AAKOOAIKH NOXOX TOY HITATOX
(ALD)

APIZTOTEAEIO
MANENMIZETHMIO
OELZAAONIKHE

NikOAaog X. [ pauMATIKOC
[aoTpevTePOAOYOC emiueANTAC A" EZY
B TlpoTr. INaBoAoyikr) KAvikny, TTINO ITTTTOKpATEIO




A1BavoAin - ABviikn AAKOOAN 1
Owonvevua

= CH,-CH,-OH
m Al Cuhl (koAA®TIGTIKY) GKOVY OVTILOVIO
AAOL KO TO TTPOTIOV OTTOGTOECNC)

B AAKOOAIKT) COUMGT GOKYOP®V. 1] 07T0 TO
AtOVAEVIO TOPOV GO OCEOGC




AAKOOAMGUOC
H mo10 00GKoAN e€dptnon

Xoueomvo ue ektiunoeelc tov EOvikov Kévrpov
Tekunpioong kot IIinpoeopnong yo to
Nopkotika (E.K.TE.I1.N.)

m 200.000 ' EAANvEC TOGYHOVY OO ECOPTNGN
0TO TO OAKOOA.

m 5.000 mwepimov vwoAoyiCovTon ot Hawvortol
ETNGIMC, OO OITIEC TOL GYETICOVTUL LE TNV
VTEPPOAMKT] KOTOVOADGT] TOD.




To pacua e ALD

IoToAoyikd oTdow

Amwoec Hrop 1 amAn Xtedtmon

AAxoolkty Hrotitg

Xpovio nrotitic ue lvmon 1 Kippwon

KOITOLES 1] OAES UTOPEL VO GOVVTAPYOVY TNV O YPOVIKI] GTIYIN




Ac@aAnc Katavaimon AAKOOA

4 Avopec ;21 units/'w N 21y8=168 g

g lvvaikee @ 14 units/w N 14y8=112 g

94

Lo Attt e ]
. ¢ g ethanol

AcBeveic ue AH xatavorovovy >100g/d
(cvvnBwc 150-200g/d) yio >10 £t




1 moto
1 motnpt Mmupac 360 ml
1 motnpt Kpaocot 120 ml
1 motnpt OvuiokL 45 ml
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M®APMAKA / TOZINEZ

AAKOOA
NAXYZAPKIA

AIABHTHz2
/AYZI\II'IIAAIMIA

(o]
HNATITIAAZ

FTENETIKEZ AIATAPAXE2
AYTOANOzA NOZHMATA

DPYNO, EONIKOTHTA, KOINQNIKEZ
KAl OIKONOMIKEZ MAPAMETPOI

Reuben A, Curr Opinion Gastroenterol 2008




Natural history of ALD

m Steatosis 10-30% | »>  (Cirrhosis

over 10-13years

m Alcooholic hepatitis 35-50% ! » Cirrhosis

over 10-13years




Alxoolikn) Hmotitic AH

Opiopoc
TO KAMviKO 6OVOPOUO * IKTEPOV KO NIOTIKNG GVERAPKELNS ,TO OTOI0
cLUPaivEL YEVIKMC LETA OEKOETIEC KOTAYPNONG AAKOOA
(uéon nuepnoia kotavaiwon 100g)

Oy ondvia ,0 acBevig umopet va £yl 0O10kOWEL To AAKOOA €BOOUAOEC TPiv TNV
EKONAMGT TOL GLVOPOLLOV

Emionuoioyio

HAwcio : 40-60 £t
®OA0 : cvyvotepa Avop.

