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Clinical Case (1)

• A 63 year old woman
• No history of diseases
• Caucasian
• With a depressive syndrom  
• Treated for a AIH type 1 since the age of 62 
• No extra hepatic manifestations
• At the time of diagnosis:

– PT: 72% , 
– ALT: 10 X ULN; AST: 5 X ULN  
– Total Bilirubin: 20 µmol/L
– IgG: 22 g/dL
– ANA: 1/640; SMA: 1/320; anti SLA/LP- ; AMA-
– Liver biopsy: F4 with a moderate activity in the portal tract + Pericentral necrosis 
– HLADRB1*04:01
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Clinical Case (2)

AIH simplified  
score = 8

⇒ Definite AIH



  An induction of therapy was performed by 1mg/Kg prednisolone therapy then 
Azathioprine (1mg/kg) was introduced

– A complete remission (normalisation of ALT and Ig G: 12 g/dL) was 
obtained after 3 months of combination of therapy 

 
– At 1 year because of normalisation of ALT, prednisolone was stopped and 

azathioprine was maintained at a dosage of 50 mg/day

– At 2 years after diagnosis, azathioprine was stopped because of 
maintenance of normalisation of ALT and a marked decrease  level of IgG 
14.5 g/dL       (N < 12.0 g/dL)

Clinical Case (3)



In November 2017: 

– Jaundice
– Ascites and Encephalopathy= 0
– Total Bilirubin: 60 µmol/L,  conj: 35 µmol/L
– ALT: 10 X ULN 
– PT: 58%, V factor: 68%
– IgG: 25 g/dL
– US: heterogeneous parenchyma, no biliary tract 

abnormalities, viral tests (HBV, HCV, HEV) are negative
 

Clinical Case (4)



Questions (1)

The diagnosis of a severe relapse of an autoimmune 
hepatitis  with an icteric decompensation is assessed

• Are there any explanations for this complication ?
● Are the age and the clinical presentation at  the onset of the disease 

anusual ? 
● Presence of cirrhosis ? 
● Other pathological characteristics ? 
● An immunoserological test ? 
● A genetic factor ? 
● Insufficient initial therapy ? 
● Was therapy stopped too soon ?
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EASL Clinical Practice Guidelines: Autoimmune Hepatitis, J Hepatol 2015

Clinical Presentation of Autoimmune 
Hepatitis: A Large Spectrum

25% of patients 
present

 with an acute onset 
of AIH



Age and sex-specific incidence rates of 
autoimmune hepatitis in Denmark, 1994-2012 

Gronbaek et al. J Hepatol 2014
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Baseline factors associated with 
Cirrhosis at AIH at diagnosis

Ngu et al. Hepatology 2013 
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Prediction of Short-and Long-Term Outcome in 
Patients with Autoimmune Hepatitis

Kirstein et al. Hepatology 2015



Predictors of Poor outcome in patients 
with AIH: A population-based study 

Ngu et al. Hepatology 2013 



Long term Outcome of Japanese 
With type 1 AIH

Yoshizawa et al. Hepatology 2012



Long term Outcome of Japanese 
With type 1 AIH

Yoshizawa et al. Hepatology 2012



Autoimmune Hepatitis in the Elderly

Schramm C et al. Am J Gastroenterol 2001
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Clinical and demographic factors 
associated with a poor outcome 

 
Yes:   
- Feld JJ et al. Hepatology 2005

- Werner M et al. Scand J Gastroenterol 2010
- Verma S et al. Am J Gastroenterol 2004
- Al-Chalabi T et al. Clin Gastroenterol Hepatol 2008
- Kirstein M et al. Hepatology 2015

 No:   
- Roberts SK et al. Gastroenterology 1996

-  Radhakristhnan SR et al.  Dig Liver Dis 2010
-  Ngu JH  et al. Hepatology 2013
-  Yoshizawa K et al.  Hepatology 2012

Presence of cirrhosis at presentation: 



Effects of symptoms and cirrhosis on 
natural history and outcome

Feld JJ et al. Hepatology 2005

10 –year survival: 61.9 %
(CI 44.9%-78.9%)

vs
94% 

(CI 87.4%-100%)



Prediction of Short-and Long-Term Outcome in 
Patients with Autoimmune Hepatitis

Kirstein et al. Hepatology 2015



Predictors of Poor outcome in patients 
with AIH: A population-based study 

Ngu et al. Hepatology 2013 



Long term Outcome of Japanese patients 
With type 1 AIH

Yoshizawa et al. Hepatology 2012



Management of cirrhosis

Wang et al. Clinic Rev Allerg Immunol 2017 



Management of cirrhosis
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The conflicting data concerning cirrhosis 
suggest that patients with cirrhosis should 
be offered prompt treatment to avoid hepatic 
decompensation. 



Questions (1)

The diagnosis of a severe relapse of an autoimmune 
hepatitis  with an icteric decompensation is assessed

• Are there any explanations for this complication ?
● Are the age and the clinical presentation at  the onset of the disease 

anusual ? 
● Presence of cirrhosis ? 
● Other pathological characteristics ? 
● An immunoserological test ? 
● A genetic factor ? 
● Insufficient initial therapy ? 
● Was therapy stopped too soon ?



