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Autoimmune Liver Diseases 

Cholestasis Hépatitis 

AIH 

PSC 

PBC Prevalence  

10-20 /105 

Prevalence 

5-20 /105 (?) 

 

Prevalence     

8-14 /105 (?) 

 

(1 / 1200  

women  >45 yrs  

in France) 

 

 Numerous variant forms 



Autoimmune Overlap Syndromes 

AIH 

PSC 

PBC 



AutoImmune Hepatitis: Main Features 

Features Type 1 Type 2 

Characteristic 

autoantibodies 

ANA, ASMA 

Anti-actin antibody 

Anti-SLA/LP antibodies 

Anti-LKM-1 antibody 

Anti-LC-1 antibody 

Age at presentation All ages Children and young adults 

Sex F:M = 3:1 F:M = 10:1 

Clinical phenotype Variable Generally severe 

Histologic features 

at presentation 

Broad range: 

Mild disease to cirrhosis 

Generally advanced 

inflam/cirrhosis common 

Treatment failure Rare Common 

Relapse Common Very Common 

Need for long-term 

maintenance 

Common Approximately 100% 



AIH Treatments: Efficacy 

(Kirk et al, Gut 1980) 

Prednisolone, 15 mg/d, 4.5 yrs, n = 22 

Controls, n = 22 

(Dufour et al, Ann Intern Med 1997) 

 



Indications for Immunosuppressive Treatment 

ABSOLUTE 

 

 AST ≥ 10 ULN 

Or 

 AST ≥ 5 N and 

 γglobulins ≥ 2 ULN 

Or 

 Bridging necrosis 

or multiacinar 

necrosis 

 

RELATIVE 

 

 Symptoms (fatigue, 

arthralgia, jaundice) 

Or 

 Elevated AST 

and/or γglobulins 

but less than 

absolute criteria 

Or 

  Interface hepatitis 

 

 
(AASLD Practice Guidelines, Hepatology 2010) 

 

NONE 

 

   Asymptomatic 

 with normal or 

near normal AST 

and γglobulins 

 

   Inactive cirrhosis 

or mild portal 

inflammation 

(portal hepatitis) 

 

  Close follow-up +++ 

(6 months) 

 

 



Outcome and Prognostic Factors 

France Canada 

(Corpechot et al, EASL 2007) (Feld et al, Hepatology 2005) 

Prognostic factors at presentation: 

 fibrosis F3-F4 
(sub-fulminant hepatitis excluded) 

Prognostic factors at presentation:  

cirrhosis (+/- age) 

 

Other prognostic factors: African-American men, incomplete biochemical  

response, inflammation on liver biopsy (on treatment), multiple relapses… 



AASLD Practice Guidelines, Hepatology 2010 

HAI – Treatment (AASLD) 

Monotherapy Combination Therapy 

Predniso(lo)ne Predniso(lo)ne Azathioprine 

(mg/d) (mg/d) (mg/d) 

Semaine 1 60 30 50* 

Semaine 2 40 20 50* 

Semaine 3 30 15 50* 

Semaine 4 30 15 50* 

Maintenance  

until end point 
20 and below 10 50* 

Combination therapy: preferred regimen, unless cytopenia, 

pregnancy, malignancy, expected short course (< 6 months) 

*: 1-2 mg/kg/d in EU 



Outcome of AIH under Therapy 

Standart Treatment  

Remission (clinical 

and biochemical) 

without intolerance 

75% 

(Manns et al. Hepatology 2006) 

Poor Response  

and/or  

intolerance 

25% 

 

 



Treatment  Withdrawal 

« Liver-biopsy assessment prior to termination of treatment is the 

only method by which to ensure full resolution of the disease and 

an optimal end point of therapy ».     

