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TERIMLER SOZLUGU

- Nonalcoholic fatty liver disease (NAFLD)

* NAFL: hepatik steatoz, inflamasyon yok
* NASH :Hepatik steatoz + inflamasyon

* NAFLD activity score (NAS) NAS <3 = NAFL
* Steatoz (0 -3),
e Lobuler inflamasyon (0 - 2), NAS 3 - 4 = NASH (sinirda)

* Hepatoseliler balonlasma (0 - 2),
* Fibrozis (0 - 4) NAS 25 = NASH




NAFLD/NASH
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(o Adipocytokine imbalancex

* Intestinal dysbiosis HCC
and translocation

* Lipotoxicity

* Bile acid pool imbalance RILL o
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» Genetic factors (PNPLA3, TM65F2)
* Environmental factors (excess
caloric intake, sedentary lifestyle)

NASH cirrhosis

Nature Reviews | Gastroenterology & Hepatology



"NAFLD ENDISE VEREN GLOBAL SALGIN "

Global epidemiology of nonalcoholic fatty liver disease-Meta-analytic
assessment of prevalence, incidence, and outcomes

NAFLD’in diunyadaki prevalans1 % 25.24 tur.
En fazla Orta Dogu ve Giiney Amerika da en az da Afrika’ da gorulmektedir

Metabolik ko-morbiditeler: ~
Obezite: % 51.34
Tip 2 diyabet %22.51
Hiperlipidemi % 69.16
Hipertansiyon % 39.34

Metabolik sendrom % 42.54
NASH’de Fibrosis ilerleme hizi % 40.76
Yillik ilerleme hizi % 0.09

NAFLD da HCC insidans! :0.44 /1,000 kisi/yi1l (0.29-0.66).
YounossiZ et al. Hepatology 2016




WGO’NUN REHBERINE GORE NAFLD
PREVALANSI

- Son 20 yilda NAFLD prevalansi 2 misli artmistir.

 Avrupa da prevalansi toplumda % 26-33 arasindadir ve en
onemli KC hastaligi konumundadir

- Amerikali ‘larin % 25’inde NAFLD olabilir
 Avrupa’da NASH prevalansi yaklasik % 5’tir.
- Cocukluk cagi NAFLD giderek artmaktadir.



Yaglanma Orani

Turkiye’ de Yas Gruplarina Gore Yaglanma Orani
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ESAS BILGI NAKIL MERKEZLERINDE

* NASH ‘e bagli siroz ABD’de KC nakli hastalarinin 2 siradaki
endikasyonudur (1. si HCV)*

* Ingilterede hastalarin % 12’si

e Turkiye'de % 9 ‘u NASH “ a bagli sirozdan nakil olmaktadir**.Ancak
son yillarda bu oran % 20 lere yaklasmistir

*Wong R etal.Gastroenterology. 2015;148(3):547-555.
**Personal communication (Dr.YT, Dr RE ve Dr MY)



KC Nakil hastalar listesinde yillik trend ‘ler
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NASH DEN SIROZA-SIROZDAN HCC’ YE
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Bugianes: 2002, Ratau 2002, Harmson 2003, Marchesim 2003, Younosst 2004, Fassio 2004, Sanyal 2004, Ong 2005, Adams 2005, Ong 2006, Rafhg
2008 Stepanova 2010 Younosss 2012



NAFLD VE NASH PREVALANSI
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RB() - C A T,
80 B San Antonio, Texas
(Wilhams, et al

o~ Gastroenterolog)
=~ -
e ?_‘.j -~ ~ -
e s 46 20 140:124-31.)
@ 6
U ] o~ L ang PR
S a0 25 40 Dallas Heart Study
— c 212 D : : -
@ - 30° 39 2Q §9%, Prevalence Numbers
‘; (Browning, et al.
Q) P
- ’\(‘1 1_\ ~ ) H'P{: :C)::::l-

— i) -
Q. ety 2004:40:1387-95.)

