparom Nor-
UDCA wmoxHO Habmoaath mo kpurepusim ucxona zabonesanus ALT < 0,8 ULN nns
nanueHToB ¢ ypoBHeM ALT>0,8 no nauana uccnenosanus (N1500: 17,5%, N500:
14,8%, nnane6o: 5.2%), ALT < ULN nns nauueHtoB ¢ ypoHemM ALT>1,0 no Hayana
uccnenosanusi (N1500: 35,7%, N500: 16,9%, nnanebo: 7,5%) u yposaem ALT < 1,5
ULN nnst manueHToB ¢ ypoBHeM ALT>1,5 no nadana uccnenosanusi (N1500: 53,1%,
N500: 37,9%, nnaueb6o: 24,1%).

B otHOomeHnun ypoBHsa AST n0303aBUCHMbIE pa3Iu4us B TPYINax JEYEHUs
HaOmoganuck B oTHomeHuu kputepus AST ot > 0,33 ULN no < 0,67 ULN (N1500:
32,7%, N500: 26,4%, nnanedo: 6,9%). B ornomennu kputepust AST < ULN (N1500:
54,5%, N500: 27,3%, nnauebo: 37,9%) u AST < 1,5 ULN (N1500: 75,0%, N500:

50,0%, nnaunebo: 66,7%) B rpynmne N1500 HaOnronan0ck yBeInYeHUE TOJIH
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MaLUEeHTOB, YAOBJIETBOPAKIIUX KPUTEPHUIO, IO CpaBHEHUIO ¢ rpynnon N500 unu
maneto.

bonpee yncno nanueHTos omymanu yayudimenue B rpynne Nor-UDCA, yem B
rpynme mianedo, B OTHOIIEHUN CHH)KEHHUSI KOMOMHHPOBAHHOTI'O KPUTEPHUST CHHUIKECHHUSI
ALT w/unu AST > 15% (N1500: 71,6%, N500: 49,3%, nnaunebo: 35,9%).

Jlo3o3zaBucumbelii 3¢ ekt neuenus npenaparom Nor-UDCA nabmropancs mo
Kputepuro ucxonaa zabonesanus no yposHwo GGT ot > 0,33 ULN no < 0,67 (N1500:
21,6%, N500: 13,0%, mnanebo: 7,4%). B ornHomenuu yposasi GGT < ULN, nons
nauueHToB B rpymnmne N1500 nosrimanace (31,0%), vem B rpynmax NS00 (12,2%) u
mnane6o (14,0%).

Onucanue TMHAMHUKH YPOBHEH (PEpMEHTOB B MEUEHU B XOA€ UcnblTaHui FAS

(Full Analysis Set, moxHast BeIOOpKa AJs1 aHAIW3a), TPEACTABIEHO B Ta0J. 5.



