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Drug induced liver injury (DILI) is a cause of significant morbidity; timely diagnosis is important and requires a

high index of suspicion. Terbinafine induced liver injury is rare. We report a case of Terbinafine induced

hepatitis-cholestatic injury. The patient had a prolonged recovery phase lasting 3 months after discontinuation

of drug. (J CLiN Exp HepaTOL 2014;4:264-265)

55-year-old male presented to us with history of
progressive jaundice and pruritus. He had been

on Terbinafine 250 mg once a day for onychomyco-

sis for a total duration of 1 month after which he developed
jaundice. He had no history of any systemic disease. Terbi-
nafine was stopped and he was investigated thoroughly;
his liver functions tests revealed mixed cholestatic hepatitis
picture (bilirubin 13.6 mg/dL (direct fraction 11.7 mg/dL),
AST 119 U/L, ALT 216 U/L, GGT 205 U/L, ALP 202 U/L, R
ratio 3), blood counts were normal (hemoglobin 13.6 g/dL,
total leukocyte count 9000/uL, platelet count 160,000/uL),
viral serologies (IgM anti-HAV, IgM anti-HEV, HBsAg,
anti-HCV, hepatitis B virus DNA, hepatitis C virus RNA)
were negative, markers for autoimmune liver disease were
negative (anti-nuclear antibody, anti-smooth muscle anti-
body, anti-mitochondrial antibody, anti-liver kidney
microsomal antibody), he had normal values of serum
Ceruloplasmin and Ferritin, USG abdomen and MRCP
were negative for biliary obstruction. To further substanti-
ate the diagnosis of drug induced hepatotoxicity and to
exclude other causes, a liver biopsy was done which showed
maintained lobular architecture with extensive intraductal
and canalicular cholestasis, minimal lobular inflammation
and portal tract expansion with mixed infiltrate along with
extensive Kupffer cell hyperplasia; there was no suggestion
of autoimmune hepatitis or granuloma formation (shown
in Figure 1). A diagnosis of Terbinafine induced liver injury
was made (RUCAM score 9, highly probable) and he was
given Ursodeoxycholic acid 300 mg thrice a day till normal-
ization of liver function tests, which was for a total dura-
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tion of three months. His liver function tests improved
gradually during this period as shown in Figures 2 and 3.

DISCUSSION

DILI is rare with most of the drugs used; diagnosis is
important as drug discontinuation is needed and it re-
quires a high index of clinical suspicion. DILI has a wide
spectrum of manifestations that include acute hepatitis,
cholestatic hepatitis (with and without bile duct injury),
steatosis/steatohepatitis, chronic hepatitis, granuloma-
tous hepatitis, vascular lesions and tumors.” Drug induced
liver injury are difficult to diagnose as characteristic fea-
tures are lacking, however, mixed hepatitis and cholestatic
picture and features of hypersensitivity may suggest DILL!
Several criteria are used to define DILI and RUCAM criteria
is the most widely used.”” DILI is defined as serum alanine
transaminase = 5 times elevation of upper limit of normal
(ULN) or alkaline phosphatase elevation = two times ULN
or alanine transaminase = 3 ULN with elevation of bili-
rubin to = 2 ULN. Hepatitic or cholestatic types of liver

Figure 1 Liver biopsy showing cholestasis, portal and lobular inflamma-
tion.
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Figure 2 Dynamic changes in serum bilirubin levels over time.
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Figure 3 Dynamic changes in serum liver enzymes levels over time.

injury are defined by using R value (R = ALT ULN/ALP
ULN); R = 5 is suggestive of hepatocellular injury while
R < 2 is suggestive of cholestatic injury and R value in be-
tween 2 and 5 is suggestive of mixed type of injury.” Terbi-
nafine is a common antifungal drug used for
onychomycosis that may cause hepatotoxicity with an inci-
dence of 0.5-3/100,000 exposed.' Terbinafine cause several
types of hepatotoxicity that include acute hepatitis, chole-
stasis or mixed picture, acute liver failure and vanishing
bile duct syndrome. "> Latency period between drug expo-
sure and onset of jaundice is generally 2-6 weeks, serum
bilirubin values may peak upto 3-5 weeks after Terbinafine
discontinuation and normalization of liver function tests
may take 2-12 months.®” Most of the cases recover after
discontinuation of the drug, however, rarely Terbinafine
may cause acute or subacute liver failure requiring liver

transplantation.® Possible mechanisms of Terbinafine
related liver injury include reaction to allylic aldehyde
metabolite that may bind to hepatobiliary proteins to
cause direct toxicity or by causing immune-mediated reac-
tion to canalicular proteins leading to cholestasis.” The his-
topathologic examination of liver biopsies generally show a
mixed picture of hepatitis and cholestasis.” There is no spe-
cific treatment, although Ursodeoxycholic acid is reported
to help in recovery as seen in our case,'” and periodic moni-
toring of liver function tests should be done.” Thus a high
index of clinical suspicion supported by a liver biopsy
helped us to diagnose Terbinafine induced mixed
hepatitis-cholestatic liver injury.
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