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THERAPEUTIC EXPERIENCES OF CIS-DIAMMINEDICHLO-
ROPLATINUM, ADRIAMYCIN AND 5-FLUOROURACIL
COMBINATION CHEMOTHERAPY IN ADVANCED
UROTHELIAL CANCER, WITH SPECIAL REFERENCE
TO THE ADJUVANT CHEMOTHERAPY IN
INVASIVE UROTHELIAL CANCER

Osamu Ocawa, Naoki YosHiMUrA, Takanobu TaNiGucHI
Kazuo NisHiMURA and Takashi Nakacawa
From the Depariment of Urology, Kitano Hospital
(Chief: Dr. T. Naokagawa)

The combination chemotherapy including cis-diamminedichloroplatinum (CDDP), adriamycin
(ADM) and 5-fluorouracil (5-FU) is reported as one of the most effective regimens of urothelial
cancer. We experienced one patient who had multiple metastatic urothelial cancer in the lung, liver
and brain and who showed complete response, even in short duration, by this regimen. Since then,
we have been using this regimen as the adjuvant chemotherapy of the invasive urothelial cancer.

This regimen consists of 15 mg/m? CDDP on days 1 to 5, 30 mg/m? ADM on day 1 and
300 mg/m? 5-FU on days 1 to 5, and is repeated 3 times for 3 to 4 weeks. If toxicity is in-
tolerable, the dosage of CDDP and ADM was decreased in thirty percent. As the maintenance,
tegaful was administrated orally or suppositorily for 1 to 2 years.

Seven cases which were followed for at least 12 months were evaluated. In one patient, local
recurrence appeared after 16 months, but the other patients were disease free. General malaise,
nausea, vomiting and alopecia were recognized in all patients in various degrees, but severe myelo-
suppression did not appear. Because of the toxicity, three patients had to have reduced dosage.

In the adjuvant chemotherapy the most effective regimen should be used in the first therapy to
eradicate the micrometastasis. At present, the combination chemotherapy of CDDP and ADM is

the most effective for urothelial cancer as reported by many authors.

* B AR



796 R 32%

6% 19864

Although the number of patients and the duration of follow up are inadequete to evaluate this

adjuvant chemotherapy, we believe that this regimen is effective since invasive urothelial cancer

usually recurs within 2 years.

Key words: Urothelial cancer, Adjuvant chemotherapy
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Fig. 1. A. Chest x-ray confirmed multiple lung metastasis.
B. After 3 courses of chemotherapy, chest x-ray
demonstrated no tumor.
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Fig. 2. A. Liver scintigraphy showed enlarged
irregular liver.
B. After chemotherapy, liver scintigra-
phy was normalized.

Fig. 4. A. Brain CT-scan revealed multiple
metastatic tumors.
B. After chemotherapy, brain CT-scan
demonstrated no tumor.

Fig. 3. A. Abdominal CT-scan revealed meta-
static liver tumor in the right lobe.

B. After chemotherapy, no tumor was
demonstrated by abdominal CT-scan.
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Table 1. Schedule and Dosage

CDDP

Adriamycin

5-Fluorouracil.

¥*Maintenance

Tegaful

15 mg/m* Days 1-5
30 mg/m* Day 1
300 mg/m* Days 1-5

Every 3 to 4 weeks (3 courses)

400~750 mg/day. (p.o. or supp.)

For 1 to 2 years.

Table 2. Therapeutic result of the adjuvant chemotherapy

Tumor
Pt.No.-Age-Sex Site Grade Stage Operation Course
1 55 M Bladder TCC G2 PTsaNxMo Total cystectomy 13 mos. Free
alive
2 54 M Bladder TCC G3 PTsb nf Mo Rtnephrawreterectomy 17 mos. Free
Total cystectomy  alive
3 52 M Bladder TCC G2 PT,bnHMo Total cystectamy 24 mos. Free
(Lt-ureter) alive
4 60 M Bladder TCC G3 PTsbntMo Total cystectomy 22 mos. Free
alive
5 56 M Rtrena pelvis TCC G2 B Nx Mo Rt-nephroureterectomy 18 mos. Free
Rt-ureter (>SCC) with cuff alive
6 67 M Ltureter TCC G3 C nfHMo  Lt-nephroureterectomy :22 mos. Free
Total cystectomy  aliye
7 76 M Rtrenalpevis TCC G3 C n— Mo  Rt-neproweterectomy Local recurr.
Rt-ureter (>SCC) with cuff at 16 mos.
alive

INCEREPRC LB THL TR Y, BEY w0
e BB ERDIL, 249 BRBLLBELHERD
BIRETED B Toisye.

7ok, BMARMRITO X, TN CEGEE SRR
i MEfT L.

Toxicity & LT, TBR, WEH, 2580 HE
11, BEOCXIINEHCRDL. AMmMEKED, B
ST, GOT GPT oL, M, KMLEER
%, 1 oREEDI, VTR BETH -7, F
fo, ALZERREE, MM X B & Bbhb attach &
1 flic g tens, BERSELEE L T% (Table
3).
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Table 3. Toxicity

No.Pts(%)

Nausea and vomiting 7 (100)
General malaise 7 (100)
Alopecia 7 (100)
Hearing loss 1 (14)
Dermatitis (Pigmentation) 1 (14)
Leukocytopenia (<2,000/mm*®) 1 (14)

(<1,000/mm*) o
Thrombocytopenia(< 10°%/mm?) o
Anemia (+ transfusion) o
Renal impairment 1 (14)
Liver dysfunction 1.(14)
(Transient elevation of GOT & GPT)
Cerebral thrombosis 1 Q14)
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Table 4. Response ratio of combination chemotherapy in the
treatment of urothelial cancer

RR (%) CR+PR/NoPts.  Auther Date

CDDP+ADM 48
43
CDDP+CTX 44
12
CDDP +ADM+ 5-FU 46
70
CDDP+ADM+CTX 83
(CISCA or CAP) 82
38
40
46
36
CDDP+ADM+CTX+5-FU 33
(CISCAF)
CDDP +ADM+VBL +MTX 71
(M-VAC)
CDDP 4+ PEP+VCR+MTX 47
+Ara-C+5-FU
(VPM-CisCF)

14/29  Yageda 1979
16/37 Gagliano 1983
1 5; 34 Yagoda 1979
7/59 Soloway 1983
18/39 Williams 1979
7710 Kawai 1984
10/12  Sterrberg 1977
19/23 Kedia 1981
13/34 Troner 1981
17/42 Mulder 1982
13/28 Schwartz 1983
5/14 Kotake 1983
3/ 9 Fujiocka 1984
17/ 24 Sternberg 1985
8/17 Yamauchi 1985

ADM, cyclophosphamide (CTX) 7x& DFEHBS
LTCoRBEIHRE Zh, KT, ThbOZERE A
T SHIBRBEAN LR L Cvote. ¥, 1970
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