CLINICAL TRAILS

Non-interventional observational program “Experience of administration of the drug Ursosan®
(ursodeoxycholic acid) for the prevention of atherosclerosis and liver fibrosis in real clinical
practice for patients with non-alcoholic fatty liver disease” will conduct by the public
organization "Russian Society for the Study of the Liver".

The scientific supervisor of the Program is Academician of the Russian Academy of Sciences,

Professor V. T. Ivashkin.
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Rationale

Up to 30-35% of the population suffers from Nonalcoholic fatty liver
disease (NAFLD). Among the NAFLD risk factors, obesity is considered
to be one of the key factors. Such a high morbidity puts this disease
among the most important diseases in primary health care.

NAFLD is often associated with cardiovascular diseases (CVDs), which
have become the main cause of decreased life expectancy in patients.
In a number of studies, it has been noted that hepatic steatosis is an
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early predictor of coronary atherosclerosis and is associated with an
increase in carotid intima-media thickness (CIMT).

Experimental and clinical studies have shown the anti-inflammatory,
antiapoptotic, antifibrotic and  cytoprotective  effects of
ursodeoxycholic acid (UDCA). Moreover, clinical studies have shown
normalization of alanine transaminase (ALT), aspartic transaminase
(AST), and gamma-glutamyl transpeptidase (GGTP) levels, as well as a
decrease in liver fibrosis severity. In addition, UDCA has a positive
effect on dyslipidemia by lowering total cholesterol (TC), low-density
lipoprotein (LDL), and triglyceride (TG) levels and increasing high-
density lipoprotein (HDL) levels. This effect may be associated with the
CVD risk change.

Study design

An open international noncomparative study.

Primary objective(s)

At the end of the 6-month course of treatment for the total sample
and for men and women separately:

— Liver function tests (LFT: ALT, AST and GGTP)

— The lipid profile (total cholesterol - TC; low-density lipoprotein

- LDL; high-density lipoprotein — HDL and triglyceride — TG)

— FLI

— NFS, FIB-4,

— 10-year and lifetime ASCVD risk,

— CIMT

Secondary
objective(s)

At the end of the 6-month course of treatment for the subgroups with
and without weight loss > 5% from baseline:

— Liver function tests (LFT: ALT, AST and GGTP)

— The lipid profile (total cholesterol - TC; low-density lipoprotein

- LDL; high-density lipoprotein — HDL and triglyceride — TG)

— FL

— NFS, FIB-4,

— 10-year and lifetime ASCVD risk,

— CIMT

Number of subjects

210 patients with NAFLD

Subject selection
criteria

Inclusion criteria:

— primary health care settings;

— ageover 18;

— proven NAFLD case based on US abdominal data;

— FLI index value > 60;

- the physician's decision to prescribe UDCA regardless of the
patient's inclusion in the study;

- availability of the patient's written informed consent to
participate in the program.




Non-inclusion criteria:

pregnancy;
hepatic decompensation (serum albumin <35 g/L, international
normalized ratio > 1.2, platelets < 150 x 10%/L);

UDCA allergy in past medical history;

presence of atherosclerosis complications;

use of statins;

use of other drugs that potentially affect the studied
parameters;

use of medications in past medical history associated with
secondary hepatic steatosis development (amiodarone,
methotrexate, tamoxifen, glucocorticoids, valproic acid, and
antiretroviral drugs);

unhealthy alcohol use (40 g ethanol per day for men and 20 g
ethanol per day for women);

scores on the AUDIT (Alcohol Use Disorders Identification Test)
guestionnaire > 8 for both men and women;

type 1 diabetes mellitus; parenteral nutrition; fasting; and
presence of a secondary etiology of liver disease (viral,
metabolic, autoimmune, cholestatic, or drug etiology).

Exclusion criteria

A patient's decision to discontinue participation in the study at
any stage;

acute hepatocellular or cholestatic injury that occurred during
the study: Increased ALT, AST, GGT, or alkaline phosphatase
levels by two or more times;

the need to take other drugs that potentially affect the studied
parameters, arising during the study.

Product, dose, and
route of
administration

Daily UDCA (Ursosan®) therapy at a dose of 15 mg/kg body weight per
os for 6 months

In addition, total sample were given standard recommendations to
modify their lifestyle and diet: strength or aerobic exercise for at least
150 min per week, Mediterranean diet, and consumption of no more
than 1500 kcal/d.

(Control) product,
dose, and route of
administration

not provided by protocol

Duration of subject pa

rticipation and study duration

Screening

01.10.2017 - 01.04.2018

Treatment

08.10.2017 - 29.10.2018

Follow-up

post-study follow-up is not provided by the protocol




Protocol agreement protocol was signed by principal investigator and all investigators in Russia,
Kazakhstan and Uzbekistan on September 19, 2017.

