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Abstract

 A 77 year old African American woman with atrial fibrillation treated with amiodarone 200 mg daily for 67 months 
presented with new onset ascites, watery diarrhea, and peripancreatic lymphadenopathy. She had a mild elevation of her 
transaminases and alkaline phosphatase, though initial workup centered on ruling out malignancy. Ultimately, her liver 
biopsy demonstrated evidence of amiodarone induced hepatotoxicity. She had persistent liver damage requiring frequent 
paracenteses. This case highlights the importance of reassessing the need for amiodarone and performing routine recom-
mended screening of liver chemistries during treatment.

©2019 The Authors. Published by the JScholar under the terms of the Crea-
tive Commons Attribution License http://creativecommons.org/licenses/
by/3.0/, which permits unrestricted use, provided the original author and 
source are credited.
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Introduction 

 Amiodarone remains one of the most frequent-
ly prescribed antiarrhythmics for rhythm control in atrial 
fibrillation [1,2]. In 2010, the estimated prevalence of atrial 
fibrillation in the United States ranged from 2.7 - 6.1 million 
persons with prevalence expected to increase to 12.1 million 
by 2030 [3]. 

 As the use of amiodarone remains widespread, the 
myriad side effects affecting the lungs, eyes, skin, thyroid 
and liver must be considered. Hepatotoxicity occurs as a re-
sult of accumulation of amiodarone and its toxic metabolite, 
N-desethylamiodarone, in the liver which inhibits normal 
lysosome function, leading to steatohepatitis and potentially 
cirrhosis [4].

 The exact prevalence of amiodarone hepatotoxicity is 
difficult to assess, however, studies suggest that 25% of patients 
may experience asymptomatic transaminitis while 1-3% of pa-
tients may experience symptomatic liver failure [4,5]. 

 The presentation of the latter group can be subtle and 
varied. Here, we present an unusual case of amiodarone hep-
atotoxicity that was initially concerning for intra-abdominal 
malignancy.
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Case

 A 77 year old African American woman with a his-
tory of latent tuberculosis treated with isoniazid 15 years ago, 
chronic kidney disease, and paroxysmal atrial fibrillation on 
200 mg amiodarone daily for 67 months and rivaroxaban pre-
sented to her primary care provider with chief complaint of 
bloating, dyspnea on exertion, and watery diarrhea. Labs were 
notable for a mild transaminitis and a predominantly elevated 
alkaline phosphatase with AST of 109, ALT of 71, and ALP of 
385. Labs were otherwise notable for a fasting blood sugar of 
71, a normal serum LDH of 183, a low serum total protein of 
5.8, and a low serum albumin at 3.1.

 Infectious workup was negative. Abdominal ultra-
sound revealed a normal appearing liver, a 2.0 x 1.9 x 2.3 cm 
hypoechoic mass in the pancreatic head, and a small volume 
of ascites. Abdominal MRI confirmed the presence of a mass 
over the pancreatic body (Figure 1). Endoscopic ultrasound 
(EUS) surprisingly revealed prominent peripancreatic lymph-
adenopathy without evidence of pancreatic mass. Biopsies of 
the lymph nodes demonstrated normal lymphoid tissue. 

Figure 1: MRI demonstrating normal liver capsule with a 1.8 x 1.4 cm mass in the anterior aspect of the pancreatic body.

Over the next three weeks, the patient developed worsening ab-
dominal distention, shortness of breath, lower extremity ede-
ma, and diarrhea before presenting to the hospital for further 
evaluation. 

 On admission, she continued to have a mild transam-
initis with elevated alkaline phosphatase to 434 and elevated 
gamma-glutamyl transferase to 2,136. Abdominal CT was no-
table for large volume ascites as well as small granulomas in the 
liver and spleen stable from prior CT 5 years ago. A paracente-
sis performed showed a mildly elevated serum-ascites albumin 
gradient (SAAG) of 1.2 concerning for portal hypertension. 
Ascitic fluid was notable for 66,500 RBCs with a total protein of 
2.5, albumin of 1.1, and LDH of 75. Her CA-125 tumor marker 
was mildly elevated at 169.4. Despite high suspicion for ma-
lignancy, PET-CT was negative. Transthoracic echocardiogram 
found no evidence of heart failure or pulmonary hypertension.

 A transjugular liver biopsy measured a gradient of 
14 mmHg consistent with portal hypertension. Biopsy results 
showed sclerosing hyaline necrosis without significant steato-
sis, suggestive of alcoholic liver disease or amiodarone-induced 
liver injury (Figures 2 & 3). The patient had no history of alco-
hol use. 
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Amiodarone was discontinued on that admission, however, 
6 months post discharge the patient has continued to require 
paracenteses every 2 months. Her LFTs at follow up showed a 
normalized ALT to 19, but with ongoing elevation of AST to 61 
and ALP to 248. 

Figure 2: H&E stain at 200X magnification showing inflammation with Mallory’s hyaline (black arrow) with 
few areas of balloon degeneration reflective of mild steatosis (blue arrow).

Figure 3: Trichrome stain at 100X magnification demonstrating fine chicken-wire fibrosis (black arrows) 
without cirrhosis or significant steatosis.



Discussion

 This report describes an unusual presentation of 
amiodarone hepatotoxicity in a woman exposed to a total dose 
of more than 400 grams of amiodarone over a five and a half 
year period. The initial finding of peripancreatic lymphadenop-
athy and an elevated CA-125 sparked concern for malignancy 
before the correct diagnosis was made. Her elevated CA-125 
was ultimately attributed to the presence of significant ascites 
[6]. Total cumulative dose of amiodarone is thought to best cor-
relate with risk of toxicity, and doses as low as 140 grams have 
been associated with pulmonary toxicity [7,8]. The prognosis 
of patients with hepatotoxicity related to amiodarone is not 
well documented in the literature. In one review article among 
patients who progressed to cirrhosis, mortality was 60% at 5 
months following the diagnosis [9]. Previous reports among 
patients with asymptomatic transamanitis described improve-
ments in liver function tests over a wide time period ranging 
from 2 weeks to 8 months following discontinuation of the 
drug [5,10]. However, among patients without evidence of cir-
rhosis on biopsy but with significant ascites, as in our patient, 
prognostic information has not been documented.

 According to Vassallo et al, all patients who are treated 
with amiodarone should have a TSH and liver enzymes checked 
every 6 months, along with a yearly chest X-ray to monitor for 
evidence of pulmonary toxicity [11]. 

 Despite regular follow up visits with her physicians, 
this patient did not have regular screening with liver enzymes. 
This case highlights the risk of clinical inertia when starting pa-
tients on amiodarone, and emphasizes the importance of reg-
ularly reassessing the need for its use, particularly among pa-
tients who have a high expected 5-year survival. Furthermore, a 
best practice advisory could potentially be incorporated in elec-
tronic health records to flag patients who are on amiodarone 
and have not had appropriate surveillance screening.
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