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Introduction 

Onychomycosis is a nail infection caused by 

dermatophytes, nondermatophytes, and yeasts [1]. 

Terbinafine is one of two oral drugs approved by the 

United States Food and Drug Administration for the 

treatment of onychomycosis, with efficacy against 

Trichophyton rubrum and mentagrophyte [2,3]. Adult 

dosing is 250mg daily for 6 weeks for fingernails and 

12 weeks for toenails [2,3]. Terbinafine is typically 

preferred over itraconazole owing to its lower rate of 

drug interactions and higher cure rates [2,3]. General 

indications for oral therapy for the treatment of 

onychomycosis include >3 nails affected, proximal 

subungual onychomycosis, and distal lateral 

subungual onychomycosis affecting >50% of the nail 

plate with matrix involvement and thickness >2mm) 

[2]. Terbinafine is associated with gastrointestinal 

issues, including nausea and diarrhea. Rarer side 

effects include smell and taste disturbances and 

hepatoxicity [4,5,6]. Chronic or active liver disease are 

drug contraindications [7,8].  

 

Case Synopsis 

An 82-year-old woman presented to our nail 

specialty clinic with thickening of the left great 

toenail following a pedicure two years prior. She had 

a remote history of hepatitis B that spontaneously 

cleared and multiple sclerosis treated with interferon 

beta until 2021. Physical examination was significant 

for onycholysis and subungual debris of the left 

great toenail and left foot plantar scale. 

Histopathology with periodic acid-Schiff staining, 

polymerase chain reaction, and culture were 

performed, showing presence of hyphae and 

Trichophyton mentagrophytes, respectively, 

confirming the diagnosis of onychomycosis. She was 

prescribed efinaconazole topical solution 10% for 

her onychomycosis and econazole cream for her 

Abstract 

Hepatotoxicity is a known but very rare side effect of 

oral terbinafine therapy. To our knowledge, there are 

no reported cases of patients with cleared hepatitis B 

infection prescribed oral terbinafine. We report an 82-

year-old woman with previous hepatitis B exposure 

who experienced asymptomatic elevation of aspartate 

aminotransferase, alanine aminotransferase, and 

alkaline phosphatase levels following 28 days of 

therapy with 250mg of oral terbinafine daily for 

onychomycosis treatment. After drug discontinuation, 

her liver function tests returned to baseline about 

three months later, without permanent liver damage. 

Oral terbinafine therapy, although typically efficacious 

and well-tolerated for onychomycosis treatment, 

rarely causes hepatoxicity. Physician knowledge of 

this rare but important side effect is necessary to 

prevent morbidity and mortality resulting from 

continued therapy. Oral terbinafine therapy might not 

reactivate hepatitis B in patients with past infection.  
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tinea pedis. She presented with persistent 

onychodystrophy despite using efinaconazole 

daily and consistently for 14-months (Figure 1). A 

repeat toenail clipping was performed, which 

showed hyphae. Since she failed treatment with 

efinaconazole, therapy with oral terbinafine was 

discussed, including risks of nausea, diarrhea, 

headache, taste disturbance, rare liver failure, and 

neutropenia, and she decided to pursue 

treatment. Her baseline complete blood count and 

complete metabolic panel were within normal 

limits and she was prescribed oral terbinafine, 

250mg daily, for three months.  

 

Figure 1. Clinical image of left great toenail with onycholysis 

and subungual debris, immediately prior to initiation of 

terbinafine therapy 

Twenty-seven days after beginning terbinafine 

therapy, she saw her endocrinologist for an 

unrelated complaint and reported tea-colored 

urine. Complete metabolic panel was repeated 

and aspartate aminotransferase (AST) and alanine 

transaminase (ALT) were elevated at 157U/L 

(normal ≤34U/L) and 225U/L (normal 10-49U/L), 

respectively (Table 1). We instructed her to hold 

the medication immediately. A liver ultrasound 

showed a mildly heterogenous liver (Figure 2). 

About one week later, her AST and ALT remained 

elevated (163U/L and 266U/L, respectively), and 

alkaline phosphatase and total bilirubin increased 

to 357U/L and 0.7mg/dl, respectively (Table 1). 

Another week later, serologic evaluation was 

notable for positive hepatitis B surface antibody 

and hepatitis B core antibody, negative hepatitis B 

surface antigen, and negative hepatitis C virus 

antibody, indicating previous exposure to, and 

clearance of, hepatitis B with no hepatitis C 

exposure. She reported that the tea-colored urine 

was becoming lighter. Her mixed hepatocellular-

cholestatic presentation was classic for drug-

induced liver injury related to terbinafine use. 

Laboratory tests were repeated at this visit, marking 

6 weeks since the start of terbinafine therapy, with 

AST 160U/L, ALT 304U/L, alkaline phosphatase 

350U/L, and total bilirubin 1.1mg/dl. She repeated 

laboratory tests and they returned to near baseline 

four months after starting terbinafine (Table 1). 

