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2UYKPOUON CUMDEPOVTIWYV

ZUMBOUAcUTIKEC UTtnpeoilec/SLaAEEELc/epEUVNTIKE UTTOOTAPLEN TNV
teAevtaia dietia:

DappacspB-AIAAY AEBE, Sanofi, BiaveE/MSD, Astra Zeneca, Boehringer
Ingelheim, Novartis, Novo Nordisk, Servier, Elpen, Amgen, Mylan



To ¢paopa tnC N aAKOOALKNG VOGOU
TOU NmotoG (NAFLD/MAANH)

2TEATWON
2teatonnatitida (NASH)
Zteatonnatitida + ivwon
Kippwon

NAFLD/MAANH

The Spectrum of NAFLD

Auénpévog
Fatty Liver NASH > Fibrosis> Cirrhosis Kivéuvog yLa

’ ’ — NMOTOKUTTAPLKO
KopKivo

Fat Fat plus
accumulates inflammation
in the liver and scarring




To ¢paopa TtnC [N aAAKOOALKNG VOGOU
TOU NmotoG (MAANH/NAFLD)

Disease Subclassification =Most common concurrent diseases

NAFLD®*  NAFL :Alcoholic fatty liver disease (AFLD)"

Pure steatosis :Drug-induced fatty liver disease®

Steatosis and mild lobular inflammation :HCV-associated fatty liver (genotype 3)°
NASH gOthersb

Early NASH: no or mild (FO-F1) fibrosis
Fibrotic NASH: significant (2F2) or
advanced (=F3, bridging) fibrosis
NASH-cirrhosis (F4)

HCC®

:Haemochromatosis

gAutoimmune hepatitis

:Coeliac disease

EWilson’s disease
:A/hypo-betalipoproteinaemia, lipoatrophy
éHypopituitarism, hypothyroidism

:Starvation, parenteral nutrition
2 NUAVTLKN XpAon aAKOOA :Inborn errors of metabolism (Wolman disease

( A: >21 totd/eps, T:>14 motd/eps.) HURRUNEELINEER Sl ETag)

a Also called primary NAFLD and associated with metabolic risk factors/components of metabolicsyndrom

b Also called secondary NAFLD. Note that primary and secondary NAFLD may coexist in individual patients. Also NAFLD and AFLD may
coexist in subjects with metabolic risk factors and drinking habits above safe limits.

¢ Can occur in the absence of cirrhosis and histological evidence of NASH, but with metabolic risk factors suggestive of ‘burned-out’ NASH.




A Changes in the Prevalence of the Most Common Causes of Chronic Liver
Diseases in the United States From 1988 to 2008

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2011;9:524-530
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Changes in the Prevalence of the Most Common Causes of Chronic Liver
Diseases in the United States From 1988 to 2008

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2011:9:524-530

Table 1. Prevalence of CLDs and Clinicodemographic Characteristics of the US Population Between 1988 and 2008

Parameter/cycle 1988-1994 1999-2004 2005-2008 P value

N 15,866 13,970 9670
Age, y 43.76 = 0.47 45.08 = 0.33 45.31 = 0.47
Male sex, % 47.90 = 0.53 48.36 = 0.39 48.42 + 0.45 4591
Ethnicity

Caucasian, % 76.95 +2.12 72.13 + 2.26 70.49 + 2.74 .0675

Afri American, % 5 g g .7269
Wimemissomin i o / AveéaptNTOL MPOYVWOTLKOL TTOPAYOVTEC YLOL \ -

; ) :

