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Corticosteroid Therapy for Crizotinib-induced, Allergy-mediated
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ABSTRACT —— Background. Crizotinib, an anaplastic lymphoma kinase (ALK) inhibitor used to treat ALK-
positive lung adenocarcinoma, has been shown to cause hepatic dysfunction; however, the appropriate treatment
for crizotinib-induced hepatic injury has not yet been established. Case. We describe a case involving a 68-year-old
woman with lung adenocarcinoma (cT4N3M1b, brain metastasis). After treatment for the brain metastasis, she
was prescribed 500 mg/day of crizotinib. A drug eruption and elevation of the serum hepatic enzyme levels (as-
partate transaminase [AST] 44 IU/I, alanine transaminase [ALT] 43 IU/I) and peripheral blood eosinophil ratio
(7.0%) were noted on day 13 after beginning crizotinib treatment. On day 21, crizotinib was discontinued due to
deterioration of the patient’s hepatic function (AST 134 TU/I, ALT 207 IU/I). Four days later, she presented with a
fever, worsening of the drug eruption and aggravation of the hepatic injury (AST 1823 IU/I, ALT 2756 IU/I), sug-
gesting drug-induced, allergy-mediated liver injury. Subsequently, 250 mg/day of methylprednisolone was admin-
istered intravenously for three days, and her symptoms and the hepatic injury rapidly improved. Conclusions.
Corticosteroids represent a promising treatment for crizotinib-related, allergy-mediated liver injury. Because cri-
zotinib is a key drug for treating ALK-positive lung adenocarcinoma, further studies are needed to establish the
most appropriate management strategy for crizotinib-induced liver injury.
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Figure 1. The initial chest radiograph showed a shadow in the left upper lung field. A chest comput-
ed tomography scan revealed a 28-mm nodule in the left upper lobe and enlargement of multiple medi-

astinal lymph nodes.
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Table 1. Laboratory Findings on Admission
Hematology Biochemistry
WBC 6600/l T-bil 1.6 mg/dl
Neu 62.7% ALP 392 1U/I1
Eo 3.2% AST 1823 TU/I
Baso 14% ALT 2756 1U/1
Mono 13.6% YGTP 70 1U/1
Lym 19.1% LDH 3191 1U/1
RBC 541 x 10%/pl BUN 21 mg/dl
Hb 15.2 g/dl Cre 0.8 mg/dl
Hct 42.2% Glucose 204 mg/dl
Plt 22.3x10%/ul HbAlc 6.3%
Tumor marker Serology
CEA 41 mg/dl CRP 8.30 mg/dl
HBs Ag 0.1 CO.L
Coagulation HBs Ab 4129 TU/ml
PT 47.0% HBc Ab 8.16 S/CO
APTT 32.1 sec HCV Ab 0.1 CO.L
Fibrinogen 226.8 mg/dl
AT-II 61.8%
250 mg
125
Methylprednisolone [I] e
30 mg 10
m:
Prednisolone n_= =y Sme
20 mg
60 ml
Stronger Neo-Minophagen C* []
Crizotinib
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Figure 2. Clinical course.
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Figure 3. Serum liver enzyme levels after the readmin-
istration of crizotinib.
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