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Autoimmune Hepatitis

• Annual incidence 1.9/100 000 in N Europe

• Prevalence 16.9/100 000

• ~5% all liver transplants

• Female preponderance (4:1)

• All ages and ethnic groups

• Type 2 (LKM1 positive) more common in 
Europe



Scoring system



Treatment

• Oral prednisolone 40-60 mg 

– taper as ALT improves

• Azathioprine 50-150 mg 

– depending on weight and response

• Rapid response: decreased disease progression 

– no symptoms, ALT < 2 x ULN, normalised IgG

• ~50% develop cirrhosis 

– prognosis still good (10% mortality in 15 years)



Biopsy

• Diagnosis – part of scoring system

• Staging- need for surveillance

• Monitor response – slow responders, 

possible additional diagnoses

• Stopping treatment



Case 1

• Sept 2017:17 year old male presents to GP 

with 4-6 weeks of malaise

• GP notes mild jaundice on examination

– Bilirubin 64 micromol/l 

ALT 866 U/l

Alk phos 154 U/l

GGT 396 U/l



• Referred to infectious diseases unit

• Further history -

– Occasional right upper pain, rash 2 weeks 

previously, 4 kg weight loss, 2 days diarrhoea

• PMH Football injuries, dermatitis

• Social Gym 4-5 times per week, non-drinker 

and non-smoker

• Diagnosis of probable viral hepatitis



Investigations

• Hepatitis A,B,C and E negative

• CMV,EBV negative

• Ferritin 813

• Caeruloplasmin 0.27 g/l (normal)



Hepatology referral

• Reviewed by registrar on 17/9

• History revisited -

– taking supplements for muscle bulking
• My protein- alpha man

• My protein- Vit D3

• My protein BCAA- Vit B6,leu,isole

• Bili 71
ALT 895
ALP 153

• Immunoglobulins and auto-antibodies requested



• IgG 30.85 g/l (2x ULN)

IgA 1.9
IgM 1.18

• Reviewed on ward regularly 

• Bloods on 29.09 bili 63

ALT 1288 U/l

ALP 174 U/l
INR 1.0



Admitted for biopsy

• Bili 43, ALT 995

• History revisited – aunt and maternal 

grandmother both had rheumatoid arthritis































Biopsy findings

• severely active lymphoplasmacytic hepatitis

• mild fibrosis

• in this setting: c/w recent flare of 

autoimmune hepatitis with only incipient 

fibrosis



Treatment

• Started 40mg prednisolone and discharged

• 12.10 (1 week later)bili 24
ALT 443

ALP 133

• 19.10 – autoantibodies- AMA negative, 
LKM1 negative, anti-nuclear antibody 
positive 1/640, anti-ds DNA 32. 6 (ULN 20), 
smooth muscle antibody borderline positive



Follow- up

• 08.11.17 Reduced prednisolone, commenced 
azathioprine at 50 mg 

bili 20

ALT 110
ALP 94

• 19.12.17 Prednisolone reducing 
bili 7
ALT 38
ALP 97



• 31/01/18Seen in clinic well. Pred 10mg, 
increased azathioprine to 75 mg

bili 25
ALT 236
ALP 295

Prednisolone increased to 20mg

• 13.02.18 bili 20
ALT 180
ALP 266



• Apr 18 ALT reduced to 67 , prednisolone
dropped to 15mg

• Dec 18 ALT 54 – acne an issue switched to 
budesonide

• Jan 19 ALT 134- trial of advagraf (not 
tolerated)

• Mar 19 ALT 130- Budesonide increased, 
Azathioprine increased to 125mg



Case 2

• 2007 Hypertension, endstage renal disease
Commences haemodialysis

• 2011 Renal transplantation

• Immunosuppression- once-daily tacrolimus, 
mycophenolate mofetil, prednisolone

• Good kidney graft function

• Working full-time

• AF, hypertension

• Warfarin, nifedipine, atorvastatin, lansoprazole



Liver tests
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• May 2017: admitted with ascites, peripheral

oedema

• Liver screening tests negative

• Hepatitis E antibody positive

• HEV pcr positive – retrospective positive too

• Mycophenolate stopped

• Liver biopsy- transjugular

















Biopsy findings

• Severe fibrosis & loss of vascular relationships

– c/w cirrhosis

• Minimal lymphocytic hepatitis with hepatocyte single 

cell death

– not diagnostic but c/w chronic HEV

– no other disease pattern evident



Management

• Advagraf reduced to 1.5mg daily, pred 5 mg

• Commenced ribavirin 400mg bd

• ALT 32

• Repeated HEV RNA every 6 weeks

• 20.12.17 HEV RNA negative in blood 

• 15.02.18 HEV RNA negative in blood 

and stool. Ribavirin stopped.



