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Evaluation of biopsies 

with hepatitis:

Beyond “chronic hepatitis”

Joseph Misdraji, M.D.
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Massachusetts General Hospital

Objectives

 Review the definition of “chronic” hepatitis

 Recognize patterns of hepatitis often mistaken 

for usual chronic hepatitis 

 Generate a differential diagnosis for these 

patterns of hepatitis
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Patterns of Hepatitis

 Chronic hepatitis

 Panlobular hepatitis

 Lobular hepatitis with sinusoidal 

infiltrate

 Zone 3 hepatitis

Chronic Hepatitis

 Inflammation of the liver for longer than 6 months 
duration
 Transaminase elevations (ALT > AST)

 Histologically, dense portal mononuclear infiltrate 
characterizes chronic hepatitis
 Interface hepatitis is at least focally present and may be 

marked

 Relatively less lobular inflammation in most cases

 Variable fibrosis
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Hepatitis C

Interface hepatitis
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Differential Diagnosis

of Chronic Hepatitis

 Chronic viral hepatitis

 Usual chronic autoimmune hepatitis

 Portal inflammation in non-alcoholic fatty 

liver disease

 Metabolic disease

 Wilson’s Disease

 Alpha-1-antitrypsin deficiency

 Drugs

Acute hepatitis

 Transaminase elevation less than 6 months 

duration.

 The clinical differential diagnosis is acute viral 

infectionș acute presentation of autoimmune 

hepatitis; drug; unusual infections.

 Very high transaminases can also be seen in 

hepatic necrosis, Budd-Chiari, etc.
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Panlobular Hepatitis

 Mononuclear inflammation and hepatocyte 
injury of entire lobule (acute hepatitis)

 Portal inflammation and portal expansion is 
usually seen, and causes confusion with 
chronic hepatitis.

 The differential diagnosis for panlobular 
hepatitis: Viral infection, acute 
autoimmune, drug hepatitis. 

 If there are many plasma cells in clusters, 
autoimmune hepatitis is favored.

Case 1

 55 year old woman. 

 Liver biopsy for hepatitis C
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The diagnosis rendered

 “Moderately active chronic hepatitis”

 Stage 2 of 6 Ishak (portal fibrous expansion of 

most portal tracts, without bridging).

 Clinician calls to ask for confirmation of 

“chronic” HCV because she wasn’t sure if it was 

acute or chronic. 
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Acute HCV

 Accounts for 15% of acute hepatitis

 Usually asymptomatic or present with only slight 

fatigue, so unusual to see acute HCV

 Often shows similar features to chronic HCV 

but with more lobular inflammation, more 

numerous acidophil bodies and many ceroid 

laden macrophages

 Portal expansion may mimic fibrosis
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Case 2

 50 year old woman with a biopsy submitted with 

clinical information: “Elevated liver function 

tests” and diagnosed as “Moderately active 

chronic hepatitis.”
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The full story

 Patient presented acutely with flu-like symptoms and 

jaundice.

 Transaminases 2000.

 Started on steroids and LFTs normalized.

 ANA positive 1:160.

 Correct pathologic diagnosis: Panlobular hepatitis with 

numerous plasma cells, consistent with recent onset 

AIH.
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Case 3

 13 year old girl who presents with ALT 1090, 

AST 392, ANA 1:640.

 Final diagnosis: Acute hepatitis A

 HAV IgM

 Resolved entirely

 ANA repeated, negative
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Case 3 continued

 The biopsy was called Marked portal and 

periportal hepatitis.

 The expansion of the portal tracts was 

interpreted as chronic changes, more consistent 

with autoimmune.

 The eosinophils suggested drug.
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http://www.acclaimimages.com/_gallery/_image_pages/0113-0812-2721-0526.html
http://www.acclaimimages.com/_gallery/_image_pages/0113-0812-2721-0526.html
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Example

 A 52 year old woman diagnosed with cirrhosis.

 Previously well. Began to feel unwell during a 

trip to Grand Canyon 3 months prior to bx.