NAFLD NAFLD NAFLD NASH NASH
overall Caucasian African overall among
American diagnosed

NAFLD



NASH de DOGAL SEYIR

COCUKLUK CAGI ERKEN ERISKIN ORTA YAS ILERi YAS
NASH -FIBROZIS DIYABET,DAMAR HASTALIGI SiROZ
NAFL HCC oLUm

il

RiSK FAKTORLERI HASTALIK MORBIDITE MORTALITE




Male sex
PNPLA3 1148M
TM6SF2 E167K
Low birth-weight

ERISKIN NAFLD’IN ON BELIRLEYICILERI

Waist circumference. BMI. insulin

BMI ALT, alcohaol intake,
Insulin systolic blood pressure, ApoB,
physical activity

¥

I

Ethnicity
MBOAT7. GCKR,
FADS1 vanants

1 T

Fructose. Westem diet, Age

visceral fat. sarcopenia. Menopause
T2D and metabolic syndrome,

PCOS. hyperferritinemia

Suomela E et al. J Hepatol 2016;65:784—-790.



PATOGENEZINDE YENI NE VAR ??7?

GENETIK
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DIYET VE MIKROBIYOTA NIN NASH IN ILERLEMESINE ETKISI

Fructose
CH :O,—?i

L -
KK HOA
HO C“_.O""
OH

O

—
'
'

0

Linolex acw
i W '

OH
ar g

— Beneficial effect
—— Deletencus effect
* —= Various effects

Diyetteki yaglar ( Omega-6 yag asitleri) ve CH’lar (Friktoz) NAFLD’dan NASH’a ve fibrozailerlemede
—onemli




PROTEINDEN ZENGIN DIYET NAFLD HASTALARINDA
KARACIGER YAGINI AZALTIR

37 diyabet ve NAFLD hastasi 6 hafta sure ile izokalorik yuksek
proteinli 2 diyet grubundan birine alinmis. 18 hasta hayvan
proteini 19’u da bitkisel protein ile beslenmis.

* 6 Hafta sonunda :

« Hayvan Proteini alan grupta Intrahepatik lipidler (IHL) %48
azalmis

* Bitkisel protein alanlarda ise % 35.7 azalma olmus

Hayvan proteini ve bitkisel protein diyetleri adipoz dokuda lipolitik
ve lipojenik yolaklan etkileyerek karaciger yagini %36%— % 48
oraninda azaltir.

Markova M et al Gastroenterology in press



Dysbiosis
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PROGRAMLI VE PROGRAMLI OLMAYAN HUCRE OLUMLERI

HUCRE Oliim |Sinyallesme inflamasyon Yolaklar
yok

Apoptoz Programl

yok Intrensek :Mitokondrial
disfonksiyon
Ekstrensek yolak:Oliim

reseptori

Her ikisi: Caspase 3,6,9
Otofaji Programl yok yok Beclinl

Otofagozom
Nekroptoz Programh var var Oliim reseptorii RIP-1 ve RIP-3
Piroptoz Programli var var Caspase-1 aktivasyonu
Onkoziz ya da Tesadufi var var Mitokondrial disfonksiyon ve
nekrozis ROS

Wiree, A. et al. Nat. Rev. Gastroenterol. Hepatol 10 627-636 (2013),



(A ) AUTOPHAGIC PATHWAY

PI3K/AKT
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SIROZA ILERLEMEYI BELIRLEYEN FAKTORLER

Fatty Liver NASH Cirrhosis
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NASH ICIN TEHLIKE CANLARI

» [LERI YAS

» CINSIYET

» ETNIK GRUP

« HIPERTANSIYON

« OBEZITE (BMI) =28 kg/m?)
 VISERAL ADIPOZITE ENDEKSI (BMI,Bel cevresi,TRG,LDL diizeyi)

» DIYABET

 ALT VE AST YUKSEKLIGI

« AST/ALT ORANI

« HISTOPATOLOJI BULGULARI (Fibrozis bulgusu, Mallory cismi balonlasma)
 INSULIN DUZEYI

» PNLPA3




Baslangictaki fibrozis sevresi %

10%

0%

BASLANGICTAKI FIBROZIS EVRESI DAHA SONRA SIROZ
GELISIMINI ETKILER

N=108 Ortalamaizlem 6.4 yil

Siroza ilerleme % 12

FO F1 F2 F3

N=70 Ort izlem siiresi 13.2 yil
| Siroza ilerleme % 6
FO F1 F2 F3

McPherson et al, 2015; Ekstedt et al, Hepatol 2006,




Fibrosis Rate in NASH

Liver Follow-up | Fibrosis Rate Time to
Blopsy (years) (stage/yr) Progress 1 stage

