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Drug-induced liver injury (DILI), a rare and challenging disorder, is diagnosed based 

on drug exposure, detailed history taking, and by excluding other liver diseases. 

Phenobarbital has infrequently been reported to cause liver injury. According to 

previous literature, the most common clinical presentations of phenobarbital-induced 

liver injury are fever, rash, and eosinophilia.
(1)

 Generalized lymphadenopathy with 

histologic finding is rarely reported. Here we present a unique case of 

phenobarbital-induced liver injury with nodal angiomatosis. An 18-year-old woman 

presented with a two-week history of spiking fever after three weeks of daily 

phenobarbital, amoxicillin, chlorphenamine, ergotamine, and cinnarizine for acute 

sinusitis and chronic migraine. Her medical history was unremarkable. She did not 

drink, take herbal or dietary supplements (HDS), and had no history of animal contact. 

Physical examination revealed enlarged nontender superficial lymph nodes (LNs) in 

her neck. Laboratory evaluation revealed a normal white blood cell count, atypical 

lymphocytes of 8.6%, platelet count of 146  109/L, aspartate aminotransferase of 288 

U/L, alanine aminotransferase (ALT) of 452 U/L, total bilirubin of 4.3 mg/dL, direct 

bilirubin of 3.6 mg/dL, gamma-glutamyl transpeptidase of 469 U/L, alkaline 

phosphatase (ALP) of 290 U/L, and lactate dehydrogenase of 619 U/L. An ultrasound 

of her neck showed several ovoid LNs bilaterally. A computed tomography (CT) scan 

of the abdomen revealed mild periportal lucency, 14.8-cm splenomegaly, mild ascites, 

and several enlarged LNs (size < 1.5 cm) along the hepatoduodenal ligament, 

paraaortic space and bilateral inguinal regions. No dilation of the common bile duct or 

hepatic duct was noted. Her spiking fever continued, and newly developed 

lymphadenopathy of the bilateral axillary region was noted. A contrast CT scan of the 

chest showed bilateral pleural effusions and lymphadenopathy in the axillary fossae. 

She underwent biopsies of liver and axillary LN (Figs. 1 and 2). Histological analysis of 

the liver revealed interface hepatitis, increased lobular apoptotic bodies (Fig. 1A), 

prominent portal lymphocytic cells infiltrates, many binucleated and even 

multinucleated hepatocytes with rosette formation (Fig. 1B), ballooning degeneration 



of hepatocytes and canalicular cholestasis (Fig. 1C). Bone marrow examinations 

revealed normal cellularity without abnormal blasts or malignant cells. Histological 

features of the axillary lymph nodes showed a marked proliferation in the sinus area of 

small blood vessels lined by hyperplastic endothelial cells, compatible with nodal 

angiomatosis without malignant cells (Figs. 2A and 2B). Histological finding from the 

lymph node displayed nodal angiomatosis, which is a benign vascular proliferation of 

lymph node and usually an incidental finding when resected for suspected 

malignancy.
(5)

 Bacillary angiomatosis and Kaposi sarcoma should be ruled out. The 

patient had not experienced an animal scratch, and no bacteria were identified from a 

nodal biopsy. There was no evidence of HIV infection or skin lesion. Therefore, 

cat-scratch disease and Kaposi sarcoma were excluded. We present a rare case of 

phenobarbital-induced liver injury with fever, atypical lymphocytosis, and generalized 

lymphadenopathy with unique histologic finding of nodal angiomatosis. Although use 

of phenobarbital has decreased, it remains easily available in the world. This case 

reminds us that we should keep in mind the possible hepatotoxicity of phenobarbital. 
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