History of smoking, % NAFLD petaév 1988-2008 1297
History of injection drug use, % .0013
History of blood transfusion befo @) naxuo'ap Kia fayvoapria Avohmibatpia .0023
History of blood transfusion after| , \ / .0099
Obesity, % 0O AlaBﬂTnC - <.0001
Visceral obesity, % NAFLD <.0001
Insulin resistance, % o) AUO’)\LT[LGCXL[J.{CX / s \ <.0001
Type Il diabetes, % <.0001
Hypercholesterolemia, % O YT[E p'[ao r] Saxpapisne Aafhme Yt praoy <.0001
Hypertension, % \ / <.0001
CLD, % <.0001
ALD, % 1.38 = 0.16 2.21 £0.18 2.05 +0.21 .0143
CHB, % 0.36 = 0.08 0.33 £ 0.06 0.34 = 0.08 8770
Iron overload, % 3:59%+0:23 2.84 £0.20 1.70 £ 0.39 .0004
HCV antibody(+), % 1.95 £ 0.22 1.97 £0.20 1.68 = 0.15 2927
CHC, % 1.44 =+ 0.21 1.48 = 0.19 1.27 = 0.15 5171
NAFLD, % 551 +0.31 9.84 = 0.33 11.01 = 0.51 <.0001
NASH, % 0.65 = 0.07 0.82 £ 0.10 1.10 = 0.14 .0055
Portion of NAFLD in CLD, % 46.76 = 1.89 62.84 + 1.52 75.05 + 1.58 <.0001

NA, not available.
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Hrortiko Atitog kot M2
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levetikn NAFLD kupiw¢ PNPLA3 xwpic IA



[LaTl N VOGOG UTTO-OL0YLYVWOKETOLL;

1)
2)

3)

AoBeveic kat ylatpol dev yvwpilouv tn coBapotnta tng NASH
ALOyVWOTIKA KpLTApLa e XonAnR SloyvwoTikn aéla
(tpavoapulvacec opou, umEpn)oypadnUa ATATOC)

H Bloyia Amatog dlevepyeital omavia, AKOUN KoL 0€ ATOp
vynAou kwwduvou yar NASH
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H Blodia tou nrotog

(GOLD STANDARD)

Normal Liver Simple
sleatosis

- 3 Cirrhosis
\ ol f Fibrosis
NASH [Seis =

steatosis
ballooning and
lobular inflammation

MNayvoapxia Zredrwon Kippwon

E - gr-gr-go- o

QT L L=z

30-90 % 10-20% 3-5% perad [44
10-20 €rn

Hepatocellular
carcinoma




...TLEPAV TNC Broyloc nrmoarog
yla tn dtayvwon — nopeio tnc MAANH/NAFLD

o Ztnv npwtofaduia ppovtida (EVTONMIGUOC ATOUWY OE
kivéuvo yta MAANH/NAFLD

o 2g2BaBuia kat 3BaduLo eninedo (exktipnon Baputntog mn.x.
MAZH/MASH)

o NapakoAovOnon e€€Aéng vooou

o Ektipnon Bepaneutiknc mapepufaonc

2TOX0C €ival n eAaylotonoinon tn¢ avaykng yia Brodia Amatoc



2TEATWON TOU NIOTOC

ATIELKOVLOTLKEG pEBodol

0 Ymepnyoypddnua
*  Mn kaAn evouoOnoia, xapnAn npoyvwotikn afio
* [lolotikn} mOpd MOGOTIKI) EKTLUNOT)
* Oyt afiomiotn oe fmia oTEATWON

o Afovikn topoypadia
* AktwvoBolia
*  Mn kaAn aflomotia
*  Mn kaAn evonoOnoio Kot EL6IKOTNTA

o MRI- PDFF & MRS
* Gold standard yia moootkn ektipnon tov Ainmouc

BLodeiKTeC - Scores

o Hmatwka évivpa

o Scores
e FLI (fatty liver index)
* Steato Test
 NAFLD liver fat score

Eival afloniota yia tnv napouvcio
oAAd OxL yia T BapvTnta TG
OTEATWONG



> 2TNV KAWLIKN Ttposn

o Evrtomiopoc atopwyv pe MASH/NAZH pe karmolou
BaBuov vwon

Red Flags for NASH v Red Flags for NASH v

* Two large studies * Age e

— Hossain et al, Clin Gastroenterol Hepatol 2009 * Gender . No lab test or imaging
W study will be able to predict