McPherson, 2015 0.07 14.3 vears
McPherson, 2015 NASH 83 6.6 0.08 12.5 years
Singh, 2014 NAFL (FO) 81 9.3 0.07 14.3 years
Singh, 2014 NASH (FO0) 21 5.5 0.14 7.1 years
Argo, 2009 NASH* 221 3.7 0.03 +£0.5 33.3 years
Adams, 2005 NAFLD 87 3.2 0.09 + 0.7 11.1 years

Fibrosis rate unlikely to be constant between fibrosis stages
Fibrosis rate unlikely to be uniform between individuals

B

&S




Bx sonuclarina gore NAFLD’da fibrozisin ilerlemesinde etkili faktorler:
Mean/Median (Standard

St t ; o - e 2 : ddds L
udy Author " Deviation or Range) Predictors of Fibrosis Progression % dt.’: fatwo
Y(‘Jl" ! ) N 3 (t,:’ o Cl’
Follow up in Years
Diabetes 1.48
Adams (2005) 103 3.2 (+3.0) Fibrosis stage 0.80
BMI (per kg/ m?) 1.04
Fassio (2004) 22 4.3 (3.0-14.3) Obesity NR
o & Age 0.98 (0.96—0.99)
Argo (2009) * 22 5.3(1.0-21.3 ; X T g
5t ) -2t tEU=213) Any inflammation at initial biopsy 2.5(1.44.3)
High LDL 2.7 (1.2 to 6.1)
Wong (2010 32 3, NR . ; : : =
RE ) ELS High waist circumterence 1.3(1.1 to 1.5)
Fibronectin immunohistochemistry 14.1 (6.9-32.3)
Sorrentino (2010) 149 6.4 Hy pertension 48 (2.7-18.2)
HOMA-IR > 10 19(1.6-12.1)
Pais (2013) 70 3.7 (+2.T) " steatosis grade NR
Chan (2014) 35 6.4 (+~0.8) nil -
At baseline biopsy FIB 4 score 2.1 (1.1-3:9)
IcPherson (2014) s At follow up biopsy FIB 4 score 3.1 (1.4-6.8)
Diabetes 6.25 (1.88-20)
. Hy pertension 1.94 (1.00-3.74)
Singh (2015) ** ] . - : : :
BN ) 111 NR Low AST:ALT ratio at baseline biopsy 0.08 ( 0.16-0.00)



FIBROZIS EVRESI KARACIGERE BAGLI KOMPLIKASYON , OLUM VE

GENEL MORTALITEYI ETKILER

,\" < - . & - "_ 1 ® () ;
| | NAFLD fean Histological Clnhiosie ans Liver Related e
Study Author, Year Patients (1) Follow up & ihiiei o A Liver Related Mortalitv HR Mortality
> (Years) e i Complications HR y HR
NAS (-8
Ekstedt ¢t al., 2015 229 264 Fibrosis stage 34 10.8 3.3 3.28
n=16
Younossi et al., 2011 257 12.1 Fioneh et - 5.68 g
n=NR
Fibrosis stage
- , F1n=141 =238 - 1.88
Angulo et al., 2015 ~19 12.6 E2 =85 *7 51 11.2 2 89
F3n=753 *13.78 85.79 3.76
F4n=18 *47.46 - 10.9

* Results derived from a multivariate model including age, sex, race, BMI, diabetes, hypertension, statin use,

site, and smoking. HR (hazard ratio).



METABOLIK SENDROMLU HASTALAR SIROZA ILERLEME ACISINDAN EN YUKSEK

RISKi TASIR

% with moderate to severe fibrosis

- I

B FPositive
Negative

T I 1

HTN

DM+HTN

DM+HTN+
Visceral obesity”

Biyopsili NAFLD hastasi
(n=432)

Yuksek risk :

AST/ALT YUKSEKLIGI
DIYABET

HIPERTANSIYON

CiNSIYET (ERKEK OLMA)
BEYAZ IRK

Orta-ileri fibrozise yol aciyor
(p<0.0001)




CINSIYET FIBROZISIN iLERLEMESI iCIN RISK FAKTORU
MUDUR ?