Xvyvotnta : ~ 20% oe 1604 acb.ue Alkooiouo (liver biopsy)

Hepatology 1997;25;108-111




Alxoolikn Hratitic-AH

v 'Hmo — cofapn PAEGPN— ometiintikn yio tn Con
7 Exoniovetol 0C€mg —ogia pri&n avTpponnons-c€ VITOGTPOLLOL
YPOVIOG NIATIKNG PAGPNS

10-35% t@v voonAevouevov aclevov e OAKOOAK)
nratonadela £yovv 16TOA0YIKT) elkOova AH

gEEMEN peth ooyt amd AAKOOA
27%  — opoAomToinom

18% — kippwon
53% — mapapovr) AH
40% ooPapric AH nebaiver e 6 pnvec

Am J Gastroenterol 1971;56:515- 525 Mol Aspects Med 1988;10:97-105

Gastroenterology 1972;63:1026-1035 NEJM 2009;360:2758-2763




AH — KAwwkn Ewkova

Iktepoc  (mpwtedwv onueio n toydnTa EvapEng)
[TupeTOC

AoKitng

AmoAelo LOIKNG LACOC (Tov gyyde TOL KopuoD )

Hmop otoykouévo, evaicnto

Eykepaiomabeia (copopr; AH)

NEJM2009;360:2758-2769



Alxoorxkn Hrotitioo

> 1. AavBacuévn owdryvoon
-Oceto XoAoKvoTiTIC ( , XoAlayyeutic (

-Karaypnon AAkooA + Bepamevtikeg oooels IapakeTapoins,
exAaupaveror mg coPapn AH-

> 2. YTmepoloyvmon

- Xpovio, Hrotikn Avemapkero amo AAKOOA, Po@TiCeETon mc
AH YOPMYEITOL KOPTICOVN

> 3 Ymooloyvmon
- AH exhaupaveron mc Hrotikn Avendpkeia, omd AAKOOA




AH- Epyoaotnploka gvpnuoto

Evicyhouy Tr olryvmoT)
oe ac0evn pe kotaypnon AAKoOA kol Ackity
AST > 2X ULN, <300 IU/MI
AST/ALT > 2
T INR ,WBC, Neutophills
Thill > 5 mg/dl
18Cr : KaKkO¢ TpoyvmoTikog ociktng(— HRYS)

AA
Ocela 1 Xpovia 10YEVIC NTOTITIG
Ocela yoAhayyelitig
DopUOKEVTIKT) NTOTITIC
Kepavvoforoc Wilson’s Disease
Ocelo AIH
[Tvoyevn amooTnuaTO
HCC




AH- Epyooctnplokd —ATEIKOVIGTIKA EVPTULATO

u Eleyyoc ack.vypov yio SBP , yevikn ovpwv, Al/o Bdpokog

4 US v amokkeopd yokndoyorbioonc

HCC

TLOYOV®OV UTOCTLULATOV

4 Doppler US : 1 zaydrnro porg kot S1dpuetpoc g
NTOTIKT G OPTPLOG




H ITaBoyévera tng AH
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N Engl] Med 2009;360:2758-69.




H ITaBoyévelo tne AH

Hepatocyte (sinusoidal plasma
membrane domain)

Meoantigens
W I|

|

| i

Lps

Mallory i
bodies i
I

MaA Decreased Increasad Endoplasmic Caspase &

Cytokeratin proteins SAMe homocystaine = - =» reticulum stress —s Caspase 12

I
Lipid -L-Methh:-nine |.)

Proteosome  peroxidation
| Apop

i
1
i
I
¥
0s
Protein ; B
— RO Steatosis I
I
i
I
I
I
I
I
I
I
i
| ]

is

carbonyls ’_J AMPEK decrease
CYPZE]L

N ALDH
Ethanol Acetaldehyde Acatate - - - » Increase in FA synthesis «——

_ » Decrease in FA oxidation C
ADH NADH ==-"- === {35pases +—

NADH - =

Cytochrome ¢

Increase in genes ;
for FA synthesis Survival
Pt

FFRSY Su—-




AH- IotoAoyikd svprjuoto

2TEATOON

Aepocparpoerong exkpuAlorn(ballooning degeneration)
AQpmonc xuttaporAocuotikny ekevAon(foamy degeneration)
Mallory’s bodies (duoppa nwovopiiixé couatidia)
EVvOoKoATOEOIKT] ivdon

[TeprpAePikn, mepurviaia tvoon , Kippwon

Ocela VOAOELONC VEKPMOT

Megamitochondria (nmwtepn popen AH)

Sem Liver Dis 1986;6:221-232




Sem Liver Dis
1986:6;221-232

[otoloywkd yapaktnpiotikd AH

g

Figure 1. Histopathologiical Features imn a Liver-Biopsy
Specimen from a Pati€Ent ith Alcoholic Hepatitis.