 Elevated LFTs (400s initially, 150s seven months 

later). All studies negative. 
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Subsequent biopsy at 8 months
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Key Points

 If the lobules show significant inflammation and 
transaminases are high, consider panlobular 
hepatitis.

 The differential is Viral, Autoimmune, Drug

 Exercise caution when interpreting the 
trichrome stain in inflamed biopsies, and 
consider periportal necrosis, briding necrosis, or 
collapse
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Case 4

 66 year old man, previously well, develops a rash, night 

sweats, jaundice.

 Diagnosed as autoimmune hepatitis, and started on 

steroids.

 Patient discontinued his medication after 4 weeks.

 Resolved without further therapy.
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Lobular Hepatitis with 

Prominent Sinusoidal Infiltrate

 *EBV

 Other viruses, such as CMV, HCV.

 Drug reaction

 Unusual infections – Typhoid fever, Rickettsiae, 
syphilis

 Other conditions include celiac, PBC, 
sarcoidosis, leukemia (if atypical)
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In situ hybridization for EBV encoded RNA (EBER)

Exemestane reaction (aromatase inhibitor for treatment of ER+ breast ca.)
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Celiac patient
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Key Points

 A “sinusoidal” pattern in lobular hepatitis 

suggests specific possibilities. 

 EBER should be performed on these cases, if 

available, or serology for EBV.

 Even if the patient is older, it can be EBV.

 In some cases, you must judge whether the 

better dianosis is lobular hepatitis with 

sinusoidal infiltrate or panlobular hepatitis

Case 5

 45 year old female with recent LFT elevations 
(ALT 1280).

 Biopsy interpreted as severe chronic active 
hepatitis with marked bridging fibrosis and early 
nodule formation.

 Clinician and patient alarmed at the potential for 
cirrhosis despite acute presentation.

 Low titer SMA, otherwise negative autoimmune 
markers.



6/24/2015

30



6/24/2015

31

Follow up

 Pathologic diagnosis “Zone 3 hepatitis with 

centrilobular necrosis”

 LFTs resolved without therapy – presumably a 

toxic reaction.

 Clinician attributed the event to weight loss 

program with nutritional shakes.
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Case 6 

 31 year old woman, recently on Terbinafine for 

onychomycosis (but not currently). Presents 

with elevated LFTs for 4 months (ALT 144)

 ANA negative; SMA 1:160

 One month later, ALT 98, and biopsy 

performed

 Diagnosis rendered: Moderately active chronic 

hepatitis
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Zone 3 Autoimmune hepatitis

 ANA may or may not be positive

 Plasma cells may or may not be present but at 

least many lymphocytes and acidophil bodies

 Responds to steroids

 May remain zone 3 or become portal in the 

future biopsies

 Some patients seem to have this for a long time 

but do not develop progressive fibrosis 
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Zone 3 Hepatitis

Inflammation and hepatocyte loss predominantly in the 
centrilobular region with relatively less portal 
inflammation

 *AIH, variant pattern. Tends to be more lymphocytic, +/-
plasma cells

 Drug reaction – May have more histiocytes and eosinophils.

 Acute viral hepatitis – Not usually restricted to zone 3 but 
can be accentuated in zone 3

 Ischemia, outflow obstruction – Hemorrhagic or 
coagulative necrosis

 Specific situations – hepatitic GVHD, rejection

Key Points

 Zone 3 hepatitis or necrosis is often mistaken 

for portal based hepatitis.

 The most likely explanations are autoimmune 

hepatitis and a drug reaction.

 Zone 3 autoimmune hepatitis does not always 

have high ANA or plasma cells.
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Summary

 In a biopsy with much lobular inflammation, 

consider panlobular (acute) hepatitis.

 Beware of interpreting the trichrome stain in 

very inflamed biopsies as fibrosis/cirrhosis.

 If the lobular infiltrate is lymphocytes in 

sinusoids, consider EBV and other specific 

entities.

 If the inflammation is zone 3, consider 

autoimmune hepatitis (lymphocytes) and drug 

(macrophage rich).