Group Sex Odds Ratio
Association | (Fibrosis or Fibrosis
Progression)

Cross-sectional Studies

Harrison, 2008 NAFLD 827 Female 1.9
Tetri, 2010 NAFLD 1101 nil -
Hossain, 2009 NAFLD 432 Male 1.9

Longitudinal Meta-analyses
Argo, 2009 NASH

Singh, 2014 NAFLD

Kadinlarda menapoz sonrasi fibrozis hizlanir (OR 1.9)
Klair et al Hepatol 2016



ZAMAN ICINDE FIBROZISIN ILERLEMESI

FIBROZISI ILERLEYENLER FIBROZISI GERILEYENLER
* KILO ALIMI (> 5 KG) Hb A1 C de daha fazla diisme
* Bel ¢cevresinde artma

* INSULIN DIRENCI
« HOMA ENDEKSINDE ARTMA
« TAKIPTE DIiYABET GELiSIiMI



KARACIGERE BAGLI OLUMLERIN ON
BELIRLEYICILERI

* 209 KC Bx si olan NAFLD hastasi, kinik bulgulara ve
mortalite verileri
* Ort. izlem =146 ay (max 342 ay)
* Takip sirasinda hastalarin % 31 ‘i 6lmius ( % 90 KC e bagh olimler)

* Patoloji kriterleri bir yana NASH hastalarinda non NASH
hastalarina gore KC hastaligina bagh olumler daha fazla

(% 13 vs 1.3)

* Multivariate analizde sadece ileri fibroziz KC
hastaligindan 6lumun oncu, gostergesi bulunmus



GENETIK POLIMORFiZM’LER FiBROZIS iCIN ONEMLI RiSK

FAKTORUDUR
PNPLA3 (rs738409) Minor Allele Frequency 0.2é
o ©© NAFLD OR 3.3
o ¢ NASH OR 3.3
o € fibrosis OR 3.3
o f HCC OR 2.3
TMé&SF2 (rs58542926) Minor Allele Frequency 0.07
o T F2-4fibrosis OR 1.9
> o W lipids, Ycarotid plaques OR 0.5
=) o ¥ cardiovascularevents OR 0.6
: MBOAT7-TMC4 (rsé641738) Minor Allele Frequency 0.37
® | o © NAFLD OR 1.4
E3 o © NASH OR 1.2
- o ¢ F2-4 fibrosis OR 1.3
 IFNL4 (rs12979860) Minor Allele Frequency 0.36
« O F2-4 fibrosis @R 1.7

Sookoian, Hepatol. 2011, Liu, Nature Comm. 2014, Liu. J Hepatol 2014, Dongiovanni, Hepatol 2015, Mancina, Gastroenterol
2016, Eslam, Nature Comm. 2015 MAF from 1000 genomes




Carriers of the PNPLA3 1148M and the TM6SF2
E167K variants have a higher liver fat content and
increased risk of NASH. NAFLD due to these variants
IS not systematically associated with features of insulin
resistance. Genotyping may be considered in selected
patients and clinical studies but is not recommended
routinely (B2)

EASL GUIDELINE 2016




RISKI NASILSINIFLAYALIM ?

* Risk Siniflamasinda Mevcut Risk Siniflama Modellerinden Biri
Kullanilmalidir (FIB-4,APRI,NAFLD FIBROZIS SKORU, TRANSIENT
ELASTOGRAFI)

* 2 adet Serum testi (FIB-4 ve BARD)
« FIBROSCAN + SERUM TESTI (FIB-4,NFS)

NAFLD hastalarinin % 30-40’inda sonugclar belirsiz (indetermine)
olabilir

« YUKSEK RiISKLi HASTALARDA KARACIGER BX YAPILMALIDIR



NON INVAZIF FIBROZIS TESTLERINE NE KADAR
GUVENELIM

* ileri fibrozisi belirlemede Fibroscan miikemmel (1/4 vakada
yetersiz)

* NFS (NAFLD Fibrosis skoru) ve FIB-4 algoritmasi kopriilesen
fibrozisi ve sirozu dislamada cok iyi

¥a vakada belirsiz sonucg var

. Serurln testleri (NFS,FIB-4 ve Fibrotest ) mortaliteyi 6ngérmede
yararh

* Tum bunlar klinik ortamda test edilmis, topluma dayali
dogrulamalar yok , tarama testi olarak kullanimlar yok

Adams L.EASL 2015



FIBROSCAN’IN CUT OFF DEGERLER

e w700 sewes D

2F3 Fibrosis

R EERTERTE

F4 Fibrosis




Kimlere bx yapmall

* Fibroscan degeri LSM >9.6 kPa (M probe) ve >9.3 . . : -
kPa (XL probe) olanlar ﬁ |