* 432 NAFLD patients * Hispanic with 100% accuracy
= Harrison et al, Gut 2008 HTN

* 827 NAFLD patients Obesity o
* Similar risk factors for NASH with advanced Diabetes c factors... the more

f.b - concemned | become
IDrosIs ALT and AST level
— Older age, diabetes, visceral AST/ALT ratio

adiposity/overweight/obesity, elevated ALT and

* Insulin level
AST or AST/ALT ratio

« PNPLA3
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Hratikn tvwon

2 NUOAVTLKOC TPOYVWOTIKOC apayovtag e€EAENG tng MAANH/NAFLD
ZUVOEETAL LE QWUENUEVN NTTATLKN voonpotnta — Bvnolpotnta
E¢ELOIKEVEVO DEPATTEVTLKO KEVTPO

E¢OTOMLKEVLEVN TPOOEYYLON

O O O O

» Opoloylkol 6&iKTEC pe SLamioTwpévn dtayvwotikn akpifeita (AUROC >0.8)
» Scores -

* NFS (NAFLD fibrosis score)

*  FIB-4 (fibrosis 4 calculator) npoBAenouv Bvnowudtnta

* ELF (Enhanced Liver Fibrosis) (OAwn, KAT, Hratikn)

* FibroTest. )

v' AN Npoxwpnuévn (2F3) vs pn npoxwpnuévn tvwon

v" H apvnukn nipoyvwotikr a&ia (NPVs) yia oarmokAELOpO TipoxwpnEéVNC vwong > BETIKNA
npoyvwoTtikn a&ia (PPVs)

V' Xpriowa epyaleia 1S eTAOYAC vl ArokAELOpO coBapnc vOoou



L NAFLD fibrosis score
Online calculator

Angulo P, Hui JM, Marchesini G et al. The NAFLD fibrosis score
A noninvasive system that identifies fiver fibrosis in patients with NAFLD
Hepatology 2007;45(4):846-854 doi:10.1002/hep.21496

Age (years)

BMI (kg/m?)
IGF/diabetes

AST

ALT

Platelets (x10%1)

Albumin g/m

| calculate score |

BMI: body mass index
IGF: impaired fasting glucose

www.nafldscore.com




EAactoypadia

AnelkovioTik HEB0SOC

YYnAd noocooto Pevdwc Oetikwv napd Peudwg apvnTikwv
OLTIOTEAECULATWV

H apvntikn mpoyvwoTtikn aéia (NPVs) > Ostikn npoyvwotikn aio (PPVs)
20% avoéloniota anoteAécpata (probe, BMI)



Table 1—Biomarker panels for the diagnosis of advanced fibrosis (stages 3 and 4)

Patients unable
ANEEEEEEEEEEREER to be classiﬁed

Parameters included n PPV NPV (“gray zone”)

FibroTest (115) Age, sex 267 60%
Total bilirubin
GGT ay-macroglobulin
Apolipoprotein Al
Haptoglobin
NAFLD fibrosis Age, BMI 733 82%
score (116) Diabetes
AST/ALT ratio
Platelet, albumin

"BARD score (117) BMI 827 43%
Diabetes
AST/ALT ratio

"FIB-4 index (118) Age 541 80%
AST and ALT
Platelet

NAFIC score (119) Ferritin 619 36%
Type IV collagen
Insulin
*Hepascore (120) Age, sex 242 57%
Total bilirubin
GGT a,-macroglobulin
Hyaluronic acid

98% 32%

88% 24%

96% N/A

90% 30%
99% 15%

92% 11%

N/A, not applicable; NPV, negative predictive value; PPV, positive predictive value. TNo
independent validation cohort included in the study.