Tabnuua 5

-32 -

YpoBHU HEepMEHTOB B ME€UECHU, OTIPEIEJIEHHBIE B XOA€ UCITBITAHUI

OcepMeHT B N1500 N500 ITnanedo
neueHUu/Busut (N=67) (N=67) (N =64)
N Cpeanee+CO N Cpeanee£CO N Cpeanee+CO
ALT (E/m)
V2 63 78,6 + 34,2 66 80,3 £ 33,3 63 77,4 £ 30,2
V3 65 72,8 £ 33,1 66 79,4 £ 40,6 63 80,8 +£42.3
V4 64 62,6 £ 24,7 65 75,2 £ 34,6 64 75,6 £ 35,2
V5 60 62,0 £27.9 65 75,6 £ 36,8 62 78,0 £32.9
V6 60 62,8 £29,1 64 70,8 £ 31,6 60 82,3+ 47,6
V6 (LOCF) 67 61,8 +£ 28,3 67 72,8 £33,2 64 82,3+ 46,7
V6 (LOCF) - V2 67 -17,2 £233 67 -7,0+27.4 64 5,3+41,0
AST (E/m)
V2 63 493+ 25,1 66 498 £ 274 63 51,6 £23.,5
V3 65 43,7 £ 15,7 66 47.9+£22.4 63 50,2 +£21,0
V4 64 42,6 £ 19,9 65 46,0 = 18,8 64 48.6 £ 18,6
V5 60 40,5 +£ 16,3 65 46,9 £ 24 .4 62 50,1 +£21,0
V6 60 41,3 +19,8 64 43,9 £ 20,4 60 493 +£24,1
V6 (LOCF) 67 40,8 £ 19,1 67 45,6 £ 24,7 64 50,4 £24.8
V6 (LOCF) -V2 67 -8, 7+ 13,6 67 -3,8+ 14,3 64 -0,9 £ 19,3
ALT/AST
V2 63 1,68 £ 0,53 66 1,71 £ 0,50 63 1,60 £ 0,56
V3 65 1,66 £ 0,41 66 1,70 £ 0,51 63 1,67 £ 0,64
V4 64 1,53 £ 0,41 65 1,67 £ 0,48 64 1,60 £ 0,54
V5 60 1,54 £ 0,34 65 1,66 = 0,47 62 1,65+ 0,56
V6 60 1,55+0,34 64 1,66 £ 0,45 60 1,72 £ 0,57
V6 (LOCF) 67 1,54 £ 0,34 67 1,67 £ 0,48 64 1,70 £ 0,57
V6 (LOCF) -V2 67 -0,14 £ 0,42 67 -0,05 £ 0,37 64 0,10 £ 0,40
GGT (E/m)
V2 64 178.8 £205.,6 66 144,7 £ 160,0 63 150,0 +140,8
V3 66 170,1 £217,9 66 151,9 £ 1664 63 146,6 = 141,1
V4 64 128,5 £ 126,1 65 138,9 £ 141,6 64 1357+ 1304
V5 60 111,5+112,7 65 133,6 £ 1242 62 143,9 + 1552
V6 60 109,6 + 115,8 64 139,2 £ 147,6 61 1542 +169,9
V6 (LOCF) 67 111,7 £ 116,3 67 137,6 + 144.8 64 1529 +166,2
AP (E/n)
V2 64 92,0 £ 36,6 66 83,9 +£27.6 63 94,3 £32,1
V3 66 954 £40,1 66 88,3 £ 343 63 94,1 +£39,7
V4 64 90,9 £ 32,0 65 86,5 £ 343 64 92,6 £ 35,8
V5 60 91,1 £333 65 86,1 £ 30,0 62 92,6 £32,7
A 60 92,9 +£313 64 87,4 £ 327 61 95,6 £ 38,5
V6 (LOCF) 67 91,8 £32.1 67 86,9 £ 322 64 94,7 £ 38,0
CHIBOPOTOUHBIH
OnnupyOoun (Mr/mm)
V2 61 0,61 +0,32 65 0,64 £ 0,40 62 0,57 £ 0,47
V3 64 0,52 £0,26 64 0,63 £ 0,38 61 0,57 +£0,38
V4 60 0,53 £0,26 64 0,61 +0,38 62 0,56 £ 0,39
V5 60 0,54 £0,28 65 0,64 £ 0,41 59 0,54 £ 0,46
V6 60 0,56 £ 0,32 60 0,62 £ 0,36 58 0,59 £ 0,39
V6 (LOCF) 67 0,57 £ 0,31 67 0,62 £ 0,38 64 0,58 £0,38
V6 (LOCF)-V2 66 -0,03 £ 0,20 67 -0,01 £ 0,22 64 0,02 +£0,24
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IIpumep S

YpoBHU LUTOKepaTuHa 18 B X0oae JedeHUs

Bo Bcex rpynmnax jgedeHus cpeaHue 3HaYeHUs nutokeparuHa 18 (pparmenT
M30) B Bu3uT V2 Haxonuiauch Ha aHasoruaHom yposHe (N1500: 3337 E/n, N500:
389,4 E/n, nnaue6o: 357,6 E/n). B xone ucnbITaHUi 3TH 3HAYEHUS] COMMOCTABUMO
CHUIKAJIMCh BO Bcex rpynmnax jedenus (N1500: -30,3 E/n, N500: -34,4 E/n, nnaue6o:
-9,3 E/n).