» Hastaligi hakkinda ciddi endisesi olanlar Karacijer

*Kilo verme ve egzersize ragmen ALT si yliksek ( Tr— &
lanl ol g P | :
olanlar 5 } :

* Agrili hepatomegalisi olanlar

* Actklanamayan ciddi yorgunlugu olanlara KC Bx
yapiimalidir



FIBROZISI NASIL IZLEYELIM

* Biomarker lar /skorlar ve Transient Elastografi ile (C2)

* |lleri fibrozis de 5 yilda bir KC biyopsisi (C2)
* DM olanlari mutlaka NAFLD yonlinden
degerlendirmeli (A2)

* NASH olanlarda kardiyovaskiuler sistemi evalue
etmeli (Al)



FiGure Algorithm for diagnosis of nonalcoholic fatty liver disease

Overweight-obese children
BMI>+1SD ->+2SD
(WHO criteria)

Normal ultrasound Normal transaminase Elevated transaminase Elevated transaminase;
and normal AST-ALT <95th AST-ALT =95th AST-ALT =95th
transaminase percentile; percentile; percentile
clinical symptom ultrasound evidence ultrasound evidence normal ultrasound
of fatty liver of fatty liver

Insulin
resistance
abnormal tests
WBSI,
HOMA

normal Lipid profile;

cardiorespiratory
fitness

normal

Healthy lifestyle,
diet, exercise; Inflammatory
follow-up in 6 months tests: HS-CRP,
adiponectine;
hyaluronic acid; CK-18;
transient elastography

Liver biopsy

Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransfer-
ase; BMI, body mass index; CK, cytokeratin; HOMA, homeostasis model assess-
ment; HS-CRP, high-sensitivity C-reactive protein; MRI, magnetic resonance
imaging; MRS, magnetic resonance spectroscopy; SD, standard deviation;
WBISI, whole body insulin sensitivity index; WHO, World Health Organization.
Adapted from Widhalm K, et al.’

Healthy lifestyle,
Treatment protocols; diet, exercise;
follow-up in 6 mo follow-up in 6 mo




TEDAVIDE YENIBIR SEY VAR M1 ?






Buharda plsmlmce )\
karaciger hastaliklarini bitiriyor!




KiLO VERME PIRAMIDI VE YARARLARI

NASH'IN iYILESMESI Weight Loss 2 7%
(64-90%)

st ;, V, am Weight Loss 2 5% 22
Steatosins | Wesght Loss > 3% 14
(35-100%)

1. Viar-Gomez. Gastroenteroiogy 2015; 2 Promrat. Hepatoiogy 2010; 3. Hammson Hepamlogy 2003 4 Wong. J Hepat! 2013
‘Depencing on 0agree of wegh 10ss




KILAVUZLAR NE DIYORDU

* Kilo verme (diyetile ya da egzersiz
ile birlikte) steatozu diizeltir.

* % 3- 5 kilo verme steatozu duzeltse de
inflamasyon icin % 10 u hedeflemek
gerekir

* Yalnizca egzersiz, steatozu azaltirama
d!Fer komplikasyonlara etkisi
bilinmiyor

* Haftada 5 gun egzersiz ve diyetle
NAFLD vakalarinin % 40’1 duzelmis

O son dilim ekmegi
yvemeyecektin eviat

Journal of Hepatology 2016 vol. 65: 671-673

incicaps.com/e/96 197V






30-60 DAK.ORTA DERECEDE
YA DA CIDDI EGZERSIZ
/HAFTADA 3-5 GUN IH
LIPIDLERDE % 10-44 DUSMEYI
SAGLAMIS
(MR-SPEKTROSKOPI)

J Hepatol 2016 Y
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KAHVENIN OLUMLU ETKISI

. . . = Journal of Hepatology 46 (2007) 980-982
Bir fincan kahvenin hatirini Turkler bilir !!!

gm Ann Hepatol 2012; 11: 350-5.

Aliment Pharmacol Ther 2012;
35: 76—82

J Gastroenterol
Hepatol 2013; doi: 10.1111/jgh.12317

AlimentPharmacol Ther 2007; 26: 1-8.