A lcobholic hepatitis’is chagracterized by hepatocellular

injury with ballgGned hepatorrtoz Jowreved arroww).

Some hepat vwihes contain fat droplets (steatosis,

arr&wheﬁag]?xﬁ'lereas others mmay contain imtracellular,
armorph =, sosinophilic inclusion bodies called BAal-
lory bodies (short arrow]), wihich are often surrcunded

By meutrophils (long arrow] (hhematoxcylimn and eosin) .-
Irmage cowurtesy of Dr. Rashmmi A&




H Awyvoon tmc AH givor kAvikn

4 H Proyia Nratoc 0gv eivon ammapoitnTn
4 H Broyia nratoc emPePaimoe t ordyvoon tne AH

oto 70-80% acOevov pe mhovoAoyobuevn KAWVIKT Ol yvmon
AH

Gastroenterology Clin Biol 1992;16:A231




lIpoyvwon - Ilpoyvootikol Agiktec
2tnv OAH




Oceio AAkooAkn) Hratitic

B Xopic Oepamevtikn mwopEpPacn Ovnrotnto
amo 65% cmwc ka1l 95% oTo TEPIGTATIKO TOL
EMUTAEKOVTOL LE VEPPIKT] OLVETOPKELC.

Hardison W N Engl J Med 1966




Components of Scoring System Used to Assess Prognosis

in Alcoholic Hepatitis

Scoring System Components

Change in Biliubir
Protfhrombin White.Cell  Ureg Detween Day {
Blibin - TimeorINR Creatimine ~ Age ~ Count  Nbogen  Albumin — and Day/

Maddreysdiscriminant Ve fes No No No No No No
unction’

MELD score] s Yo T N N N Mo No
Clasgow score] fes e o T Y Ve Mo No

Lille scored s Y T M N N Vs fes

N Engl ] Med 20009;360:2758-69



Prognostic Scoring Systems
Used for Patients with Alcoholic Hepatitis

Derivation
Name Sat Elements Test Characteristics
1. Maddrey (modified) n =66 MDF = 4.6 (Patient's PT — control PT) + total bilinzbin {mg/dL). Poor prognosis if score = 32
Discriminant Function

(1989)1

2. MELD score (2001)1280 n= 1179 MELD Score = 3.8 * log.(biliubin in mg/dL) + 11.2 * log,(INR)
+ 9.6 * log.(creatinine mg/dL) + 6.4

3. Glasgow Alcoholic Hepatitis n= 241 Score®;

score (2006t 1 2 3 score calculated on hospital
Age <5l =50 - day 1 orday 7)
WCC <15 =15 -
Urea (mmol/L) <5 =5 -
PT ratio <15 1.5-20 =]

Bilirubin (mg/dL) <13 7.3-14.6 =146

*The GAH score is calculated by summing the points assigned for each of the 5 vanables: age, white blood cell count, blood urea nitrogen, PT as a ratio of the patient
to the control, and the bilirubin. This is done on hospital day 1 or on day 7.
fThe MELD score has also been used to estimate 90-day mortality'®; an online calculator is available: www.mayoclinic.org/ meld/mayomodel7.himl.

www.lillemodel.com [ age,albumin (day 0), bilirubin(day 0), bilirubin change (day 7),

renal insufficiency,PT(INR) ]




Maddrey Discriminative Factor

DF = 4.6 x (prothrombin time-control time

[1n seconds]) + serum bilirubin mg/dL
Maddrey WC et al. Gastroenterology 1978

DF232 0peAog amd 6TEPOELON

Mathurin P. J Hepatol 2002




Model End-Stage Liver Disease (MELD)

MELD = 3.8[Ln serum bilirubin (mg/dL)] + 11.2[Ln INR] +
9.6[Ln serum creatinine (mg/dL)] + 6.4

Ln = AoyapiBuog

AcBeveic pe OAH pe MELD score >11, ) mopovcio ackitn
Ko yoAepvOpivnc >8 mg/dL ypnlovv dueonc BepamevTikng
TOPEUPOCT S TPOKEIUEVOD VO LELMOEL | OvntoTnTOo.