Aafntnen o VAANH/NAFLD
[1po-6LafnNTng



2uxvotnta tng MAANH/NAFLD

1 General Population
Bl 2DM

Prevalence (%)
I =S
o
1

20- _.
0
Plasma Computed Liver  Controlled 'H-MRS

ALT  tomography US attenuation
parameter
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YrniepyAvkoipior kot MAANH/NAFLD
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<6.0 6.0-64  6.5-84 =8.5

Alc (%)



AwaBntnc N NMpodiaPntnc kot NAFLD

Type 1 Preiabetes’ Type 1

NAFLD pathological subcategory (iabetes® (IFG, I6T) iabetes Refs.
Simple steatosis + ++ ++ 1,70, 76, 78
NASH with high NAS’ +/- ++ ++ T
NASH with substantial fiorosis (F2-F3) +/- ++ ++t 263 71,73 7718, 19
Cirhosis due to NAFLD (includes F4 +/- +++ t+++ 21 71 118

* NAS is the sum of standardized scores of steatosis, infiammation, and hepatocyte ballooning at pathology (see Section IV),

* Overtaps clicaly with hepatogenous diabetes

*Based on cross-secfional studies only.




2UXVOTNTA THG ITPOXWPNHEVNG LVWONG

40-
1 General Population
s 30- - T2DM
Py
=
Q 20"‘
©
>
@
a 10-
J —
FibroTest NAFLD Vibration-controlled

fibrosis score transient
elastography




MAANH/NAFLD —>  Epdavion étapntn



MAXANH/NAFLD kot epdavion 2A 2

TABLE 2. OR for T2DM at 5+yr follow-up n:11,001

T2DM [no./total no. (%)] OR (95% confidence interval)

Adjusted® + baseline
No fatty liver ~ Fatty liver Unadjusted Adjusted’ glucose

Al 54/8120(0.7%) 1202971 (4%)  6.29(4.55-8.69)  3.24(2.19-4.78) 2.05(1.35-3.12)
Insulin
Quartile 1 13/2468 (0.5%) 8307 (2.6%) 5.05(2.08-12.29)  3.47(1.239.79) 1.96(0.63-6.13)
Quartile 2 16/2262 (0.7%) o511 (1.2%) 1.67(0.65-4.28)  1.34(0.46-3.87) 0.71(0.22-2.26)
(0 2.9%)
( (6.1%)

Quatle3  112002(06%)  22M68(29%) 534581106 374(159888)  29(1.1276)
6300581120 3310176620  Ca42(D3475)

Quartiled 1411388 (1.0%)  84/1385(6.1%
* Adjusted for age, gender, BMI, alcohol (grams per day), education (<16 yr, = 16/yr), smoking (never or past, current), and exercise (<1 time/wk,
21 timefwk).

US-defined NAFLD is associated with a 2- to 5-fold risk of developing T2DM after
adjustment for several lifestyle and metabolic confounders [62]. Hepat 2014




“Prevalence of Prediabetes and Diabetes
and Metabolic Profile of Patients

With Nonalcoholic Fatty Liver

Disease (NAFLD) Ortiz-Lopez et al, Diabets

£ \ ' 4 i
e | - \ . '
T O Wi l '
| | '’ (X

* Prediabetes and T2DM was present in 85% versus
30% of controls (p<0.0001), all unaware of having
abnormal glucose metabolism.

* Patients with NAFLD should be screened for
T2DM with an Alc (if not with an OGTT), because
the prevalence of abnormal glucose metabolism

Is much higher than appreciated.




[MaBoyeveTIKOL PLNXOVLIGHLOL
ovoxetionc MAANH/NAFLD kot A



Insulin-resistant
adipose tissue

t Lipolysis (4FFA)
¢+ Adipecylokines
¢ Adiponectin

Active

Sleatohepatitis
with fibrosis

4Glucose
> production

r \ g& $ Small, dense




[MaBoyeVETLKOL LNXOVIOMOL GUGXETLONG
MAANH/NAFLD ko A

Type 2
Diabetes

A

Relative Insulin
Deficiency

1

Pancreatic
Beta Cell Deficiency *

1

Compensatory
Hyperinsulinemia

Persisting Systemic Persisting
) Insulin Resistance ) Hyperinsulinemia

\ Increased Adipose .4

Tissue Lipolysis

\ (Including Visceral Fat) Hegzliecc?r‘\lseulin

Resistance
(on Glucose

Reduced Cellular \ Pathways)
Insulin Mediated '

