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Problemi aperti nella terapia 
dell’epatite autoimmune



• High/very high ALT levels (>5x in 76%) 

• Elevated IgG in 75%

• At least one or more of the following 
autoantibodies: ANA, SMA, anti-LKM1, 
anti-LC1, anti-SLA (95%)

• Histology:interface hepatitis

Autoimmune hepatitis

Total protein:100gr/L
Albumin:36.6%
Gammaglobulin:40.5%

IgG: 3513mg/dL
IgA: 687 mg/dL
IgM: 97 mg/dL



1721 AIH patients, 72% women, incidence peak 70 years. 77 OLT in 15 year follow-up
Incidence rate 1.68/100000/year ((1994), 2.33 (2012). 2.6 higher in women/man
Prevalence 23.9/100000 (34.6 for women, 13 for men) 

J Hepatol 2014;60:612-617
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Clinical presentation of AIH
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Acute Autoimmune Hepatitis

Diffuse lobular inflammation, ballooning, lobular disarray and spotty necrosis



Centrilobular necrosis 

• Centrilobular injury  with prominent hepatocellular necrosis  and 
lymphoplasmacytic infiltration has recently been recognized in the spectrum of 
AIH and may represent an early stage of the disease

• Centrilobular necrosis is the predominant finding in 29% of biopsies and the 
only finding in 2/3% of the cases (Hofer 2006, Miyak 2007)





Dig and Liver disease 2018;50:698-702 



Kirk AP et al. Gut 1980;21:78-83



Effect of prednisone 
and azathioprine in 

autoimmune hepatitis

treatment

A: induction therapy naive patients

B:induction therapy relapse AIH patients

C:maintenance therapy AIH patients

Lamers MMH 2010



AIH

0.5-1mg/kg/d predniso(lo)ne

Good Response

Increase to 

100mg prednisolon i.v.

Response

Insufficient response

Consider 

non-compliance 

Add azathioprine

gradually

up to 1 – 2 mg/kg/d

Refer to specialist centre

for confirmation of diagnosis, 

LTX-evaluation and/or

alternative immunosuppressives

Manage

alternative diseaseTaper steroids

(ideally trial of

steroid withdrawal)

Individualize doses

(consider checking 6-TG levels) 

to achieve and maintain

normal ALT and IgG

Insufficient response

Azathioprin-

intolerance

second-line therapy

(usually MMF)

Consider 

alternative diagnoses 

EASL CPG 2015
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Budesonide

Manns et al. Gastroenterology 2010; 139:1198-206 
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Analysis

Budesonide

Prednisone

p=0,001 p<0,001

n=203 Patients

Double blind, multicentre trial

Prednisone 40 mg tapering versus
Budesonide 3 x 3 mg (both + 
Azathioprine)

Complete biochemical remission and 
absence of predefined  steroid specific 
side effects 

(moon face, acne, buffalo hump, hirsutism, striae, diabetes, 

glaucoma, increased intraocular pressure)

 Unknown value in maintainig remission
 Unkown long term outcome of AIH 

patients receiving budesonide
 Unclear histologic effect
 Controindicated in cirrhosis



CPG (Budesonide)
Budesonide (9 mg/day) plus azatioprine may therefore
be considered in treatment-naive non cirrhotic patients
with early stage disease and in whom untoward major 
steroid specific side effects are highly anticipated.  
However, we have little information about the best 
approach to dose reduction in budesonide treatment. 
Due to the short half-life of budesonide, it is not clear if
reduction to twice daily (6 mg) and to once daily (3 mg) 
dosing is reasonable, or if the thrice daily dosing should
be continued, reducing individual dose from 3mg to 2mg 
and 1 mg 

EASL CPG 2015



Remission



Hoeroldt B. et al Gastroenterology 2011;140:1980-1989



Dhaliwal H. et al. American J Gastroenterol 2015;110:993-999

Histologic response  to treatment  after 24 
months in maintained biochemical remission



Biochemical response to immunosuppression
( after 6 months; 92 patients)

Schramm et al. Hepatology 2010;52:2247-48
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 Cirrhosis

 Younger age or longer duration of disease 

before treatment

 Presence of anti-Ro52 and/or anti-SLA

 HLA B8-DR3 phenotype

Risk factors for an incomplete response to treatment  and 
poor prognosis



Alternative options for 
insufficient response

Intolerance

• Measure aza metabolites

• Steroid monotherapy

• Budesonide

• 6-MP

• MMF

Insufficient response

• Concomitant diagnosis

• Check adherence

• Increase aza (up to 2,5 mg/kg)

• Add tacrolimus

• Add rituximab

• Add infliximab



Clinical Gastroenterology and Hepatology2017;15:1950-1956



Second and third-line treatment in AIH

There are no controlled studies investigating 
second and third-line treatment options in 
patients with AIH

Treatment recommandations are based on local 
expertise and published small case series

The choise of treatment should be guided by the 
severity of disease, comorbidities, age and 
patient’s preference



Open issues concerning the standard 
treatment

Definition of the best induction protocol and definition 
of appropriate early response  (6 months?)

 Is there a role for more aggressive, top down 
management at induction
 Low ALT and IgG values are adequate for defining 

biochemical remission? 
 Should immunosuppression be intensified if elevated 

IgG but normal ALT? 
What is an acceptable maintenance steroid dose?
When third–line therapy instituted  



Thank you for your attention