Sheth M. Gastroenterol 2002




AH :MELD score
TNV TPOYVMGT Bvntotntac 6Tn OLdpKELD VOGTAELOC

it Cotof — Sens (%) Speed)  PAV(R)  NV(H) LR

Admisgon MELD 18 0 o §] 0 5
Week IMELD X0 0l iy il 6
AWeek [MELD 2 i) 5 3 i)

Journal of Hepatology 42 (2005) 700-706




Table 4 The G|ﬂsgﬂw alcoholic hepﬂiiiia score

Score given

Age _
WCC (107/1)
Urea (mmol/1)
PT ratio

Bilirubin [|.er|1::-|.-"'|]

-2.0

l
125-250

PT, prc-’rhrc-rnbin time: WCC, white cell count.

Forrest EH. J Hepatol 2004
Forrest EH. Gut. 2005

Forrest EH. Gut. 2007

GAHS >9, yeipotepn mpOyvmo™ Kol OPEAOC A0 GTEPOELON




Alxoolkn Hrotitic
-GLGTOON-

AcBeveic pe vynAn Kiwvikn vroyion AH, npémel va
acloAoyovvTon Yo T coPapotnta tne katdotaonc ue MDF kat
VoL ETOVAEIOA0YOVVTOL GTT OLOPKELN TNC VOCTIAELNG LE
01000 IKOVE VITOAOYIGLOVS Tov MELD score




O¢epameio TN AAkooiknc Hratomabeiac-ALD

Oepoameio VALOYQ LE TO GTAOLO TNG NTATIKTC VOGO

Ewokoi Oepamevtikol 6toyor otnv AH
AVTILETOTION TNG OVGAEITOVPYIOG AAADV OPYAVOV

A. Amoyn amd AAKOOA

B. ®apuokeLTIKY) VTOGTNPIEN TNG OTOYNG, Y10 TO
GUVOPOLO GTEPNGNC (YADPOOLULETOLION, OLULETALN).

I\ ®gpaneio tng Alkoolxnc Hratitwoog (AH)

A.  Avtipetomion emmAokov e Kippmonc




I. Ogpameia TN AAKooAknc Hratitiooc

m [, Nutrition therapy- Oepameiec o10TpoPNC

(U

m [, Xtepocion
m [, Anticytokine therapy

[, Ogpameieg GLVOVOGUOV

m [,  Ak\ec Oeparmeles




. O¢paneia g AAKooAknc Hratitidog .

Treatment

Psychotherapy

Corticosteroids

Pentoxifylline

Infliximab
Etanercept

Mutritional support

Oxandrolone

Vitamin E

Silymarin (milk thistle
extract)

Clinical Purpose

Maintain abstinence

Reduce inflammation

Ablate TNF-«, help maintain
kidney function, and
many other actions

Ablate TNF-a
Ablate TNF-a

Reverse malnutrition

Increase muscle mass

Ablate oxidant-mediated lver
injury

Ablate oxidant-mediated lwer
injury

Dose

Optimum approach and frequency
not determined

40 mg of prednisolene orally, once
a day for up to 28 days

400 mg orally, three times daily

Most effective dose has not been
determined

Most effective dose has not been
determined

3540 kcal/ kg of body weight per
day, including 1.2-1.5 g protein/
kg/day

Most effective dose has not been
determined

Most effective dose has not been
determined

Most effective dose has not been
determined

Evidence

Mo clear evidence of benefit in pa-
tients with alcoholic liver disease;
has not been studied in patients
with alcoholic hepatitis®*

