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R RPUEME S 31 cytochrome P450 D —>Tdh 5 CYP3A4 TR SN B 2%, 7V — VRIERIEIX
CYP3A4BHESRE LTHIGNTEBY, $FICITCZ X CYP3A4 2 ICHET 5 & S b, KIERIZI N
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L Tcyclophosphamyde (CPM : 1,200 mg/m? D1),
daunorubicin (DNR : 45 mg/m? DI1-3), L-asparaginase
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Table 1. Laboratory findings at hospital admission
WBC 18,300/uL CRP 0.8 mg/dL Bone marrow exam Surface antigen
Myelo 2.5% Na 128 mMeq/L NCC 29.6x10%/uL CD2 1.8%
Seg 16.5% K 4.1 mMeq/L CD3 0.7%
Ly 18.0% Cl 97 mMeq/L Blast 95.8% CD4 2.0%
Mo 3.0% Ca 8.8 mg/dL Pro 0% CD5 11.9%
Ba 5.5% Y 3.8 mg/dL Myelo 0% CD7 1.6%
Blast 51% TP 6.7 g/dL Meta 0.2% CD8 1.2%
RBC 441 X 10%/uL Alb 4.2 g/dL Seg 1.6% CD10 10%
Hb 13.2 g/dL UN 18 mg/dL Lym 0.4% CD19  99.3%
PLT 4.5x10*/uL Cre 0.97 mg/dL Eryth 1.2% CD20  31.0%
UA 11.1 mg/dL CD13 1.9%
PT 14.4 sec AST 237 TU/L Peroxidase stain (—) CD14 1.7%
APTT 36.7 ALT 51 TU/L CD33 1.9%
FIB 474 mg/dL LDH 8,999 IU/L Chromosome CD41 1.9%
FDP 42.3 pg/mL ALP 180 IU/L 46XY (20/20) CD56 1.7%
Endocrine function test HLA-DR 90.1%
ACTH 40.7 pg/mL F-T3  3.08 pg/mL
ADH 1.65 pg/mL F-T4 223 pg/mL
Ald 390 pg/mL TSH  0.31 pg/mL
PRA 20/ng/mL/hr
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Fig. 1. Clinical course after admission: Constipation developed from about day 25 ac-

companied by a decrease in the serum sodium level. Sodium supplementation was

attempted by increasing fluid replacement volume but the serum sodium level con-

tinued to decrease, dropping to as low as 115 mEq/L by day 31, when the patient

developed central symptoms and was treated with water restriction and a diuretic.
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Fig. 2. Abdominal XP and CT: X-ray photoelectron spectroscopy shows marked gas accumulation,

while CT shows accumulation of feces from ileum terminal to descending colon with an enlarge-

ment of the intestine.
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Case of a patient with acute lymphocytic leukemia (ALL) who developed
serious adverse reactions caused by drug interactions
between vincristine (VCR) and itraconazole (ITCZ)

Daisuke Nagase, Kazuhiko Natori, Susumu Ishihara,
Yoshinori Fujimoto, Haruka Izumi and Yasunobu Kuraishi

Division of Hematology and Oncology, Toho University Medical Center, 6—11-1 Omori-Nishi, Ota-ku, Tokyo, Japan

A 5l-year-old man diagnosed with acute lymphocytic leukemia,was treated with a multi-drug regimen in-
cluding vincristine(VCR), along with itraconazole(ITCZ) as prophylaxis against potential fungal infections.
He developed adverse reactions, included constipation, numbness of the extremities and hyponatremia, in
addition to hepatic damage, all of which were thought to have resulted from the use of VCR, with ITCZ was
discontinued, the fluid replacement volume was decreased along with sodium supplementation, and the pa-
tient’s condition improved. Vinca alkaloids are metabolized by CYP3A4, an isoform of cytochrome P450. In
this connection all of the azole antifungals are known to inhibit CYP3A4 inhibitors. In our case, the serious
adverse reactions observed were thought to have resulted from the drug interactions between VCR and
ITCZ which led to a delay in VCR metabolism.