• June 2018 ALT increased to 268, Bili 30

HEV RNA positive again 

Recommenced ribavirin

 Aug 18 ALT 13

 Sept 18 E. coli septicaemia- died



Chronic hepatitis E
• Solid organ transplantation

• Haematological malignancy Tamura2007, Tavitian2010

• stem cell transplantation Peron2006

• including reactivation

• Pauci-immune vasculitis 

• SLE on treatment Grewal2014

• HIV with low CD4 count Dalton2009, Kaba2011

• CD4 T cell defect HonerZuSiederdissen2014





HEV ‘hot spots’ in Europe 

Worldwide HEV viraemia in blood donors

Australia, 2015: 1:14,799–74,1318,9

Canada, 2017: 1:13,99310

China, 2016: 1:1,00011

Japan, 2011: 1:8,17315,07512,13

USA, 2016: 1:9,50014

References included in slide notes.

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 (and supplementary materials) [Epub ahead of print]

Scotland, 2016: 1:2,481 donors viraemic1

SW France, 2016: incidence 34%2

The Netherlands, 2014: 1:600 donors viraemic3

Western Germany, 2015: 1:616 donors viraemic4

Czech Republic, 2015: 400 lab-confirmed cases5

Abruzzo, Italy, 2016: seroprevalence 49%6

Western/Central Poland, 2018: seroprevalence 50%7
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Chronic HEV management



Case 3

• Dec 2015, GP referral to hepatology: HBsAg +

• March 2016 Clinic appointment

50 year-old male born in Vietnam

UK resident for 30 years

• No family history of hepatitis B

• Past history of treated pulmonary TB

• Ex-smoker, drinks 4 units per day

• 55 kg in weight



Investigations

• HBeAg negative, anti-HBe positive

• ALT 64, GGT 404

• Ferritin 1071

• Autoantibodies negative

• HCV/HIV negative

• Hepatitis Delta negative

• Cholesterol 5.5 mmol/l



Further assessment

• HBV DNA 40,253 IU/l

• Hyaluronic acid 14.8 ng/l

• Liver stiffness 4 kPa (Fibroscan)



Follow-up

• June 2016 ALT 40 , GT 311

ferritin 617
HBV DNA 6,076 IU/l

• Sept 2016 ALT 45 
HBV DNA 638

• Jan 2017 Liver biopsy- male over 50, ALT 
around ULN variable viral load

























Biopsy findings

• No significant hepatitis or hepatitic fibrosis

– Abundant HBV sAg+ hepatocytes (cAg-)

– c/w HBeAg-negative chronic HBV infection

• Steatosis 

– macrovesicular (large, small droplet),

– minimal peri-sinusoidal fibrosis

– microvesicular with mega-mitochondria

• c/w alcohol-associated foamy degeneration



Further management

• No indication to treat chronic HBV

• Advice – reduce alcohol, drink coffee

• Monitor –ALT, HBV DNA

• Fibroscan every 2 years

• No need for HCC surveillance



New nomenclature in chronic HBV



When to treat: guidelines 

• HBeAg +/-, with HBV DNA > 2000IU/ml, ALT >ULN (40) 

and/or at least moderate liver necroinflammation/fibrosis.  

• Cirrhosis with any detectable HBV DNA

• HBV DNA >20,000 and ALT >2x ULN

– regardless of fibrosis

• HBeAg positive with persistently normal ALT may be 

treated if >30 years of age, regardless of fibrosis severity



Chronic HBV assessment

J Hepatol 2015:237-264



Treatment options

• Pegylated interferon 

– defined duration  for 48 weeks

– stopping rules at 12 or 24 weeks depending on 
genotype, HBV DNA and HBsAg levels

• Oral antivirals- tenofovir disoproxil fumarate 
(TDF), entecavir (ETV) and tenofovir
alafenamide (TAF)

– no dose reduction unless CrCl <15

• Potent minimal ( if any resistance)