Reduces short-term mortality in se-
lected patients with severe alco-
holic hepatitis'”-*#57°

Improves in-hospital survival in pa-
tients with severe alcoholic hepati-
tis; fewer instances of the hepator-
enal syndrome in group receiving
pentoxifylline”*

May increase risks of infection and
death™

May increase risks of infection and
death™

Improves nutritional status but does
not improve short-term survival in
patients with severe alcoholic hep-
afitis™#78

Does not improve short-term survival
in patients with severe alcoholic

hepatitis™

Does not improve survival in patients
with severe alcoholic hepatitis™

Does not improve survival in patients
with severe alcoholic hepatitis™

N Engl | Med 2009:360:2758-69




Treatment

Psychotherapy

Pentoxifylline

Infliximab
Etanercept

Mutritional support

Oxandrolone

Vitamin E

Silymarin (milk thistle
extract)

O¢paneia g AAKooAknc Hratitidog

Clinical Purpose

Maintain abstinence

Reduce inflammation

Ablate TNF-z, help maintain
kidney function, and
many other actions

Ablate TNF-a
Ablate TNF-«

Reverse malnutrition

Increase muscle mass

Ablate cxidant-mediated liver
injury

Ablate cxidant-mediated liver
injury

Dose

Optimum approach and frequency
not determined

40 mg of prednisclone orally, once
a day for up to 28 days

400 mg orally, three times daily

Most effective dose has not been
determined

Most effective dose has not been
determined

35-40 kcal/kg of body weight per
day, including 1.2-1.5 g protein/
kg/day

Maost effective dose has not been
determined

Most effective dose has not been
determined

Most effective dose has not been
determined

Evidence

Mo clear evidence of benefit in pa-
tients with alcoholic liver disease;

has not been studied in patients
with alcoholic hepatitis®*

Reduces short-term mortality in se-
lected patients with severe alco-
holic hepatitis'”-'#%67¢

Improves in-hospital survival in pa-
tients with severe alcoholic hepati-
tis; fewer instances of the hepator-
enal syndrome in group receiving
pentaxifylline”

May increase risks of infection and
death™

May increase risks of infection and
death™

Improves nutritional status but does
not improve short-term survival in

patients with severe alcoholic hep-
atitis™*7®

Does not improve short-term survival
in patients with severe alcoholic
hepatitis™

Does not improve survival in patients
with severe alcoholic hepatitis™

Does not improve survival in patients
with severe alcoholic hepatitis™




['. O¢pameio ™c AAkooAknc Hratitoog

[, Nutrition therapy- Deponeiec owtpoerc

» Kowod ebpnua: ElAetyn Brropuvov Kot PeTalMKoV txvocsrmxsioov

Vit A,D, Bl (Thiamine) B6 ( ITupoocivn) puAliko ocv, Zn

v Xg 363 acb. ue AH : 100% ériena [lpoteivov + Bepuiomv
Am J Med 1984;76:211-222

- H xaxn Opentikn) katdotoon oyetiCeton pe fopdtnta Tng vOGOL Kol EEEAEN

» Mortality rate c€ 30 0c0.: 3,3% o€ 6covg mé€tvyav +ve 1eoliyo N,

58% o©&e 0covg mapEpewvay pe —ve 1ooloyo N,




2nuacio Tne Gpentikng
YmootnpiEng

0 Opentikn vrootnpicn Pertiaver to Child-Pugh
SCOTre Kol LELWVEL TNV Bvntotnto TV
voonievouevov acbevav ue AH (12 versus 47%)

Cabre E.Gastroenterology 1990

0 Ot acBeveic ue AH mov Aapfavoovy ototnTiko
CUUTATPOUOTO EYOVV UEIMUEVT] GUYVOTITA
VOGNAEIMV AOY® GNUOVTIKA AYOTEP®V GOPopmV
AOTUDEEMV.

