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Table[ll.00 Summary of cases of gefitinib-induced liver injury

Case 1 Case 2 Case 3 Case 4 Case 5
Age, years 57 49 7 70 43
Sex Male Female Male Male Male
Histology Squamous Adeno Squamous Large Adeno
Effect of gefitinib PR SD SD PR PR
Liver metastatis Yes No No Yes No
Onset of liver injury, days 28 56 42 56 28
Duration of liver injury, days 14 54 35 0 180 42
Max GOT, IU/10 Grade® O 8901 10 640 10 1670 20 9900 200 1010 20
0 normal range, 10—48 1U/10
Max GPT, IU/10 Grade™ [J 1300 20 1230 20 2870130 1860 20J 25401 30
0 normal range, 3—50 1U/10
Max ALP, 1U/10 Grade" 0 1,5810 200 2050 00 2550 00 2300 0O 3070 00
0 normal range, 108—324 1U/10
Max y-GTP, IU/I0 Grade"” O 6830 30 2600 00 540 10 11500 10 6000 10
0 normal range, 11—48 1U/10
Max T-Bil, mg/dIC Grade” [J 04000 0.60 0O 0.7000 0.80 00 0.60 00
O normal range, 0.2—1.3 mg/dIO
Continuation of gefitinib No Yes Yes Yes Yes
Y National Cancer Institute Common Toxicity Criteria, version 2.0
Squamous O Squamous cell carcinama. Adeno 0 Adenocarcinoma. Large O Large cell carcinoma
Table[2[ Characteristics of patients in the two groups
DLIOn O 50 Non-DLIO n O 360 Alldn 0O 410
Age, years
Median 57 625 62
Range 43—T77 31—78 31—78
Sex, male/female 4/1 22/14 26/15
Performance status
0 10 20%0 1100 30.6%[ 1200 29.3%0
1 40 80%0 12[1 33.3%[] 1600 39.0%0
2 0 [BJ 22.2%[] B 19.5%0)
3or4 0 500 13.9%[] [0 12.2%0
Disease stage at start of gefitinib treatment
oA 0 20 5.6%0 (20 4.8%0
B 10 20%0 70 19.4%0 B0 19.5%0
v 401 80%0 270 75%0 310 75.6%0
Histology
Adenocarcinoma 10 20%0 2901 80.6% 300 73.2%0
Squamous 30 60%0 60 16.7%0 B0 22.0%0
Large 10 20%0 10 2.8%0 200 4.8%0
Previous cancer treatment
Yes/No 5/0 26/10 31/10
Chemotherapy 50 100%0 2600 72.2%0 310 75.6%0
1 regimen 10 20%0 [0 19.4%0 [BJ 19.5%0
O 2 regimens 40 80%L 1901 52.8%[ 23[1 56.1%0
Radiotherapy 10 20%0 b0 13.9%0 60 14.6%0
Surgery 10 20%0 b0 13.9%0 60 14.6%0
Serum albumin level 412+ 0.55 376+ 0.66 381+ 0.65
0 Mean + SD, mg/dl

DLI O Drug induced liver injury
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Table[B[ Best overall objective response of the two groups

DLIONn O 50 Non-DLIO n O 360 Alldn 0O 410

Complete response 0 0 0
Partial response 30 60%0 [BO 8.3%[T] (600 14.6%0
Stable disease 200 40%0 1500 41.7%[0 170 41.5%0
Progressive disease 0 16001 44.4%0 160 39.0%0
Unknown 0 200 5.6%[1] (20 4.9%[T]
Response rate [(60% [8.3% 14.6%
Disease control rate "" 100% 50.0% 56.1%

DLI O Drug induced liver injury
U:P0O 001707 : PO 00560

Table[# Drug-related adverse events seen as skin disorders and diarrhea in both groups

DLIONn O 50 Non-DLIO n O 360 AllOn 0O 410

Acne-like rashd CTC grade "0

1 401 80%0 1500 41.7%0 1900 46.3%0J

2 10 20%[0 [BO 8.3%[M] 1[0 9.8%[1]

3or4 0 0 0
Diarrheall CTC grade 0

1 200 40%0 B0 25.0%0 110 26.8%0

2 0 [P0 5.6%] [P0 4.9%[1]

3or4 0 0 0

DLI O Drug induced liver injury

Y National Cancer Institute Common Toxicity Criteria, version 2.0
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Transient liver injury caused by gefitinib

AKkihiro Yoshimoto, Kazuo Kasahara, Hideharu Kimura,
Toshiyuki Kita, Masaki Fujimura and Shinji Nakao
Hematology-Oncology and Respiratory Medicine, Cellular Transplantation Biology,

Kanazawa University Graduate School of Medical Science, Japan
Takara-machi 13-1, Kanazawa City, Ishikawa, 920-8641, Japan

Gefitinib blocks epidermal growth factor receptor autophosphorylation and subsequently the signal transduc-
tion pathways implicated in proliferation, metastasis, invasion, and angiogenesis. Reported adverse reactions to
gefitinib include liver injury that is not fully understood. Liver injury was observed in 5] 12.2%of 41 patients with
non-small cell lung cancer who received gefinitib monotherapy. Onset of liver injury was seen between 28 and 56
days after initiation of administration. Two patients had Grade 2 liver injury and 3 patients, Grade 3. In 4 patients,
liver injury was temporary, lasting during a period of continuous gefitinib administration. In another patient, gefit-
inib was discontinued because of the onset of liver injury, which improved when gefitinib administration was re-
started. Gefitinib is necessary in most patients whose lung cancer is refractory to cytotoxic chemotherapy, be-
cause no other treatment regimens are available at present. The rate of liver injury in cases treated with gefitinib
is high, and so it is necessary to observe liver function carefully, but the liver injury due to this drug is often tran-
sient. However, the use of gefitinib in many cases appears to be a necessity.



