St. Veiter Gastroenterologen-Gesprache
Chronische Entziindung in der GE, Hepatologie & Rheumatologie
3. Juli 2009

Entzdgs.-Mechanismen & Therapieansatze
bel Immunologischen Hepatopathien

Michael Trauner
Klinische Abteilung far
Gastroenterologie und Hepatologie
Univ. Klinik far Innere Medizin

P01 S,

7 a G ; Ry
&




Immunologische Hepatopathien

 .Klassische® (Auto)immun-Hepatopathien

— AlIH (Prav. 17/ 10°)

— PBC (15_30 / 105) + EXTI"GhepGTiSChG
_PSC (9 / 105) Autoimmun-KH

 Andere H. mit (Auto)iImmunphanomenen
— Med. (DILI)
—HCV, HDV, (HBV)
— A,AT-Mangel
— (N)ASH

med. Boberg et al., Scand J Gastro 1998; 33: 99
UP;E Rautiainen et al., Scand J Gastro 2007; 42: 1347




Autoreactive T cells

Molecular Mimicry
Infections

Genetic Background \ / Retroviruses

Drugs, ...

v
Activation of Autoreactive T cells

|

Organ microenvironment by undefined inflammatory
processes

l
Autoimmune Liver Disease

med e

UNI Modified after: M. Manns 2007




Autoimmun-Attacke bel AlH
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Co -stimuli Class Il K
\> IL-12 'FN'V
= \

IL-4 IL-2

\/ TGF-B T IFN-y

IL- 10
IL-13
med.

Ll Vergani & Mieli-Vergani, Semin Liver Dis 2007; 27:140




Therapie der AIH

e |Induktion der Remisson

Standard Therapie: S 10-20%

- Steroide Non-
- Azathioprin Remission

Responder

l Diagnose, Compliance?

Therapeutische Alternativen

- Cyclosporin Alvares et al., J Hepatol 1999
- FK 506 Van Thiel et al. , Am J Gastro 1995
- Mycophenolat/MMF  Richardson et al., J Hepatol 2000
- Cyclophosphamid Kanzler et al., Z Gastroenterol 1997
- Rapamycin Kerkar et al., Am J Transplant 2005
- Budesonid Wiegand et al., Liver Int 2005
med .
UNI

e Manns & Vogel, Hepatology 2006; 43 (Suppl. 1): S133




Budesonide & Azathioprine for AlH

Final Results of a Multicenter International Trial

Arm 1

Arm 2

med Y
UNI

GRAZ

e Prospective, multi-centre, multinational study

 Randomised, double-blind, double-dummy,
active-controlled, two-arm parallel-group study (n=203)

Month 1 Month 2 Months 3-6
Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8

Prednisone

40 mg/d > 30mg/d 25 mg/d 20 mg/d 15 mg/d 10 mg/d >
40 mg/d ---------- > 30mg/d 25 mg/d 20 mg/d 15 mg/d 10 MQ/d -----m-mmmmmmmmm oo >

Azathioprine
1-2 mg/kg/d =

Budesonide

3mgTID --------- >3 mg TID, upon biochemical remission 3 mg BID ------------------------ >
Azathioprine

1-2 mg/kg/d >

Manns MP et al., AASLD 2008, Presidential Plenary, Hepatol 2008; 48 (4, Suppl.: 376A - 377A)



Complete Response Rates at 6 Months

B Budesonide
O Prednisone

% p=0.00001 P = 0.00004
50 i | |
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0 _

ITT - FAS PP
med e
U%\FE Manns MP et al., AASLD 2008, Presidential Plenary, Hepatol 2008; 48 (4, Suppl.: 376A - 377A)




Therapie der AlH

* Induktion der Remisson (Non-Responder)
 Remissions-Erhaltung (Relapser, Dauer?)

15% Langzeittherapie:
Langzeit- Azathioprin 1-2 mg/kg
o Prednis(ol)on 5-15mg
MLl Budesonid ??? 1-2 x 3 mg

‘Dare to Relapse’

Manns & Vogel, Hepatology 2006; 43 (Suppl. 1): S133
med.e Heathcote, Am J Gastroenterol 2006; 101: S630
Ll OGGH Konsensus 2007




Exzellente Prognose bel PBC Patientlnnen
mit Biochemischem Ansprechen auf UDCA

Responder (AP-40%) Non-Responder
Survival 33'61%

Survival

1 1

"I Standardized population 1 - Standardized population
9 1 9 1
8 8
7 7
i-ﬁ 1 E
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
years years

Pares et al., Gastroenterology 2006; 130: 715

med. Corpechot et al., Hepatology 2008; 48: 871
Kuiper et al., Gastroenterology 2009; 136: 1281




Pathogenese und Therapieansatze bei PBC

Anti-Retroviral? Antibiotika?

Immunolog. Gallengangsschaden

Tamoxifen?
Raloxifen?

Anti-CDZOl(Rituximab)?

!

Cholestase mit Retention von
Gallensauren in Hepatozyten

!

Nekrose, Apoptose,
Fibrose, Zirrhose

!

N Leberversagen

Verstarkung des Gallengangs- | Fibrate?
schaden durch Gallenséuren | Statine?