Hisch S. JPEN 1993




Huepnotec @pemucég AvowKeg AGOSV(DV
Me AH. - >t N

B [Ipoteivn = 1.0-1.5 gr / kg XB. IIpmteivikd okevdouota
ue BCAA* yperdCovtar povo ot acBeveic mov oev
oL TN POVY TO 160LVY1I0 TOL N Y®PIC TNV EUPOVICT] NTOTIKTNG
eyKepoAomaOELOC.

m Ocppioec= 1.2-1.4 x REE (70 Aryotepo 30 kcal/kg 2B)
uotpacueves S0-55% o voatavOpokes (KoTo TPOTIUN G
TOAVGOKYOPITES), 30-35% o€ Al (KoTo TPOoTIUNGN
TOAVAKOPEGTHL).

BCAA™* = branched chain amino acids, ouivocea OlOKAOOIGUEVHS GADGOD
(boiivy AEDKIVY, 1GOAEDKIVY])




I'. O¢paneia g AAkoolkng Hratitoog

a ['0. Ta otepoeion

Ta ogooueva amd 15 TuyoomomueEVEC LEAETES Y1, TNV XPTOT TOV
KopTikoewv Kot 3 RCT(Mendenhall.Carithers,Ramon )

o€ acleveic ue MDF > 32 éoeiéov:

1. 211c 28 nu. O1 acBeveic mov anpav Koptildvn elyoav kaAvtepn emPimon
and ekeivoug wov mnpav Placebo (84.6+ 3.4% vs 65.1+4.8% , p=0.001)

2. XT1C 28 nu. aveCAPTNTOL TOPAYOVIEC GYETILOMEVOL UE TNV EMPimon oy
n Oepameia pe Koptilovn, n Hlukio kon n Kpeatvivn

3. H Oepomeio pe Koptilovn oonyel o€ tayeior fEATIOON TNC NIOTIKNG
Ae1Tovpyios , 1 omoio apyiCel peTd 7 MUEPES
J Hepatology 2002;36:480-487




Short-term effect of corticosteroids

100 %-
75 % -
50 % -

25 % -

. 85+3%
p<0.001
65+3%

_ Corticosteroids Group, n=119 pts
— Placebo Group, n=104 pts

0

IIIIIIIIIIIIIIIIIIII

15 pA

Mathurin P, Mendenhall C, Carithers RL, Ramond MJ et al, J Hepatol 2002




I. O¢gpamcion TN AAkooAiknc Hratitioog

[, 2tepogion
OgpomevTiKd 0pedog povo og ac0eveic pe copapn AH
ONACON
MDF score > 32 1/xatr Hrotwkn EykepoalondOeia

short- term
65%

p=0.001

MDF score < 32
taneous short- term survival(28 days): 90%

Aliment Pharmacol Ther 2008:27:1167-1178
J Hepatol 2002;36:480-4487




H 00om kot n oudpKeLo YopNynong 6TEPOEO®Y GTNV cofapn
AH

MDF > 32 7 /xox EykepolomdOsin

Prednizolone 40 mg/nu 1

32mg methylprednisolone iviqu y 4 €po.

GTUOWKN) peioen 1 dwwxom e 2-4 £fo.

ACG, AGA, AASLD guidelines




[1epropiopoi oty ypnon Koptildvng

OTUV GLUVLTAPYOVV ETTAOKEG 1| AAAEC TOPEVEPYEIES TNG OAKOOANG

Oc&eia [Taykpeatitioa

Alpoppaylo TETTIKOV

Ne@pikn avendpkeLo

Evepyoc Aotumen

MDEF score > 54




ldentification of responders to
corticosteroids
Early change in bilirubin levels (ECBL)

Prognostic factor Odds ratio (93 % CI) p value
Sex 0.64 (0.32-1.3) 0.21
Age 1.09(1.05-1.14) 0.0002
Early change in bilirubin levels 0.18 (0.08 - 0.37)  0.000005
Maddrey function 1.03 (1.01 -1.04) 0.0001
Serum creatinine 1.006 (1.005-1.01) 0.02
Serum albumin 0.95 (0.88 -1.027) 0.2
Serum gamma glutamyl 1 (0.997 -1.001) 0.43
transpeptidase

Presence of ascite 1.66 (0.63 —4.4) 031
Presence of encephalopathy 1.18 (0.54-2.6) 0.7

238 pts.
P Mathurin, Abdelnour M, Ramond MJ, Carbonell N et al., Hepatology 2003




Mathurin P. Hepatology 2003

G6-month survival in treated patients according to early biological
response (ECBL)
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Fig. 2. Suwival curves at & months in treated patients according to
ECEL.