 

Figure 2. The abdominal ultrasound demonstrates a smooth 

contoured, mildly heterogenous liver, possibly related to 

parenchymal disease, that measures 11.1cm in the longitudinal 

dimension. The white arrow points to the liver. 

 

Case Discussion 

Our case highlights that hepatotoxicity is a rare but 

concerning side effect of terbinafine treatment. 

Although the package insert for oral terbinafine 

advises baseline liver function tests for all patients 

before initiating therapy, the need for liver function 

testing during a course of terbinafine has been 

debated [7,9]. In the study by Stolmeier et al, 4985 

adults and children taking terbinafine or griseofulvin 

A 
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for dermatophyte infections, laboratory 

abnormalities were rare and were mild when they 

did occur. The drug was continued in the vast 

majority of cases without adverse effects [10]. 

Similarly, in Wang et al.’s retrospective study of 944 

adults diagnosed with onychomycosis who were 

prescribed oral terbinafine for 12 weeks, laboratory 

test result abnormalities were uncommon and 

when they did occur, they were mild and more 

likely to occur in older adults [11]. Taken together, 

routine laboratory monitoring of liver function in 

healthy individuals taking oral terbinafine may be 

unnecessary [10,11].  

Most reported cases of liver injury with terbinafine 

occur after four to six weeks of therapy [12]. 

However, deranged laboratory values may occur in 

less than two weeks. In most cases, evidence of liver 

injury, including elevated liver function tests and 

clinical symptoms, will normalize after 

discontinuation of terbinafine, typically within one 

to five months [13,14].  

Rare cases of severe liver damage have been 

reported with terbinafine administration. In most 

cases, patients present with obvious symptoms of 

liver toxicity, including nausea, vomiting, fatigue, 

yellowing of the skin, anorexia, and dark urine 

[12,14]. Although many cases of terbinafine-

induced liver injury resolved completely with drug 

discontinuation, some have necessitated liver 

transplantation or caused death [12,15].   

Hepatotoxicity without severe symptoms of liver 

damage, such as nausea, vomiting, and skin 

yellowing, is a concerning phenomenon that may 

occur with terbinafine administration and may only 

be detected with routine liver function test 

monitoring [12,16]. Khurana et. al described the 

case of a 26-year-old healthy man prescribed 

500mg of terbinafine daily. Despite an AST 7.5 

times the upper limit of normal and ALT 3.6 times 

the upper limit of normal, he was completely 

asymptomatic [13]. We observed mostly 

asymptomatic hepatotoxicity even at the 250mg 

dose of terbinafine in our patient, with the 

exception of the sign of tea-colored urine.  

Our case is unique in that our patient had a history of 

hepatitis B exposure. Shehi et al described a case of a 

48-year-old man with chronic inactive hepatitis B 

infection who was prescribed oral terbinafine, 250mg 

daily, for 12 weeks. He experienced reactivation of 

hepatitis B with a hepatocellular pattern of liver injury 

[17]. In contrast, our patient did not have any 

evidence of hepatitis B reactivation despite serology 

showing prior cleared infection. To our knowledge, 

this is the first case of a patient with previous 

exposure and clearance of hepatitis B prescribed oral 

terbinafine without viral reactivation.  

 

Conclusion  
We present an 82-year-old woman who experienced 

mostly asymptomatic liver toxicity, other than dark 

urine, following 27 days of a 250mg daily dose of oral 

terbinafine for onychomycosis treatment. She had 

prior hepatitis B infection and terbinafine 

administration was not associated with viral 

reactivation. Therefore, physicians should be cautious 

in prescribing terbinafine to older adults. After a 

discussion of risks and benefits, a discussion on 

warning signs of liver toxicity in patient friendly terms 

is necessary. We recommend baseline liver function 

testing and monthly monitoring in this population.   
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Table 1. Liver Function Panels 

Lab 

Value 

Baseline 

laboratory 

tests  

Day 

27* 

Day 

35  

Day 

37  

Day 

43  

Day 

49  

Day 

56 

Day 

63  

Day 

70 

Day 

84 

Day 

112 
Reference Range  

AST 

(U/L) 
25 157 154 163 160 110 117 103 85 53 36 ≤34 U/L 

ALT 

(U/L) 

 

17 225 275 266 304 222 198 151 116 57 26 10-49 U/L 

ALP 

(U/L) 

 

59 191 363 357 350 353 321 282 247 174 100 41-133 U/L 

Total 

Bilirubin 

(mg/dL) 

0.5 0.7 1.5 1.4 1.1 1.2 1.0 0.9 0.8 0.7 0.7 0.1-0.8 mg/dL 

AST, aspartate aminotransferase, ALT, alanine aminotransferase, ALP, alkaline phosphatase  

*Indicates date that patient was instructed to hold terbinafine.  
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