All procedures for this study will be performed in accordance with Good Clinical Practice
principles and to abide by the terms of this protocol. The principles of the 1975 Helsinki
Declaration, revised in 2013, will be respected.

Clinical research protocol “Ursodeoxycholic acid as a meanS of Preventing athErosclerosis,
steatosis and liver fibrosis in patients with nonalcoHolic fatty liver disease — USPEH” was
approved by the ethics committee of "Russian Society for the Study of the Liver" on September
12, 2017.

APPROVED DOCUMENTS by “Russian Scientific Liver Society” (RSLS) for Clinical research
protocol “Ursodeoxycholic acid as a meanS of Preventing athErosclerosis, steatosis and liver
fibrosis in patients with nonalcoHolic fatty liver disease — USPEH” Protocol No. RSLS-CT-2017-
15, Ind No.327-93:

Case report form

Informed consent

Medication log

Adverse event (ae) report form
Concomitant medication log
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PA3AEN: KTMHNYECKUE NCCNEOOBAHUA

HeunHTepBeHUMOHHan HabatogaTenbHan nporpamma “OnbIT NpUMeHeHMsA npenaparta YpcocaH ®
(ypcoaesokcnxonesasa KMCA0OTa) ANs NPOPUNAKTUKKN aTepocKieposa U pubposa neyeHn B peanbHOM
KAMHMYECKON NpaKTUKe y 60/bHbIX HEANKOTOIbHOM K1MPoBOW 601e3HbIO NevyeHn” NpoBoANTCA

obuecTBeHHOM opraHusaumen "Poccmninckoe o0bLw,ecTBo M3ydeHUn neyeHn".

HayuHblit pykoBogmuTenb Mporpammsl - akagemuK Poccuinckolt akagemmm Hayk, npodeccop B. T.

MBaWKKUH.

MNPOTOKO/1 KTIMHUYECKOIO UCCNEQOBAHUA

“Ypcope3oKcuxoneBan KUCNOTa KaK cpeacTBO NPOPUNAKTUKU aTepocKaepo3a, cTeaTtosa u
$unbpos3a neyeHn y 60/1bHbIX HEANNKOTO/IbHOM }XUPOBOIi 60ne3Hblo neyeHu — YCMEX”

FpaHT npeaocraBneH JSC “PRO.MED.CS Marketing”

MpoTokon Ne RSLS-CT-2017-15 Bepcua Ne 1.1
NHa Ne 327-93 [ata 28.08.2017
H
asparine Ypcogesokcmxonesas knucnota YOAXK (Ursosan®) PRO.MED.CS
nccnegyemoro .
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KoopauHupytowini
LEeHTp
(ecnn nmeetcs)

119881, MockBa, lMoroguHckaa yn.,1, ctp.1, , Poccua

O6ocHoBaHMue

o 30-35% HaceneHuns cTpasaeT HeaIKoro/ibHOM KNPOBOM 60ne3HbI0
neyeHn (HAMXBIM). Cpean daktopos pucka HAXBI oxupeHue
cYUMTaeTcA OAHMM M3 KawoueBbix daKTopoB. Takasa BbICOKaA
3ab6oneBaemocCTb CTaBUT 3TO 3abosieBaHWME B YMCIO BaXKHEMLIUX
3aboneBaHMM NePBUYHOrO 3BEHA 34PaBOOXPAHEHUA.

HAXBI YyacTo accoummpyetca o cepaeyHo-CcocyanCTbiMun
3abonesaHnamm (CC3), KOTopble CTaM OCHOBHOM MPUUYNHOMN CHUNKEHMUA
NPOAO/IKUTENBHOCTU ¥XU3HU NaLMEHTOB. B page nccnegosaHnin 6b110
OTMEYEHO, 4YTO CTeaTo3 MNeyvyeHU ABAAETCA PaHHMM MNPESUKTOPOM
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KOPOHApPHOro aTepoCKNnepo3a M CBA3AH C YBE/IMYEHMEM TOJILLMHDI
WMHTUMA-Meana COHHbIX apTepuit (CIMT).