Aliment Pharmacol Ther 2013; 38: 1038-1044
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Anti-gut lipase Anti-bacterial

I _Omsiaf I Solithromycin (macrolide antibiotic) ]
PPAR agonists Anti-inflammatory

Elafibranor (PPARo/S agonist) Obeticholic acid (FXR agonist) Cenicriviroc (CCR2-CCRS antagonist)

Piogitazone (PPARy agonist)

Sarogh‘tazar_(PPAR_oly agonist)

Gut immunomodulator
IMM-124e (anti-LPS colostrum) J

Liragiutide (GLP-1 RA)
lpraglflozin (SGLT-2 inhibitor)
Sitaghptin (DDP-4 inhibitor)
 Vildagliptin (DDP-4 inhibitor)

Pentoxifyliineg (PDE inhibitor)

Anti-lipid agents
Aramchol (SCD1 inhibitor)
Statins (HMG-CoA
reductase inhibitor)

Anti-oxidants
Vitamin E (antioxidant)
Pentoxifylline (PDE inhlbuot)
Cysteamine (aminothiol)

'.

Anti-apoptosis
Emricasan (caspase inhibitor)
GS-4997 (ASK-1 inhibitor)

|

Anti-fibrotics
Simtuzumab (LOXL2 antibody)
GR-MD-02 (Galectin-3 inhibitor) |




ILACLARI GOZDEN GECIRELIM

 YUKSEK DOZ VITAMIN E, (non DM hastalarda) NASH varsa )

* PIOGLITAZONE (perqxispme proliferator-activated receptor [PPAR]-
gamma agonist)ROSIGLITAZONE veya vit E ile birlikte

* OBETICHOLIC acid ( Farnesoid X receptor agonisti)

* ELAFIBRANOR (6ncekiadi GFT505, bir peroxisome proliferator-
activated receptor-alpha/delta agonisti )

* Pioglitazone, obeticholic acid ve elafibranor’ un insulin direncini
dizelttigi ve /ya da antifibrotik etkisi oldugi hayvan deneylerinde
gosterildi.Faz Il calisma suruyor



FLINT Trial Design- Obeticholic Acid (OCA)

Wb TariallP OCA 25 mg QD T

Histological Evidence , 2
c;gf NAS H* Placebo QD Follow-up
Screening (Biopsy) 72-week treatment penod 24 week off treatment

Primary endpoint: liver histological improvement defined as decrease

in NAFLD Activity Score (NAS) of =2 points with no worsening in fibrosis
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Neuschwanger-Te B, et 3l (ancer 2014.30140-6736(14)61333-4

Nauscihmanosr-Telrn B, et 3l Prasentad at SASL, S0th annua meeting, 2015, Viena, Austna (Posier LB18




Improvement in Fibrosis and NASH Resolution

Fibrosis NASH Resolution
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Adverse Events

6 severe adverse events in obeticholic acid group
4 severe pruritus (1 stopped treatment)

1 hypoglycemia
— 1 possible cerebral ischemia (dysarthna and dizziness)

Moderate or severe pruritus
~ 23% in obeticholic acid } P < 0.0001
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. 40 -
.2 £ - = Mild
$ .
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Placebo OCA

NeusCchmander-Telr et d, The Lancel, D dol.ony 10.1018/50180-6735(14) 515334,



OBETICHOLIC ACID FOR NASH: BENEFITS IN A HIGH RISK
SUBGROUP AND THE EFFECTS OF CONCOMITANT STATINUSE
B. Neuschwander-Tetri,, A. Sanyal., R. Loomba:, N. Chalasani.,

K. Kowdley:, M. Abdelmalek:, E. Brunt;, D. Shapiro.. .Sai

Introduction: The Farnesoid X Receptor Ligand Obeticholic Acid in NASH Treatment (FLINT) Trial was a 72
week placebocontrolled,double-blind trial in patients (N= 283) with noncirrhotic,nonalcoholic steatohepatitis
(NASH). Obeticholic acid (OCA) improved liver histology including fibrosis but was associated

with pruritus and elevations of serum total and LDL cholesterol (Neuschwander-Tetri, Lancet 2014).

The aims of these secondary analyses were to determine the effect of OCA versus Placebo in

the subgroup of patients with more severe NASH and to assess the effects of concomitant statin use on
serum LDL cholesterol levels.

