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Table 1. The medical course before 1st admission

Date Event Management

Baseline 61 year-old man with HBV carrier 1. Amlodipine 5 mg qd (from 2010/11/11)
Hypertension and dyslipidemia. 2. Zolpidem 10 mg hs (from 2010/11/11)
1. HBV virus load: Negative (2007/7/20) 3. Atorvastatin 20 mg qd
2. ALT: 19U/L (2010/11/12) (from 2010/11/25)
3. Endoscopy in liver, intrahepatic duct, LDL: 106 mg/dL (2010/11/12)

common bile duct, gallbladder, portal
vein, pancreas, spleen: Normal

(2010/11/24)
2011/5/20  Fingernail onychomycosis (LMD) Terbinafine 250 mg qd
2011/6/30 Itch, yellow palm Terbinafine 125 mg qd
2011/7/01  ALT: 350 U/L (LMD) DC Terbinafine
2011/7/08  ALT: 730 U/L (LMD)
2011/7/10  ALT: 977 U/L (LMD) ER for help, and admission.

200 200

——ALT (5-55U/mL)

700 =8=ALP (30-110U/mL) 175

~émT-bil (0 2-1 4mgfdly
600 1350

500 F 125

400 100

300 4 75

-------------------------------------------
SEsEsssssssssssEsEssEsasEEnEE

-
-
.............................. HEl

200 4

25

Amlodipine 5mg QD
Zolpidem 10mgHS

Figure 1. The value of ALT, ALP, T-Bil, GGT, HBV virus load and the usage of amlodipine and
zolpidem since 2011/7/10
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Table 2. Assessment by RUCAM algorithm[9]

Cholestatic or mixed type Assessment  Scores
1. Time to onset
Incompatible Reaction occurred before Unrelated
taking the drug or stopping the
drug after more than 30 days
(expect for slowly metabolized
drugs).
Unknown Information is not available to  Insuff.
calculate onset time. documented
Initial treatment
From the beginning of the drug
Suggestive 5~90 days +2 +2
2. Course Difference between the peak of
ALP (or T-Bil) and upper limit
of normal values
After cessation of the drug
Suggestive | >50% within 180 days +2 +2
3. Risk factors Ethanol or pregnancy +1
Absence 0 0
Age of the patient >55 years old +1 +1
4. Concomitant drugs
None or no information or concomitant 0 0
drug with incompatible time to onset
5. Search for non-drug causes
Group 1 (6 causes) All cause-group 1 and 2 +2 +2
Recent viral infection with HAV (IgM  reasonable ruled out
anti-HAV antibody) or HBV (IgM
ant-HBc antibody) or HCV (anti-HCV
antibody); biliary obstruction
(ultrasonography); alcoholism
(AST/ALT >2); acute recent
hypotension history (if underlying
heart disease)
Group 2
Complication of underlying disease;
clinical and/or biological context
suggesting CMV, EMV or herpes
virus infection
6. Previous information on hepatotoxicity of the drug
Reaction labeled in the product +2 +2
characteristics
7. Response to readministration
Not done or not interpretable Other situations 0 0
Total 9

Score: <0: excluded; 1~2: unlikely; 3~5: possible; 6~8: probable; >8: highly probable
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Table 3. Clinical features of terbinafine-induced liver injury

Literature reviews [12, 16]

Our patient

Onset 5~42 days

42 days (2011/05/20-6/30)

(1) ALT (1st admission), then ALP (2nd
admission) increased predominantly

(2) T-bil increased

Lab data (1) ALT ~ ALP or both increased
predominantly
(2) T-bil increased
Liver biopsy Hepatocellular, cholestatic or mixed type  Not done
Duration 30~180 days

(mean: 165 days)

(1) Age (over 50 years old)
(2) Alcoholic liver diseases
(3) Acute viral hepatitis

Risk factors

(4) Other drug hepatotoxic reactions

Up to 108 days, his T-bil and GGT were
still abnormal
Age (61 years old)
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