Glucose Disposal Increasing Blood v

Fatty Acid Levels

‘ Increasing de novo
Lipogenesis,
Increasing then Pro-Fibrosis

Hyperglycemia : i.
and Advanced \
Glycation . A4

Hepatic ) NAFLD and its
Insulin Progression
Resistance to NASH




ALoBNTIKEC EMUTAOKEC
&

MAANH/NAFLD

o MokpoayyelomabeLa
o MikpoayyelomaBeLa



AtoBnNTne - KA emumAokeg Kot MAXANH/NAFLD

P <0.001 for all

)
50
<
B —
=
L
=2
L
(ol

Coronary Cerebral Peripheral Comggslte end

Figure 2—Age- and sex-adjusted prevalence of CVD in type 2 diabetic adults with () and
without ((_]) NAFLD. Data are expressed as percentages = SE. P << 0.001 for differences between

the groups. Diabetes Care 2007

H napouvcioc MAANH/NAFLD eivau idLaitepa ocuyvr oto £A2 ko
ouo)XeTileTal LE MApoUGia KopdLayyELOKAG VOGOU




Cardiovascular disease

Endothelial dysfunction

Atherogenesis ‘ .
Plaque instability

1 Thrombosis?

4

|Fibrin

A degradation?
_Plaminogen = |Plamin?

~ | tPA N
\ ’ )
> uPA |MMP activation?

S T v
== 3> 1PAI1
, tECM deposit?

NAFLD

Insulin resistance

Systemic inflammation

Dyslipidemia
Pro-thrombotic state?

Liver inflammation

Stellate cell activation
Hepatocyte lipoapoptosis

NAFLD and cardiovascular disease



Mn aAKOOALKN ALTWONC VOGOG NITOTOG KOl
MLKPOOYYELAKEC EMUTAOKEC 0TO 2A2

o Au&nuevn enintwon XNN oto A2 kar NAFLD.

o Meiwon oto GFR o€ napouocia NASH/ivwonc, aveEapTnTa ano Toug
kAaoaoikouc MK, IA kal ouvioTwoeC Tou MZ

o Au&nuevn enintwaon d1aBnTIKNC appIiBAncoTposidonadeiac oe A2 kal
NAFLD, ave&aptnta ano Tnv nAikia, guAo, diapkeia diapnTn,
papuaka, HbAlc n Tnv napouaia M



HratokuttapLkoc kapkivoc — 2A — NAFLD

Hepatocellular Carcinoma- F_
Association with Diabetes Risk Factors for HCC in NASH

2-4 fold Age

. I - Advanced Fibrosis
Cirrhosis

1) Increased risk persists after i H
stratifying for age, gender, D|abetes ME”ItUS

ethnicity, viral hepatitis, alcohol, :
iron overload i ObeSIty

2) Synergistic with alcohol and viral

hepatitis * Iron Deposition
\
* Male Gender
<WLJMM«IM1997:LGWSMDH.QJMed1986:LaVecchiaC,leCa\cor1997;

~ Adami HO, J Nati Cancer Inst 1996; Yuan JM, Cancer 2004; Davila JA, Gut 2005; Hasson MM,
Hepatology 2002




H duoikn €€EALEN TNG N AAKOOALKNG VOGOU
TOU NmotoG (MALNH/NAFLD)

T2DM closely associate with the severity of NAFLD, progression to NASH, advanced
fibrosis and the development of HCC, independently of liver enzymes



AlayvwoTtikoc aAyoptOpoc NAFLD/NASH
oto 2A2 Kol mpo-otaBntn



Patlent wnth

ALT or US

Higher risk
abnormal ¢

* Long-standing T2DM (>10 yrs)
= Evidence of steatosis*

* Alc 2 8.5%

* Triglycerides 2250 mg/dl

* Genetic testing?”