Statin initiation during OCA treatment reversed LDL to
below pre-OCA baseline levels



LIRAGLUTIDE IS EFFECTIVEIN THE HISTOLOGICALCLEARANCE
OF NON-ALCOHOLIC STEATOHEPATITISIN A MULTICENTRE,
DOUBLEBLINDED,RANDOMISED, PLACEBO-nONTROLLED PHASE
Il TRIAL

M.J. Armstrong., P. Gaunt, G.P. Aithal, R. Parker, D. Barton,

D. Hull, K. Guo, G. Abouda, M. Aldersley, S.C. Gough.,

J.W. Tomlinson, R.M. Brown., S.G. H ubscher., PN. Newsome..

Glucagon-like peptide-1 (GLP-1)analogu LIRAGLUTIDE histolojik
olarak NASH’In klirensini saglamis ve fibrozisin ilerlemesini
geriletmis lyi tolere edilmis ve emniyetli bulunmus
NASH hstalarinda GLP-1’in Faz Illl registration

calismalarina ihtiyac var.




DIGER TEDAVILER

« METFORMIN:Karaciger histolojisi Gizerine etkisi yok.NASH I
hastalarda kullanimi onerilmiyor

* STATINLER : CV hastalik varsa iyi KC e ne fazyda ne zarar (B2)
* N-3 PUFA lipidleri dusuriur ama o6zel indikasyonu yok

e Bariatrik cerrahi  Etkili
e Karaciger nakli (A1) Etkili



Novel ASK1 inhibitor Selonsertib in patients
with NASH and F2/F3 fibrosis

* Multicenter, randomized, open-label phase Il triall

 ASK1, a serine/threonine kinase, stimulates apoptotic,
fibrinogenic, and inflammatory pathways through
activation of p38 and JUN

* In patients with nonalcoholic steatohepatitis (NASH) and
F2/F3 fibrosis, treatment with the novel ASK1 inhibitor

selonsertib with or without simtuzumab for 24 weeks was
associated with improved fibrosis and reduced progression

to cirrhosis vs simtuzumab alone

Loomba R, Lawitz E, Mantry PS, et alL,AASLD2016 Abs LB3



Antifibrotic Effects of the Dual CCR2Z2/CCRS
Antagonist Cenicriviroc in Animal Models of

Liver and Kidney Fibrosis

Eric Lefebvre' K Graeme Movyle®, Ran Reshef’, Lee P. Richman®, Melanie Thompson®,
Feng Hong®, Hsin-1 Chou®, Taishi Hashiguchi’, Craig Piato®, Dominic Poulin®,
Toni Richards”, Hiroyuki Yoneyama’, Helen Jenkins', Grushenka Wollgang 'Y, Scot

L. Friedman®*

PLOS ONE | DOI:10.1371/journal.pone.0158156 June 27, 2016

* Cenicriviroc (CVC) yeni ,oral ,g.de 1 kez alinan dual

CCR2/CCR5 (Chemokine receptor type 2 and 5 ) antagonisti ve
nanomolar etkiye sahip , uzun plazma yarilanma omru var

- Hayvan fibrozis modellerinde CVC giiglii potent anti-
inflamatuvar ve antifibrotik aktivite gostermis

* CVC’nin NASH ve KC fibrozisine olan etkileri halen 289
eriskinde yapilan FAZ 2b calismasinda inceleniyor (CENTAUR

STUDY)



GELECEKTE

 Metabolomik ve Lipidomik ¢alismalari
kimlerde hastaligin ilerleyebilecegi
konusunda bilgi verebilecek biyomarker
larin gelistirilmesinde yarar saglayabilir ve
hastaligin ilerlemesi onlenebilir



SOZUN KISASI

* NASH toplumun % 5-10 unda gozuken bir hastalikitr

* Bazal fibrozis ve zaman icinde gelisen fibrozis
prognozu belirler
* Basit yaglanmada vyillar icinde fibroz gelisimi % 0-20
NASH de % 30-50dir
* Fibrozis gelisimi yavastir ancak ¢ok degiskenlik
gosterir
*% 20’si 5 yil icinde F3/F4 olur
* % 6-12’si 3-13 yilda siroza ilerler



SON NOKTA

* Fibrozise ilerleme multifaktoriyel dir

* Metabolik, genetik, cevresel faktorler isbirligi yaparlar
* Tedavisi kisisellestirilmelidir.

* Fibrozis gerileyebilir

* Fibrosis olmadan da sadece steatosis de HCC gelisebilir.
- ideal tedavisi yoktur

* NAFLD taramasi gereklidir.Yakin gelecekte HCC taramasi
kilavuzlara girecek gibi gorunmektedir.






