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82 Y OLD MALE
Initial history received:

• Abdominal fullness 
• Nausea/Vomiting
• “Elevated” LFTs 

• Prostate adenocarcinoma in 2016
• Renal Cell carcinoma in 2019



















Differential Dx?





Our investigation
PMHx

• Long history of Hypertensive disease 
• CHF/Atrial Fibrillation - since 2014
• Renal Failure and Chronic Anemia (2019)

• No Tobacco, Diabetes, or Obesity
• Alcohol use: “Not for many years”
• Hyperlipidemia  



Our investigation
PMHx

• Developed abdominal fullness (Ascites)- 2022
• “Elevated” LFTs on 5/13/2022

– AST: 96 U/L
– ALT: 21 U/L
– Alk Phos: 147 U/L
– Bil. Tot: 2.6

• Serology: Viral hepatitis all negative
• ANA positive 1:40 (Low titer)
• Anti-SMA: negative



MEDICATIONS

• Antiarrhythmics: 
– Amiodarone 200 mg daily x96 months

• Anticoagulant for AF:
– Eliquis (Apixaban) 2.5 mg 

• Antihypertensives:
– Norvasc(Ca++ channel blocker)
– Furosemide



TRANSJUGULAR LIVER BIOPSY 
PERFORMED

DIFFERENTIAL DIAGNOSIS ???



TRANSJUGULAR LIVER BIOPSY DX

• Hepatocellular injury characterized by 
ballooning degeneration of hepatocytes,  
abundant periportal Mallory-Denk bodies, and 
advanced bridging fibrosis c/w cirrhosis. 

Differential Diagnosis:
 Alcoholic steatohepatitis vs NASH

– Favor amiodarone-induced hepatotoxicity 
associated with early cirrhosis.  





Ubiquitin







CK7
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Diff: Dx
Alcoholic Steatohepatitis
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Discussion



Histopathologic Analysis of 
Suspected

Amiodarone Hepatotoxicity



INTRODUCTION

• Amiodarone (AD) is a cationic amphophilic, 
iodinated benzofuran derivative primarily used 
for the treatment of refractory ventricular 
tachyarrhythmias. Introduced in 1962

• The histologic spectrum of AD liver disease shares 
several of the features of alcoholic steatohepatitis 
including Mallory bodies (MBs), ballooning of 
hepatocytes, and the development of fibrosis and 
even cirrhosis. ”Pseudoalcoholic hepatitis”



Nineteen patients with Suspected AD liver disease, 
on the basis of clinical or biochemical parameters
and/or the histologic opinion of the referring 
pathologist or clinician.



Light Microscopy
Steatosis was seen in 16 patients (macrovesicular
in two, microvesicular in two, and both micro-
and macrovesicular in 12.

Mallory bodies (MBs): In five patients, the MBs 
were predominantly in zone 1 of the acinus.

Two patients had neither MBs nor steatosis.



Light Microscopy

• Other changes included 
– Acidophilic degeneration or acidophilic bodies, 
– Focal necrosis 
– Ballooning 
– Lipogranulomas 
– Glycogen nuclei 
– Megamitochondria 
– Foam cells (resembling Niemann-pick cells), 

ductular proliferation, portal inflammation, 
– And liver cell dysplasia



Amiodarone Versus Alcohol-Induced
Hepatic Injury



Phospholipidosis

• Phospholipidosis is also part of the 
histopathologic spectrum of AD hepatotoxicity.

• It is characterized ultrastructurally by whorled 
lamellated inclusions within expanded secondary 
lysosomes resembling the inclusions seen in the 
primary (inborn) forms of PL, such as Tay-Sachs, 
Fabry’s, and Niemann- Pick disease, and can be 
reproduced experimentally by several drugs.





Transmission electron micrograph of the biopsy specimen with 
lamellated inclusions in the cytoplasm of the hepatocyte!





Mallory-Denk bodies

• Named after the American pathologist Frank 
Burr Mallory, who first described the 
structures in 1911.

• Renamed as Mallory-Denk bodies in 2007 to 
honor the contribution of Austrian pathologist 
Helmut Denk for the molecular analysis of the 
pathogenesis of MDBs.



Mallory-Denk bodies

Cytoplasmic hyaline inclusions of hepatocytes, 
once thought to be specific for alcoholic 
hepatitis now occur in other liver diseases 
which include 

– Nonalcoholic steatohepatitis (NASH), 
– Cholestatic liver diseases, 
– Primary biliary cirrhosis (PBC) and 
– Hepatocellular carcinoma (HCC).



Mallory-Denk bodies

Appearance: Mallory bodies are highly
eosinophilic and thus appear pink on H&E stain.

Composition: Made up of intermediate filament 
proteins [keratins 8 and 18 (K8/18)] that have 
been ubiquitinated, or bound by other proteins 
such as heat shock proteins or P62 (a 
sequestosome).
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