\(ombinationstherapie

Ursodeoxycholsaure

/ (UDCA) 13-15 mg/kg/d

) | Colchici
‘ |_D- Penici

Meth
CSA, M
Thali '
Azathioprin
Predniso(lo)n

Budesonid 6-9 mg/d

A

Rezente Ubersichten:
Paumgartner & Pusl;

L Tx Silveira & Lindor

Clinics Liver Dis 2008




Nuclear Receptors at the Crossroads of
Metabolism, Inflammation & Regeneration

Bile Acid Metabolism
& Transport

Drug Metabolism Cholestasis &
i Gallstone Disease
Drug Hepatotoxicity Inflammatory Liver &

ﬁ Bowel Disease

Lipid Metabolism v B \\&

To] i GR : L
NAFLD, DyS|IpIdemla, .e Viral Replication
- FXR
Atherosclerosis ~ <—8 /\ —)

Inflammation, Gut Flora?

_ ¥ Y. PPAR Viral Hepatitis
Obesity
. Nuclear receptors p
Type 2 Diabetes, @ = A Liver
Insulin Resistance @ Regeneration &
Gl H i Cancer
ucose Homeostasis : :
Fibrosis Cell Proliferation
med. Liver Repair & Wound Wagner et al., Hepatology 2008

UNI Healing Zollner & Trauner, Brit J Pharm 2009



CFTR, MDR3
Immunological PXR/SXR
Mechanisms Cytokines
_ Transport
Atypical pANCA Defects
CD4-pos. Infiltrates Toxic Bile
Polymorphismen

(HLA, non-HLA)

Inflammation
(rsCkening)
of wall

Fibrogenesis

Intestinal : | :
= schemia
Translocation |PAMPs (LPS...)

med. T & & PSC as Immune-mediated
UNI Gut-primed T cells

Inflammatory “Disease*




PSC: Pathomechanismen — RXx

suppressi
Angiogenese?
UDCA?

 Immunologisch
e .Gut-derived®
e Vaskular

e Toxische Galle

LU

med °
UNI



PSC: Pathomechanismen — RXx

suppresst
?

Model of Death, OLT & Minimal Criteria Endpoints
Adjusted for Mayo Risk Score, Presence of Varices, and Stage

 Immunologisch
e .Gut-derived®
e Vaskular

e Toxische Galle

LU

<«— UDCA

.

med .

Ui Lindor et al., Hepatology 2009; in press (online)




PSC: Pathomechanismen — RXx

 Immunologisch —> suppressi
e Gut-derived” — - CED,
e VVaskular — lagenese?
e Toxische Galle — ?
COOH ‘COOH
Phase 1l 2009
+ Phase 2 2010
HO" ™10 HO" - "VoH Phase 3 2012
UDCA norUDCA Congaton
med.e Fickert et al., Gastroenterology 2006; 130: 465

Ui Halilbasic et al., Hepatology 2009 48: 1972




Overlap-Syndrome

F (40-50) F (Pub, Meno)
AMA ANA, SMA
AP, GGT ALT

Duktopenie, Granulom
UDCA

Mottenfrald, Score
Steroide + Aza

M (30-40)
(pPANCA), MRC
AP

med.e Zwiebelschalen
s UDCA + ERC (Dil.



Overlap-Syndrome

2N
N

lgG4-assoc.
Cholangitis

Autoimmunpancreatitis

med : + 45:
d Steroide Bjornsson et al., Hepatology 2007: 45: -1547
Ghazale et al., Gastroenterology 2008; 134: 706

UNI




Entwicklung der Immunsuppression bel
Lebertransplantation (LTX)

Evolution of immunosuppression
1950s

MAP - Mycophenolic acid prodrugs
AZA - Azathioprine Irradiation
ATG - Antithymocyte globulin
mTORi - mTOR inhibitors AZA-steroids
ILZRmAb - IL2 receptor monoclonal _
antibodies ATG-AZA-steroids
CNI-ATG-AZA-steroids
MAP-CNI-ATG-AZA-steroids
mMTORI-MAP-CNI-ATG-AZA-steroids
ILZRmAb-mTORI-MAP-CNI-ATG-AZA-steroids
2008 Alemtuzumab-Belatacept-IL2ZRmAb-mTORI-MAP-CNI-ATG-AZA-steroids
T A
‘a\-\r‘\m\ab _ e\d(\ase Tolerance profiling A @2//%
.'*._‘ ‘05\(\ ,‘.0(‘5 . . Oﬁ/ 07. /'(9’0
e W o New discoveries ,, 7, /g
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UNI ” Geissler & Schlitt, Gut 2009; 58: 452
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Rezidiv nach LTx — RX

e AlIH (~20%) —>  Prednisolon + Aza
« PBC (~20%) — UDCA
« PSC (~20%) —> ERCP, UDCA?




Zusammenfassung

 Hepatologischer Zugang konservativ
« AIH: Standardtherapie effektiv (NW!) *

« PBC, PSC: Immunintervention zu spat?
— Pathogenese nach wie vor unklar

 Endpunkte (Survival Benefit) — hohe Latte
* Biologicals beli RA/ CED + Leber-KH?
« EASL CPG (PBC, PSC, IAC, Overlaps) **

* OGGH Konsesus 2007
med.e ** J Hepatol 2009; 51: 237
Ll http://www.easl.ch/easl_cpg.asp
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Aufmerksamkeit!
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