Prognostic models in severe alcoholic hepatitis

Lille model (n=350 )

R Lille model = 3.19 - 0.101*(age in years) +
0.147*(albumin day 0 in g/L) + 0.0165*(evolution
in bilirubin level in pmol/L) - 0.206*(renal
insufficiency) - 0.0065%(bilirubin day 0 in umol/)
- 0.0096*(prothrombin time in sec).

p<0.000001 http://www.lillemodel.com

Area under the curve
0.89+0.02 {IC : 0.83-0.93).

aaaaaaaaa

I T k2 = R { V¥ )
(=
o
)

1-Specificity

Louvet A et al, Hepatology 2007




Lille Model : 6-months survival in patients treated with steroids

1,00

85+2.5%
"t Lille score < 0.45

0,75

p < 0.0001

Survival
probability
o
n
o

0,25 Lille score 2 0.45

2513,8%

1 1 1 | | 1 L L L l 1 1 1 1 1 1 1 1 | 1

0,00 1 T T T T T 1
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40% tov acBevav ne OAH (DF>32,
Lille model score>0.45) oev amavtovv

OTO GTEPOELON).




Anticytokine therapy

Ilevtolveirivny
PTX: AvactoAcac tnc ovvieonc tov TNF




Pentoxifylline improves short-term
survival of patients with severe AH

49 pts
PTX
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6 o 100
Time (Days)
Akriviadis E. et al. Gastroenterology 2000




ITevto&ueiAivn

4 H enintoon tov HNX <
otV opdoa mov eAdupave IlevtoZveiiivn

12% vs 42%  p<0.001

Akriviadis E. Gastroenterology 2000




Pentoxyfilline in non-responders

o W | B RY N Bl g, ERE R
= i | | s L |- | - -
. o BB N B . = .  E ] "
e’ b Wl Yl W il Yt el wry W
o=

29pts
Corticosteroids Pentoxifylline Interruption of pentoxifylline
Prednisolone 40 mg/day 400mgx3/day after 28 days

f days 28 days

—

121pts. I

Bilirubine at Day7 = day O:
Non responders to corticosteroids

36 non-responders

Louvet et al | Hepatol 2007 (m press)
2008 (48:465-470)




Pentoxyfilline in non-responders

100 %
J Pentoxifylline  29pts
3 Corticosteroids 58pts
70 % -
E o
™ J
= 50% -
= : _‘—\_\_\ p=0.9
€p) i {
2% 3148.6% Vs
D I ] I ] ] I ] I I | I | I | I |
0 15 30 45 60 days

Louvet et al ] Hepatol 2007 (in press)




Non-Responders 6€ 6TEPOEION YOPIG
ECBL 1 ue Lille model score >0.45

B 2 VVEYELD 6TEPOEIOMV 1) placebo peta v
N nueEpa
n
B AAayn oe PTX tnv 71 nuepo

[AIA EITIBIQXH
~25%




Prednisolone or Pentoxifylline for
Alcoholic Hepatitis

MarkR. Thursz, M.D., Paul Richardson, M.D., Michael Allison et al
N Engl J Med 2015;372:1619-28.

m 65 kévrpa, 1103 acOevelc pe copapn PapdTnTa VOGO
AH(ogiktnc Maddrey>32)

CONCLUSIONS:

m Pentoxifylline did not improve survival in patients
with alcoholic hepatitis. Prednisolone was associated
with a reduction i 28-day mortality that did not reach
significance and with no improvement in outcomes at

90 days or 1 year.