I

Assessment _of flbroS|s

Rule out
other causes
of liver disease

High risk Intermediate
of fibrosis fibrosis risk

Referral to hepatology
and consider liver
biopsy

e

Definite
NASH




OEPOATTEVTLKEC TTOPEUPACELC

EmTuxnG Ospaneia Tng NASH eivar n.y.

o E&EALEN oe lvwon Kal Kippwon Kol NTTATOKUTTOPLKO KAPKIVO
o Avtipetwriton twv MK yia kapdlayyeLakn vooco
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Alouta-acKnon-anwAsLla Bopouc
Recommendations

o Structured programmes aimed at lifestyle changes towards healthy diet and
habitual physical activity are advisable in NAFLD (C2)

o Patients without NASH or fibrosis should only receive counselling for healthy
diet and physical activity and no pharmacotherapy for their liver condition (B2)

o In overweight/obese NAFLD, a 7-10% weight loss is the target of most lifestyle
interventions, and results in improvement of liver enzymes and histology (B1)

o Dietary recommendations should be adjusted according to the Mediterranean
diet (B1)

o Both aerobic exercise and resistance training effectively reduce liver fat. (B2)



Baplotpilkn

2 NUOVTIKEC LELWOELC:
o ~90% pelwon TNG OTEATWONG
o ~ 80% pelwon tTnG oteatonmatitidog
o ~65% pelwon tnc ivwong

Cochrane review concluded that
it is too early for a definitive assessment of benefits versus harms of bariatric
surgery in NASH, and current recommendations consider it premature to
indicate bariatric surgery specifically to treat NASH, although it is not
contraindicated in otherwise eligible obese individuals with NAFLD or NASH
(unless they have established cirrhosis)




OEPATMEVTIKEG TIAPEUPOACELG

(pLelwon NaTlkoU AUTOUG Kol LETOBOALKOU Stress, OVTIETWITLON OCELOWTLIKOU
stress/dAEYLOVNG, EVIEPO-NTTOP, LELWON EEEALENG TNG IVWONG)

Hormones
GLP-1 (liraglutide)

Pioglitazone FGF-19 (NGM-282)
Elafibranor FGF-21 (BMS-986036 ) Gut 2017
Saroglitazar GHRH (Tesamorelin)

Vitamin E | Pentoxifylline |

_%w

- / i
Oxidative str
Fat deposition & Yol SSREaE—
metabolic stress SUEY Apoptosi
lnﬂammatlon

Simtuzumab
GR-MD-01

Aramchol
NDI-O10976

>\

Emricasan
GS-4997

Amlexanox
Cenicriviroc

Obeticholic acid
IMM-124e

FMT
Solithromycin

Orlistat

Bacterial products

Sevelamer
SHP-626

Source: Gut & 2016 BMJ Publishing Group Lid & British Society of Gastroenterology



Avtidtapntika ¢appaka kot NAFLD/NASH

Table 1 Therapeutic agents for T2DM and their effect NAFLD/NASH In clinical trials

Treatment Mechanism of action ASTIALT Liver fat by imaging Liver histology
Oral
Metformin [38,45-48] Insulin-sensiizer | |* et Unchanged
Piogltazone [52, 53, 99] PPARy agonist | IR Improved
Sitagliptin {72, 80, 81] OPP-4 inhibitor | na nia
Vildagliptin [82] OPP-4 inhibitor | I nia
Canagliflozin [90] Inhibits renal glucose reabsortion | na na
Dapagliflozin 91, 92) Inhibits renal glucose reabsortion | na na
Injectable
Exenatide [70] GLP-1 receptor agonist | I na
Liraglutide [69-79] (LP-1 receptor agonist | [ ™A Improved

"NAFLD assessed by ultrasound, "NAFLD assessed by CT, NAFLD assessed byMRI'H-MRS, nia: data notavailable



Histologic effects of several drugs included in randomized controlled trials

= Fibrosis
(treatment difference vs. placebo)

Elafibranor 80mg
Elalibranor 120mg
Obeticholic Acid
Liraglutide
Vitamin E
Ploglitazone 30mg

