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A case of nephrotic syndrome during TS—1 therapy after resection of rectal cancer and liver metastasis
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We report a case of a 63—-year-old Japanese man who developed nephrotic syndrome during long-term TS -
1 therapy, and was successfully treated with prednisolone (PSL).

At 59 years of age, he underwent low anterior resection for rectal cancer, and resection of the lateral seg-
ment of the liver for metastasis, and cholecystectomy. He received chemotherapy with intravenous infusion of
fluorouracil (5-FU) 500 mg, levofolinate calcium 350 mg, and hepatic arterial infusion of 5-FU 250 mg. After 6
cycles of 5-FU therapy, TS—1 therapy was started orally at 100 mg/day for 14 days followed by 7 days of rest.
Edema appeared after 2 years. Urinary protein excretion was 6.38 g/day and hematuria was observed. His
serum creatinine, total protein and albumin were 0.9 mg/dL, 4.9 g/dL and 2.6 g/dL, respectively. These data
pointed to nephrotic syndrome. The renal pathology revealed segmental endocapillary proliferative lesions. Post-
infectious glomerulonephritis, lupus nephritis and atypical IgA nephropathy were raised for differential diagno-
sis based on the pathology results. However, drug-induced nephrotic syndrome was suspected from the clinical
course and laboratory findings. Discontinuation of TS—1 therapy decreased urinary protein, but increased the
level of serum creatinine to 1.5 mg/dL. Seven months later, steroid therapy was started at PSL 60 mg/day. Pro-
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teinuria decreased further, and the dose of PSL was tapered and stopped 22 months later. Hypofunction of the
kidney persisted with serum creatinine of 1.5 mg/dL, however, urinary protein disappeared. At the onset of
nephrotic syndrome, cholestatic type liver injury was observed. During steroid therapy, liver dysfunction wors-

ened, but almost recovered with tapering of the steroid.

Another case reported in the literature with the renal pathological diagnosis of nephrotic syndrome associ-
ated with TS—1 was a case of thrombotic microangiopathy (TMA). In our case, the pathologic finding was
different. Furthermore steroid therapy succeeded in achieving complete remission of the nephrotic syndrome.
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Table. Laboratory findings on admission
Urinalysis Blood chemistry Na 141 mEq/L
Protein 3+  AST 481U/L K 4.1 mEq/L
Occult blood 3+ ALT 241U/L  Cl 109 mEq/L
pH 7.0 LDH 308 IU/L Serological study
Glucose - ALP 3541U/L  CRP 0.13 mg/dL
Sp. Gr 1.015 r-GTP 2101U/L HBs Ag -
Peripheral blood T-Bil 1.1 mg/dL HCV Ab -
WBC 4,900/uL TP 4.9 g/dL
RBC 313x10%/uL  ALB 2.6 g/dL
Hb 12.59/dL  BUN 12.5 mg/dL
Plt 12.8x10%/uL  Cr 0.9 mg/dL
PT 78%  UA 5.9 mg/dL
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Fig. 1.

Light microscopic findings in the renal biopsy

a : Endocapillary proliferative lesions in a glomerulus
(PAS, X 400)

b : Inflammatory cells in a capillary loop (HE, X 400)

W& 2 ERIER RO s -7, MEPis bav P
V7Y EETh o7, 20k, IREHIME FE L 227
& 3 A HMZZ W L7, TS-1 Wik 7 2 HEOZ 2k
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90 mmHg & LA L TWwi, F7, TIRICEZEZED, Mt
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Fig. 2. Immunofluorescent microscopic finding

Fig. 3. Electron microscopic finding
Mesangial deposit and intramembranous deposit
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Fig. 4. Clinical course
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