JKcnepuMMeHTaNbHble U KAMHMYECKMEe UCCnenoBaHWA  MOoKasanwu
NPOTUBOBOCMNANNUTENBHOE, aHTMANONTUYECKOe, aHTUPUOBpPOTUYECKOE U
LUMTOMPOTEKTOPHOE AENCTBUE ypcoae30oKcnxoneson Kucnotbl (YOXK).
Bonee Toro, KNMHMYECKME UCCNEAOBaHMA MOKa3aanM HOPMaIN3aLMIo
YPOBHA anaHWH TpaHcaMuHasbl (A/1T), acnapTtaTt TpaHcamuHasbl (ACT)
WM ramma-rnyTamuntpaHcnentuaasbl ([TTM), a TaKkke CHUKeHue
Bblpa*KeHHocTM ¢unbpos3a neyeHn. Kpome Toro, YOXK oKasbiBaeT
NONIOXUTENbHOE BAWAHWE Ha AUCAUMUOEMUIO, CHUXKAA YPOBEHb
obuwero xonectepuHa (TC), nMnonpoTenaos HM3Komn naoTHocTu (JIMHM)
n Tpuranuepnaos (TF) 1 nosbiWwan YPOBEHb JINMNONPOTENA0B BbICOKOM
nnoTHocTu (/INBM). 3ToT 3dHEKT MOKET ObITb CBA3AH C USMEHEHUEM
YPOBHA pucKa pa3sutuma CC3.

Ov3anH
nccnepoBaHuA

OTKpbITOE MEXAYHAaPOAHOE HECPABHUTEIbHOE MUCC/ief0BaHMeE.

MepBMYHan uenb(n)

B KOHLe 6-MecAYHOro Kypca feveHuns gns obuiert BbIGopku n ana
MY>KUYMH W KEHLWMH OTAENbHO:

e  DyHKUMOHaNbHble TecTbl NneveHun (AT, ACT n ITTHM)

e JlunngHbii npodunb (06wmit xonectepuH (OX);
IMNONPOTEUHbI HU3KOW NaoTHOCTM (JINHIM); AaMnonpoTeunHsl
BbICOKOM nnoTHocTu (JINBM) n Tpuranuepuapl (Tr)

e FLI

e NFS, FIB-4,
e 10-NeTHWUI XKKM3HEeHHbI puck no ASCVD,
e CIMT

BropuuHas uenb(u)

B KOHLEe 6-MecAYHOro Kypca neyeHuns a4na nogrpynmn co CHUXKEHNEM
maccbl Tena n 6e3 Hee> 5% OT UCXOA4HOTO YPOBHA:

o  DyHKUMOHaNbHble TecTbl nedeHn (AT, ACT u ITTM)

e JlunngHbii npodunb (06wmit xonectepuH (OX);
IMNONPOTEeNHbI HU3KOW NaoTHocTK (JINTHNM); AaMnonpoTeunHbl
BbICOKOM nnoTHocTu (/INBM) u Tpuranuepuasi (1)

e FLI

e NFS, FIB-4,
e 10-neTHMM XM3HEeHHbIN puck no ASCVD,
e CIMT

Konnyectso
Y4aCTHMKOB

210 naymenToB ¢ HAXKBI

Kputepun otbopa
Y4YaCTHMKOB

Kputepumn BratoyeHUA:
—  AmbByNnaTopHbIN NALUUNEHT;
— Bospact 6onee 18 ner;
— [oKasaHHbih cnyydait HAMBI, ocHOBaHHbIM Ha AaHHbIX Y3U
opraHoB 6pOLWHON NONOCTH;
- WHpekc FLI > 60;




— PeweHue Bpaya HasHaumtb Y[OXK, BHe 3aBMcCMMOCTM OT
BK/IIOYEHUA NaUMeHTa B UCCef0BaHuUe;

- Hannuve  nucbMeHHOro  MHGOPMWMPOBAHHOIO  COr/lacusA
nauneHTta ob B nporpamme.

Kputepun HeBKAtOYEHUA:

— bepemeHHOCTb;

- [eyeHo4yHas gekomneHcauma (CbIBOPOTOYHbIN anbbyMuH < 35
r/n, MexAyHapoAHOe HOPMa/nM30BaHHOE OTHOLlleHue = 1.2,
TpomboumnTbl < 150 x 10°/L);

- Annepruyeckas peakuma Ha YOXK B aHamHe3se;

- Hannume ocnoXKHeHWU aTepoCcKIepo3a;

- [lpuem cTaTUHOB;

- Tpuem apyrvx npenapartos, KOTOpble NOTEHLWANbHO BAUAIOT
Ha uccnepyemole NapameTpbl;

- B aHamHe3e npuem NeKapCTBEHHbIX CPeAcTB, CBA3AHHbIX C
pa3BUTMEM BTOPUYHOrO CTeaTo3a MNeyeHUn (amMoAapoH,
MeTOTpeKcaT, TaMOKCUPEH, FIOKOKOPTUKOUAbI, BasbnpoeBas
KMCNOTa U aHTUPETPOBMPYCHbIE NpenapaThbl);

- 3noynotpebneHune ankoronem (40 rp 3TaHona B AeHb AN
MYX4YMH 1 20 rp 3TaHONA B A€Hb ANA XKEHLWMH);

- bBannbel no BonpocHuky AUDIT (Alcohol Use Disorders
Identification Test) > 8 KaK 4N MY»KUMH, TaK U ONA KEHLLNH;

- CaxapHblt pguaber TmMn 1, napeHTepanbHOe NUTaHuWe;
ronogaHue; HaauMyne BTOPUYHOM 3TMONOrMKM 3abonesaHuA
neyeHn  (BMPycHOW, MeTabonMyeckon, ayTOMMMYHHOMW,
XONEeCTaTUYECKOWN MU JIEKAPCTBEHHOM 3TUONOTUM).