Not reported

Pioglitazone 46mq *

10 08 06 04 02 00 02
Change in Fibrosis Stage




Summary of studies targeting NAFLD and its subgroups, with a focus on
those including subjects with diabetes

% with
Participants  diabetes,
No.of Levelof per study rangein Outcomes possibly
Intervention studies evidence range(n) studies Improved improved Unchanged orworsened Refs.
onhypoglycemic
pharmacotherapies
Statins? 2 1l 16 and 455 44 and 7 Steatosis®? Liver enzymes, steatosis®f, 391,394
inflammation®?,  hepatocyte-
ballooning®?, fibrosis®d
Ezetimibe® 2 v 10 and 45 50 and 22 Liver enzymes, steatosis?,  ?Fibrosis®, serological markers  ?Fibrosis® 400, 401
NASY  hepatocellular of fibrosis
ballooning?,
inflammation®
PPAR-a. agonists? 2 I, v 16 and 46 38 and NR  Liver enzymes Steatosis®, inflammation?, 403, 405
hepatocellular ballooning?,
fibrosis?
Angiotensin receptor 2 Il 54 and 137 NR and 17 Liver enzymes, steatosis®, 358, 407
blockers? hepatocellular
ballooning®’
inflammation®’
fibrosis?’
Viitamin E 2 I 247 and 0 Liver enzymes’ steatosis®/ Fibrosis® 361. 367
173 inflammation®/  NASH
diagnosis®

NR, Not reported; ?, possibly.

a Data not available for all studies.

b Histological evidence is very limited, and findings should be interpreted with caution.

¢ Measured by noninvasive assessment such as by ultrasound, CT, MRI, or MRS.

d On histology.

e Mild worsening of fibrosis was seen in the first 12 months of the study by Mathurin et a/. (340), with stable disease at 5 yr (although > 95% of study participants had a
fibrosis score of <1 at 5 yr).

fPediatric study.

g When atorvastatin 20 mg was combined with vitamin E 1000 IU and vitamin C 1 g/d for an average of 3.6 yr.

h More patients with diabetes were allocated to the treatment group in this study with the potential to bias results to the negative.

/Findings with telmisartan only.

J Findings in adults only.

k Belfort et al. (368) report that all patients in the study had either diabetes or IGT, but exact nhumbers of each group were not specified by authors.
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e

Patient with

prediabetes or T2DM
and definite NASH

Treatment of

NASH

Pharmacological
treatment
Pioglitazone as
first-line therapy

Second-line
therapies

No response

Lifestyle
intervention
Weight reduction
of 8-10%

Pharmacological
treatment or

metaboﬁc-sqmggy

Not achieved

Glucose

control
Metformin as
Sfirst-line therapy

Elevated Alc

 Add pioglitazone
- Add GLP-1RA or
 SGLT-2 inhibitors

Blood pressure
control
ARB or ACEl as

Second-line
therapies

Elevated BP

Lipid-lowering
therapy
Statins as first-
line therapy

Elevated TG
and low HDL

Add fibrates to
statins




O O O O O

Jupunepaocpata (Bepamneia)

Aev untapyel emionun €ykplon poppakou yia tn Oepaneio NAFLD  NASH

‘Epdacn otnv aAdayn tponou {wng, anwAeia BApoug Ko AcKnon

PUOuLION TWV AAAWV tapayoviwyv Kwvduvou (m.x. unéptacn, SucAutidatpia)

H opAlotatn, yia tnv anwAeia Bapoug, eivat acpalAnc pe emnpocdeta odpEAn
Ou otativeg prmopouv va 60douv pe acPpaAeila yia tTn Heiwon TG
untepxoAnotepvarpiac ( NAFLD R NASH)

Atopa pe emipeBoatwpévn NASH (Brovia +), dappoka pe emBeBatwpévo
odelog punopouv va 60000V kau eivat: liraglutide, pioglitazone, vitamin E and
pentoxifylline.
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