Clinical Case (1)

• A 63 year old woman
• No history of diseases
• Caucasian
• With a depressive syndrom  
• Treated for a AIH type 1 since the age of 62 
• No extra hepatic manifestations
• At the time of diagnosis:

– PT: 72% , 
– ALT: 10 X ULN; AST: 5 X ULN  
– Total Bilirubin: 20 µmol/L
– IgG: 22 g/dL
– ANA: 1/640; SMA: 1/320; anti SLA/LP- ; AMA-
– Liver biopsy: F4 with a moderate activity in the portal tract + Pericentral 

necrosis 
– HLADRB1*04:01



 The different pattern of histological lesions of AIH

Pratt DS et al. Gastroenterology 1997

Te HS et al. Gut 1997

Singh R et al. Am J Gastroenterol 2002

Zen Y et al. Hum Pathol 2007 

In the portal tract: 
Interface hepatitis

Rosetting of hepatocytes
Predominant Lymphocytic/

Plasmacytic infiltration 

In the centrilobular zone:



Histological lesions of AIH:
Centrilobular zonal necrosis as a hall mark of a distinctive subtype of AIH
Aizawa Y et al. Eur J Gastroenterol Hepatol 2016

Typical centrizonal necrosis:
 Marked confluent necrosis 

in the centrilobular zone

Spotty necrosis 
with inflammation 

in the centrilobular zone

≠



Histological lesions of AIH:
Centrilobular zonal necrosis as a hall mark of a distinctive subtype of AIH
Aizawa Y et al. Eur J Gastroenterol Hepatol 2016
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Antigen-Antibody Relation in 
Autoimmune Hepatitis 

(72% des cas, isolé 9-14%)

(78% des HAI, isolé dans 35%)

(6-30%)

(85% des HAI2)

(30% des HAI2)
(Seuls dans 10%)

(50-80%)
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Thanks to Eric Ballot
Immunology Saint Antoine
UMR – S 1193

Anti LKM Ab

Anti LC1 Ab

Anti SLA Ab

Anti Actin Ab

Anti Actin Ab

Type 2 
AIH 

Type 1 
AIH 



Antibodies to Conformational 
Epitopes

of Soluble Antigen Define a Severe 
Form of Autoimmune Liver Disease

Ma et al. Hepatology 2002



Prediction of Short-and Long-Term Outcome in 
Patients with Autoimmune Hepatitis

Kirstein et al. Hepatology 2015
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Therapy 

EASL Clinical Practice Guidelines: Autoimmune Hepatitis J Hepatol  2015



Treatment Response in Patients with 
Autoimmune Hepatitis

No Cirrhosis: 

Initial dose of prednisolone of 1 mg/kg of 
body weight

Tapered to within the next 3 months 
to a maintenance dose to 5 to 10 mg/day

+
From the beginning, combination with 

Azathioprine 
at a dose of 1 to 1.5 mg/kg of body weight

Schramm C et al. Hepatology 2010



The importance of the initial response

Tan P et al. Liver Int 2005
Werner M et al. Scand J Gastroentrol 2010



Baseline factors associated with 
Liver-Related Death or Requirement for Liver transplantation

Ngu et al. Hepatology 2013 
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Long term outcome of patients with AIH

• Are there any stopping rules ?

–  Yes ? 
–   No ?  



Follow-up 

EASL Clinical Practice Guidelines: Autoimmune Hepatitis J Hepatol  2015



Biological Criteria of Remission 
in patients with AIH

Elevated levels of aminotranferases + 

IgG/gamma-globulins, or both 

indicate 

histological activity

Luth S et al. J Clin Gastroenterol 2008
Montano-Loza AJ et al. Am J Gastreonterol 2007



Long term Outcome of Japanese 
With type 1 AIH

Yoshizawa et al. Hepatology 2012



Long term Outcome of Japanese 
With type 1 AIH

Yoshizawa et al. Hepatology 2012

Withdrawal of therapy 
was considered if remission 

was achieved and maintained 
for at least 2 years 

and the patient agree to cessation 



Long term Outcome of Japanese 
With type 1 AIH

Yoshizawa et al. Hepatology 2012
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Clinical Case (4)



Questions (2) 

The diagnosis of a severe relapse with an icteric 
decompensation is assessed

How do you treat this decompensation ? 



Answers

1. The same regimen as the initial one

2. A regimen with lower dosage of steroids and 
azathioprine 

3. An inscription on the waiting list of liver 
transplantation

4. An other regimen of therapy 



  An induction of therapy was performed by 1mg/Kg 
prednisolone therapy then Azathioprine (1mg/kg) 
was introduced

– A complete remission (normalisation of ALT 
and Ig G: 12 g/dL) was obtained after 1 
month of combination of therapy 

 

Clinical Case (5)



Therapy  of Relapse 

EASL Clinical Practice Guidelines: Autoimmune Hepatitis J Hepatol  2015



Follow-up 

EASL Clinical Practice Guidelines: Autoimmune Hepatitis J Hepatol  2015



N (%)
Osteoporosis 25 (12.5%)

Diabetes mellitus 20 (10.3%)

Fatty liver change 19 (9.4%)

Cataract 5 (2.5%)

Compression fracture of 
spine

1

Cerebral bleeding 1

Gastric ulcer 1

Psychiatric problem 1

Yoshizawa et al. Hepatology 2012

Adverse effects of long-term 
immunosuppressive therapy:

Long Term Outcome of Japanese 
With type 1 AIH

n=203



At the begining of January, the patient is 
in good health and has normal liver tests

Latest News
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