Prednisolone or Pentoxifylline for
Alcoholic Hepatitis

MarkR. Thursz, M.D., Paul Richardson, M.D., Michael Allison et al
N Engl J Med 2015;372:1619-28.

B 65 kevrpo, 1103 acOeveic pe coPapn PopvTnta
vocou AH(oetktnc Maddrey>32)

m Youmepocua: H yoprynon mpeoviCoAOvVNC G€

avtifeon pe tnv PTX, oaiveron vo TpoGoioEt
KOO10 Ppoyumpoeclo OPELOC ETPIMONC €
coPopn AH. Q61060 KOVEVE OE OVVOTOL VO
BEATIOGEL TV TPOYVOGTIKN EKPAGT THE VOGOV
TEPOV. TOV EVOC ETOVC.




Xwpic EmPePporopevo
AmotElEG O
m KoAyikivn

m S-adenosylmethionine

® Silymarin
m [Teviciiiouivny (OAH)

m ['Lovkayovo (OAH)
B Avapoiika 6tEpoElot), oxandrolone (OAH)




Therapeutic Algorithm for the Management of Alcoholic Hepatitis

Establish Disease Severity

.

Low Risk:

MDF <32 and 1st week decrease in MDF = 32, presence of HE, or

bilirubin, or MELD <18 and 1st week

High Risk:

MELD 218

decrease in MELD by 2 points

l

t Mutritional

Assessment ! Intervention ‘

Nutritional Assessment / Intervention

|

supportive Care

Consider Liver Biopsy if Diagnosis is
uncertain

& Close follow-up

¥

'

If steroid
confrarmdications
oF early renal
fanlure

|

Frednisolone

Pentoxifylline ‘




ACG, AGA, AASLD Guidelines I'ia Tnv
Moaxpoypovia Avtiuetomion Tnc AH

@ AITOXH oamo v ypnon onbavornc.
m KoAn Opgyn.

B AVTILETOTICT) TOV ETTAOKOV THEC KIPPOGEMG.

m O acBOeveic oto telika otaotoe AH Do mpemer va
AoUBOVOVTOL VT OWIV Y10 LETOLLOGYELGN.




Emioyn acOevouc ue Alkooikn Kippmon yia
OLTx

Megtd 6 pnveg amoyns
CTP score > 11

Grade C

Hepatology 2005




OLTx

otnv coPapn
Oceto AAkooAkn) Hratitioo
OV OEV OTOVTAEL GTOL KOPTIKOGTEPOELON

[ille score > 0.45

[oyvel 0 kavovag g bunvng amroyng ?
(Kovoviko aicOnua mept 0mpedc opydvamv)
“’self induced disease’




H EmBioon peta OLTX
vio. AAkooiik1) Hratikn Noco

Gut 2007
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Time since fransplant [years) lime since transplant [years)

Mo, at sk Mo, at risk:

UK&l 5925  4de3 3747 1157 2542 3093 UK&l w02 708 594 509 414 343
1S A0 844 34 145 22783 23007 125814 14708 U5 786 4706 3v4R 3230 2a1d QORI




2 VUTEPOC LOTIKA

O)or ov ao0cveic pe OAH mpémer va Aapupavovv:
B Evtotikn Opentikn vwootnpien.
B [Ipo@OAOECN Y100 GOVOPOLO GTEPNONC LIE
YADPOOLOLETOEION 1) OLOCETOYUN).
B Ogpomeio Yo TIC TVYOV ETUTAOKES TNG KIPPMGNC.

m Yt oooug yovv DF>32 (m MELD>11 1 GAHS>9) 7
NTOTIKY EYKEPAAOTADELN VO YOPTYOVVTOL GTEPOELOT).

B H PTX omoterel evorraxtikn Oepomevtikn Avon.

®  No yiveron EyKoipn aviyveLGT) QLTMOV TOV OEV. AITOVTOVV
oto otEPoElon (ECBL, Lille model).

B Koto mepintmon TopomoumT) GE EOTKG KEVTPOL.




Evyapiot® yio TRV Tpocoyn Gog