Bo Bcex rpynmax jedeHus CpelHUEe 3HaueHus nuTokepatuHa 18 (¢pparmeHt
M65) B BU3uT V2 HaxOIMJIKNCh Ha aHaIOrH4HOM ypoBHe (N1500: 519,9 E/n, N500:
590,2 E/n, nnaue6o: 584,2 E/n). B xone ucnbiTaHuli cCpeHee 3HAYEHUE B TPYIIIe
NS00 camxkanock B 6onbineii crenenu (-106,0 E/n), yem B rpynme N1500 (-80,6 E/n)
wiu rpynne mianedo (-34,6 E/n).
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OOPMVYIJIA U30BPETEHM A

1. Nor-UDCA nnsa npuMeHeHUs NPH JIEUEHUU IenaTocTearosa, rae ykazaHHoe
Je4eHHe BKJIIOYAET BBEJCHUE MALUEHTY -uesoBeKy 3¢ pexkTuBHoro konuuecrsa Nor-
UDCA, u rae y yka3aHHOTO MalUeHTa-4€eJI0BeKa 0Js eYE€HOYHOr0 XXHUpa COCTABIISIET
6onee 10%, rae noza Nor-UDCA, KOTOpyrO BBOAST MAlUEHTY, COCTaBIsAET OT 750

mr/cyT 1o 2500 mr/cyT.

2. Nor-UDCA nns npumeHeHus 1o 1.1, rae y nauMeHTa yCTaHOBJIEH CTEaTo3

CpeaHEN WU TSKEJON CTENEeHHU.

3. Nor-UDCA nns nmpuMeHeHus 1o Jr00My U3 MpeAblAyIIUX TYHKTOB, IIe Y
nauueHTa HaOaroaeTcst CHU)KeHHe KOHIEHTpaun ajJaHuHTpaHcamunassl (ALT) B
cbiBOpoTke OT 0,8-kpaTHOro cCHUKeHHs! BepxHero npenena Hopmbl (ULN) no 4-

kpaTHOro cHmxenust ULN.

4. Nor-UDCA nnst npumeHeHus mo Jio0oMy U3 IPeIbIIy X MyHKTOB, T1Ie

nedeHue cHuxkaetr koHueHtpanuo ALT B ceiBopoTke MeHee ULN.

5. Nor-UDCA nis npuMeHeHus 1no Jro00My 13 MPeAbIIyIIuX NYHKTOB, I11e
nedenue cHmxkaeTr koHuentpauu ALT B ceiBopoTke B 0,9 pasa unu MeHee mno

cpaBHeHHn0 ¢ ULN.

6. Nor-UDCA nns npuMeHeHus 1o JrO0oMy U3 MpeAblAyuX TyHKTOB, T
nedeHune cHmkaeT KoHueHtpanuo ALT B ceiBopoTke B 0,8 paza unu MeHee 1o

cpaBHeHHO ¢ ULN.

7. Nor-UDCA nnist npuMeHeHHs 1Mo JII000MY U3 NMPEnbIAyIIuX MyHKTOB, T/1e
JeYeHHne CHIKAeT KOHLEeHTpauui acrnaprarrpancamMunasbl (AST) B ChIBOpOTKE MeHee,

4yeM B 4 pasa mo CpaBHEHHIO ¢ BepxXHUM mpenenom Hopmbl (ULN).

8. Nor-UDCA nnst npuMeHeHHs 1o JI0O0My U3 MpenbAyIIuX MyHKTOB, I1€ OJIs

NEeYEHOUYHOr0 JXHpa y manueHTa coctasisier donee 20%.
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9. Nor-UDCA nnist npuMeHeHHs 1o JII000MY U3 NMPEnbIAyIIuX MyHKTOB, T/
yKa3aHHOE JIeYeHHEe CHU)KAET AOJII0 MEeYEeHOYHOr0 KUpa y NalueHTa 0 MeHbUIEH Mepe

Ha 10%.