Kputepun ncknroyeHms

- PeweHne naumeHTa NpekpaTUTb yyacTme B UCCNEeLOBAHUM Ha
nobom 3Tane;

- Octpoe renaTouenntonapHoe nnu xonecTaTmyeckoe
noBpeXXAeHWe, BO3HUKLIEE BO BpPeMA  WUCCNEA0BAHUA:
nosblweHne yposHAa ANT, ACT, I'TT nan weno4vHoit pocdartasbl
B ABa U bonee pas;

- HeobxoAMMOCTb NpMema ApYrux npenapaTos, NOTEHLMANbHO
BAUAOLWMX Ha UCCneayeMble NapaMeTpbl, BO3HUKLLEE B XO4e
nccnenoBaHuA.

MpoayKT, Ao3a “
cnocob BBeaeHue

ExxegHeBHbIN npuem YAXK (Ursosan®) B gose 15 mr/kr Beca Tena per
0S B TeyeHme 6 mecAaues

Kpome Toro, obuei Bbibopke 6b1an AaHbl CTaHAAPTHbIE
pekoMeHZaumMm No U3MeHeHUo cBoero obpasa KM3HM 1 paumoHa
NUTaHUA: PU3NYECKne UaM aspobHble ynpaxKHeHUA He meHee 150
MWH B HeAento, cpeanmseMHOMOpPCKan aueta n notpebaeHune He bonee
1500 KKan/cyTKu.




(KoHTponb)
NpPoAyKTa, A03bl U He npeaycmoTpeH NpOTOKOI0M
cnocoba BBeAeHUA

AnnTtenbHoCTb y4acCTnAa nauneHTa n 4AanTenbHOCTb NCCnegoBaHnA

CKPUHUHT 01.10.2017 —01.04.2018

JNleyeHne 08.10.2017 —29.10.2018

JnHamunyecKkoe JnHammnyeckoe HabogeHne nocne nccaenoBaHUaA He
HabnoaeHne npeaycMoTpeHO NPOTOKONOM

MpoToKoNbHOE cornalleHme 6b110 NOANMUCAHO FAaBHbIM UCCeA0BaTENEM U BCEMMU
nccneposatensamm B Poccum, KasaxctaHe n YsbekucraHe 19 ceHtabpa 2017 roga.

Bce npoueaypbl No gaHHOMY nccneaoBaHnio ByayT BbINONHATHCA B COOTBETCTBUM C
NPUHLMNAMU HAZNENKALLEN KNMHUYECKOWN MPAKTUKN U B COOTBETCTBUM C YCIOBUAMMU
HacToALero NpoToKoaa. MpuHuMnbl XeNbCUHKCKOM AeKnapaumn 1975 roga, nepecmMoTpeHHOM B
2013 roay, byayT cobnatogatbes.

MPOTOKON KAMHUYECKUX UCCNEA0BAHNN “YPCOAE30KCUXONEBAA KMCNOTA KAaK CPeaCcTBO
nNpodunNaKTUKKN aTePOCKNEPO3a, cTeaTo3a U dpnbpo3a neyeHn y 60/1bHbIX HEANKOTOIbHOM
*nposoi 6bonesHblo nedeHn — YCMNEX” 6bin yTBEPKAEH 3TUHECKMM KOMUTETOM PoccmnincKkoro
obuwecTBa No U3yyeHuto neyeHun 12 ceHtabpa 2017 roga.

YTBEPXAEHHbIE JOKYMEHTbI Poccuiickoro obuiectsa no usydyeHuto nedexHn (POMUM) no
NPOTOKONY KAMHUYECKOTO UCCefoBaHUA “Ypcoae3oKcnxoaneBan KMCN0Ta Kak CpeacTBo
npodUNaKTUKN aTePOCKIEPO3a, cTeaTo3a U ¢pMbpo3a neyeHn y 60/1bHbIX HEANKOTr0IbHOM
Xunposoi 6onesHbto neyeHn — YCMNEX” MpoTtokon Ne POMUM-KN-2017-15, NHa Ne 327-93:

1. dopma KAMHUYECKOTO Cayyas

2. UHpopmmpoBaHHOE cornacue

3. ypHan nprvema nekapcrs

4. dopma oT4yeTa 0 He6AaronPUATHOM COBbITUM

5. XKypHan npuema conyTCTBYIOLLErO /IEKAaPCTBEHHbIX NMpenapaTos