            (AASLD Practice Guidelines, Hepatology 2010) 

 Lack of inflammation : 20% relapse 

 « Portal hepatitis» : 50% relapse 

 Interface hepatitis : 100% relapse 

N.B. 1) histological  remission lags behind biochemical remission by 3 -12 months 

   2) interface hepatitis in 55% of patients with normal ALT and γglobulins  

(Czaja et al. Gastroenterology  1981) 

« Patients should experience a minimum duration of biochemical 

remission before immunosuppression is terminated after at least 

24 months of therapy ».     (AASLD Practice Guidelines, Hepatology 2010) 



Budesonide and AIH (1) 

Randomized controlled trial Budesonide (9 mg/d) vs Prednisone (40 mg/d),  both 

combined with Azathioprine (1-2 mg/kg/j)     (Manns et al, Gastroenterology 2010) 

208  non-cirrhotic patients 

Sustained remission at12 months under Budesonide 6 mg/j + AZA 

Switch Prednisone  Bude M6:  40% stéroïds side effects  M12 

Normalisation of ALT at 6 months 

without side effects (intent to treat) 

Normalisation of ALT at 6 months 

(intent to treat) 



Budesonide and AIH (2) 

 Negative comments on the trial: 

• Bilirubin and IgG: NS 

• Low response rate in the Prednisone group 

• Long term outcome (histology) ? 

 

 In clinical practice: Budesonide instead of prednisone 

• Initial treatment of non cirrhotic and non severe AIH 

• Relative contraindication to steroïds 

• Steroïds side effects (switch) 

N.B. Cirrhosis - Budesonide: Side effects +++, portal thrombosis(?) 

 

 Room for Budesonide in maintenance therapy  (instead of 

azathioprine) ? 

 

 

 

( Hempfling et al, Hepatology 2003) 



Alternative Treatments  

(Treatment Failure or Drug Intolerance) 

 Treatment failure:   AASLD Practice Guidelines, Hepatology 2010 

 High dose prednisone (60 mg/d) or prednisone (30 mg/d) 

in combination with azathioprine (150 mg/d)              

before considering alternative drugs 

 

 Alternative drugs: 

 Cyclosporine: ++ 

 Mycophenolate mofetil: mainly in patients intolerant to 

azathioprine 

 Others: tacrolimus, cyclophosphamide, sirolimus,        

anti-CD20…      few data available 

 

 



Pred. 

(mg/d)  

Aza.  

(mg/d) 

AIH – Usual Treatment Regimens in France 

30 -40 

50 – 75 

Initial  

Therapy 

0 - … 

100 - 150 

Maintenance 

Therapy 

 5 / 1-4 sem 

 

Biochemical  

remission 

Treatment 

Withdrawal ? 

Liver Biopsy 

≥ 24 months 6-12 months 

 25 / month 

 ou 

Bud. 
9  à 6 mois 0 - … 

 



Primary Biliary Cirrhosis (PBC) 

 Chronic inflammatory 

autoimmune disease. 

 Targeting mainly the biliary cells 

lining the small bile ducts. 

 Affecting mostly women 



PBC: 3 Major Forms 

(R Poupon, J Hepatol 2010) 

 

10-15% 5-10% 80-85% 



PBC: Natural History 

All deaths 

Median age at diagnosis: 62 yrs 

(Prince et al, Gut 2004) 

Liver deaths 



Natural History of PBC: Prognostic Models 

(Crosignani et al, World J Gastroenterol 2008) 



PBC Treatment 

(AASLD Guidelines, Hepatology 2009) 

 



(Lindor et al, Gastroenterology 1994)  

Mayo UDCA–PBC Trial: Treatment Failure* 

P = 

0.0003 

*: death; liver transplantation; histological progression; development of varices, ascitis, or 

encephalopathy; doubling of bilirubin levels; progression of fatigue or pruritus; drug 

toxicity; or voluntary withdrawal. 

(13-15 mg/kg/d) 

180 patients 



UDCA and Histological Progression 

(Corpechot et al, Hepatology 2000) 

 

Markov model, 162 pairs of liver biopsy specimen 



Long-Term Survival in UDCA Treated PBC 

(Poupon et al, Hepatology 1999) 

 

n = 225 

P <  0.04 

P <  0.0001 

 

P <  0.01 

 

NS 



Prognostic Factors under UDCA 

(Corpechot et al, Hepatology 2008) 
 



Biochemical Response to UDCA 

Definition of biochemical response:  

ALP ≤ 3 ULN, AST ≤ 2 ULN and bilirubin ≤ 1 mg/dL  

after 1 year of treatment 
 

(Corpechot et al, Hepatology 2008) 
 

n = 292 

Responders (61%) 