10. Nor-UDCA nnst npuMeHeHHs Mo JTII000OMY M3 MPEnbIAyLIuX MyHKTOB, e
yKa3aHHOE JIeYeHHEe CHU)KAET JOJII0 MEeYeHOYHOr0 KUpa y MalueHTa 1o MeHblIel Mepe

Ha 2%.

11. Nor-UDCA nns npuMeHeHHs 1o JI000MYy U3 TPEeabIAyIIUX MyHKTOB, I

2
WHJIEKC MAacCChl TeJia y MalueHTa cocTaBisieT 6ojee 25 Kr/m”™.

12. Nor-UDCA nns npuMeHeHHus mo J00My U3 MpeAblAyIIUX NyHKTOB, I Y

NManueHTa yCTaHOBJIeH pudpo3 medyeHu.

13. Nor-UDCA nnst npuMeHeHHs 1o JTI000OMY M3 MPEnbIAyIIuX MyHKTOB, e
no3a Nor-UDCA, KOoTOpyI0 BBOAST MALUEHTY, COCTABIAET OT npubausurenspHo 1000

mr/cyT no npubnuszurenbHo 1500 mr/cyT.

14. Nor-UDCA nnst npuMeHeHHs 1o JI000MYy U3 NMPenbIAyLIIuX MyHKTOB, IIe
no3a Nor-UDCA, koTopy1o BBOAST MAIIUEHTY, COCTaBIsIET NpudiausutenpHo 1500

MI/CYT.

15. Nor-UDCA nns npuMeHeHHs 1o J000MYy U3 IPEabIAyI[UX MyHKTOB, 1€

Nor-UDCA BBOAST mauueHTy OAUH pa3 B CYTKHU.

16. Nor-UDCA nns npuMeHeHHs 1o JI000MYy U3 IpeablAyIIUX MyHKTOB, T1e

Nor-UDCA BBOAST NaliueHTy MepopajbHoO.

17. Nor-UDCA nnst npuMeHeHHs 1o JTI000MY M3 MPEnbIAyIIuX MyHKTOB, e
yKa3aHHOE JieueHHe JOMOJHUTENbHO BKJIIOYAeT BBEIE€HNE aKTUBHOTO areHTa,
orauyaruerocs ot Nor-UDCA, npuuem yka3aHHbIN aKTUBHBIN areHT,
ornmuaromuiics or Nor-UDCA, BeIOUparOT U3 TPYyIIIbI, COCTOSIIIEH U3

npoTUBO(PUOPO3HBIX ar€HTOB, IPOTHBOBOCIAIUTEIbHBIX ar€HTOB,
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UMMYHOMOJYJIATOPOB, OMOINpenapaToB, CHIKAKOIHUX XOJECTEPUH BELIECTB,

AHTArOHHUCTOB JIEWKOTPUEHA, U UX KOMOMHAIU.

18. Nor-UDCA nnsa npumeHenus no n. 17, rae yka3aHHbIH aKTUBHBIN areHT,
ornuyatomuiics or Nor-UDCA, BpIOUpaOT U3 rpynmsbl, COCTOsIIeN n3 nupeHn10Ha,
¢ubparos, Oyneconunna, Gayrrkaszona, GIyHU30IUIA, UKIECOHUIA, MOMETAa30Ha,

OeKJIOMEeTa30Ha U UX KOMOUHALUHA.

19. Nor-UDCA nns npuMeHeHUs PU CHUIKEHUU MEUEeHOYHOTO XKHUpa,

BKJIFOYAIOLIEro JICUeHHE, KaK ONpeesIeHO B IIOOOM U3 NMPEAbIAYIUX NyHKTOB.

20. Nor-UDCA nnst npuMeHeHus o JI000MYy U3 TPEabIAyIIUX MyHKTOB, T
yka3zaHHast Nor-UDCA nHaxonutcs B monuMopdHoOi Gpopme, KOTopast XapaKTepUu3yeTcs
NUKaMH 1O JAHHBIM MOPOIIKOBOTO PEHTTeHOCTPYKTYpHOTO aHanu3a (XRPD) mpu 11,9,

14,4, 15,3, 15,8 u 16,6 = 0,2 rpanycos 2-TeTa.
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