Non-responders (39%) 

 



Patients with Incomplete Response to UDCA: 

Propositions 

 No validated recommendations 

 

  UDCA dosage ? (if UDCA < 40% total serum bile acids) 

 

 Saint-Antoine policy in patients with significant interface 

hepatitis (not fullfilling overlap criteria): 

 Budesonide (3-6 mg/day) (in non-cirrhotic patients) 

  ± Mycophenolate mofetil (1-1.5 g/day) 

 

 Emerging treatments: 

 FXR agonists: obeticholic acid 

 PPARα agonists: fibrates 

 

 

 



Primary Sclerosing Cholangitis (PSC) 

     Inflammation and fibrosis of both intra and extrahepatic 

bile ducts 



PSC: Natural History 

(Ponsioen et al, Gut 2002) 

 

n = 174 

LT : 8% 



PSC and Cholangiocarcinoma 

Kornfeld et al, Scand J Gastroenterol 1997 

n = 125 
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Years after PSC diagnosis 

1 yr after diagnosis of PSC:   

 - hepatobiliary malignancy: 1,5% /yr (n = 604) (Bergquist et al, J Hepatol 2002) 

 - cholangiocarcinoma: 0,6% /yr (n = 161) (Burak K et al, Am J Gastroenterol 2004) 

Difficult  diagnosis 

No clinically useful prognostic variables 



Prognostic Models 

Main prognostic factors: 

 ♠  age, serum bilirubin,  

 ♠  histological staging +/- cholangiographic scoring 

(AASLD Guidelines, Hepatology 2010) 

 

 



Small Duct PSC (5 - 10%) 

(Angulo et al, Hepatology 2002) 

1.0
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Classic PSC

n = 36

Small-Duct

n = 18

p = 0.040

→ 25% large duct PSC at 10 yrs 

No cholangiocarcinoma 



 

 Main characteristics : 

• Pancreatic involvement (inconstant) 

• Abrupt jaundice, Age > 50 yrs 

• IBD unfrequent 

•  IgG4 (not always !) 

• Steroid responsiveness +++ 

 

 

 

 

(Hepatology 2007) 

 



Treatment of PSC 

 Liver transplantation is the only therapy of proven 

efficacy 

 

 Specific therapy: 

• UDCA ? 

• Endoscopic  therapy ? 



PSC and Endoscopic Therapy 

(Björnsson et al, Am J Gastoenterol 2004) 

No randomized controlled studies 

(AASLD Guidelines, Hepatology 2010) 

 

 Current policy: careful selection  

 (no disseminated intrahepatic changes)  



UDCA and PSC (1) 

 Role for slowing PSC progression unclear 

17-23 mg/kg/d 

 

(Olsson et al, Gastroenterology 2005) 

 

 

NS 

(Lindor et al, Hepatology 2009) 

28-30 mg/kg/d 

 

RR = 2.11 (1.04-4.28) 



UDCA and PSC (2) 

(EASL Guidelines, J Hepatol 2009) 

(AASLD Guidelines, Hepatology 2010) 

Current policy in France: 

♣ portal hypertension or extensive fibrosis: UDCA 8-15 mg/kg/d 

♣ other cases: UDCA 20 mg/kg/d 

   very high doses  (28–30 mg/kg/d) should not be used 



PBC/PSC-AIH Overlap Syndrome 
(PBC/PSC with AIH Features) 

 

 

 

(EASL Guidelines, J Hepatol 2009) 

Standardization of diagnostic criteria not achieved  



F : 

UDCA: 4/8 

UDCA + CS: 0/6 

P = 0.04 

(Chazouillères et al, 

J Hepatol 2006) 

 

Suivi: 7,5 ans 



Treatment of Overlap Syndromes 

 

 

(EASL Guidelines, J Hepatol 2009) 

(AASLD Guidelines, Hepatology 2010) 

 



Conclusions 

Specific Treatments: 

 High efficacy: 

• AIH (steroïds, immunosuppressors) 

• Early PBC (UDCA) 

 

 Poor efficacy: 

• PSC (UDCA, endoscopy) 

• Advanced PBC (UDCA) 

 

Liver transplantation (non specific): 

High efficacy 

Potential recurrence 

 

 

 


