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Two VPM-CisCF chemotherapy regimens (vincristine (VCR ), peplomycin (PEP), methotre-
xate (MTX), cis-diamminedichloroplatinum (II) (CDDP), cytosine arabinoside (Ara-C)
and 5-fluorouracil (5-FU)), established using human bladder cancer xenografts in nude mice
were applied for advanced urothelial cancer.

VPM-CisCF (I) consisted of 0.4 mg/m? VCR on days | and 4, 2mg/m? PEP on days I~
7, 2mg/m? MTX on days 2, 3, 5 and 6, 20 mg/m? CDDP on day 8, 20 mg/m? Ara-C on days
8 and 13, and 150 mg/m? 5-FU on days 10~12, VPM-CisCF (II) consisted of 0.6 mg/m? VCR
on days | and 3, 3 mg/m? PEP on days 1~4, 3mg/m?> MTX on days 2 and 3, 35 mg/m?
CDDP on day 4, 20 mg/m? Ara-C on days 4 and 7, and 200 mg/m?® 5-FU on days 5 and 6.
These doses were adjusted for each case : the above mentioned dose X [{80/(40 + Age)}? +
(Karnofsky’s performance status/I100)2].

VPM-CisCF (I) was administered to 6 patients (bladder cancer and transitional cell car-
cinoma), intra-arterially in two cases. One patient showed a complete response and survived
for 7 months, three partial response (PR) surviving for 13, 8 and 37 (arterial-infused case)
months, one showed minor response (MR) survivng for 4 months, and one had no change
(NC) surviving for 5 months.

VPM-CisCF (1I) was administered to 1! patients (I ureteral cancer, 1 renal pelvic cancer,

9 bladder cancer, and 10 transitional cell carcinoma except a case of mixed type of transi-
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tional cell carcinoma and squamous cell carcinoma).

19855

Four of the patients who had PR

survived for 9, 8, 8 and 7 (alive) months, two who had MR survived for 8 and 4 months,

three who had NC survived for 6, 4 and 4 months, and who two had progressive disease

survived for 8 and 6 months.

The major toxicities were myelosuppression and gastrointestinal symptoms, especially

nausea and vomiting, but the treatment was well-tolerated.

Key words : Cis-Diamminedichloroplatinum (II), Combination chemotherapy, Urothelial

cancer
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(VCR), peplomycin(PEP), methotrexate (MTX),
CDDP, cytosine arabinoside(Ara-C), 5-fluorou-
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Table | wRLIc Z&L, &FAOBREEZ, 4
& 258 (Karnofsky’s performance status ;

Schedules and dosage for VPM-CisCF regimens.

VPM-CisCF(I )

vincristine
peplomycin :

0.4m/nf x %
2 m/mf x %

» days 1 and 4.
, days 1 7.

wethotrexate ¢ 2 wmg/md x % , days 2,3,5 and 6.

is-diamminedich .

c{gphsgmminedichiggoriatioun (I o oy 8.

cytosine arabinosjde )

ikra-eg : 58 sg/nf x % , days 8 and 13.

5-flyorouracil

RS 2150 wme/m x % , days 10 12.
VPM-CisCF(IT)

vincristine : 0.6 m/md x % , days 1 and 3.

peplomycin {3 mé/nf x % , days1 4.

wethotrexate : 3 wmg/nf x % , days 2 and 3.

CcDhDP ¢ 3% wm/m x % , day 4.

Ara-C ¢ 20 wg/nf x % , days 4 and 7.

5-FU $200 wg/nd x % , days 5 and 6.

% (adjustment formula)={80/(40+Age)}2 + (Kp/100)2
Kp:Karnofsky’s performance status(%)
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Table 2. Characteristics of patients treated with VPM-CisCF chemotherapies

No.Name Age Sex Diagnosis § Metastasis : Prior therapy Course & Route Response Prognosis
1.S.K. 59 M TCC,Gs,D2 (bone & skin) Total cystectomy & uretero- 1:5, i.v. CR 7 mos,died
sigmoidostomy, Rt-nephrectomy. Kp:60%
MFC & Futraful chemotherapy.
2.F.K. 688 M TCC & SCC,D=(lungs & TUR-Bt. 1:33, i.v. MR 4 mos,died
lymphnodes) Kp:60%
3.5.M. 57 M TCC,Gg,D2(1t-inguinal huge TUR-Bt. Partial cystectomy. 1:2, i.a. PR 8 mos,died
mass & lymphnodes) Radiotherapy(6000 rad). 1:3, i.v.
Kp:50%
4.K.0. 55 M TCC,G ,Dz(lungs,lylghnodes, Tota! cystectomy with a creation 1:3, i.v. PR 13 mos,died
skin & penile shaft of ileal conduit. Kp: 603
5.M.W. 43 M TCC,Gz,Dy(local recurrence) Total cystectomy with a creation 1 :4, i.a. NC 5 mos,died
of ileal conduit, Total penectomy. I :1, i.v.
Radiotherapy(6000 rad). Kp:50%
6.S.1. 84 F TCC,Gz,B(multiple papillary 1:2, i.a. PR 37 mos,died
tumors Kp:60% (peritonitis)
7.Y.K. 62 M TCC,Gz,D2(local huge mass Preoperative radiation(4000 rad). II:2, i.v. MR 4 mos,died
& lymphnodes) Total cystectomy with a creation Kp:60%
of ileal conduit. Pelvic LND.
8.K.M. 74 M TCC,Gz,D2(1ymphnodes & Preoperative radiation(4000 rad). I :3, i.v. PR 9 mos,died
lungs Total cystectomy with a creation Kp:40% (other disease)
of ileal conduit. Pelvic LND.
Radiation to lung metastases(5000 rad).
Futraful.
9.M.S. 49 M TCC,Gs,D2(ureteral ca.) Lt-nephroureterectomy. MFC chemo- II:4, i.v. PR 8 mos,died
(local huge mass, lymph- therapy. Radiation with hyper- Kp:60%
nodes & skin) thermia(6000 rad).
10.8.Y. 75 M TCC,G3,D2(local recurrence, Preoperative radiation(4000 rad). I[:2, i.v.
bone, skin & liver) Total cystectomy with a creation Kp:40% PD 8 mos,died
of ileal conduit. Pelvic LND.
VPM-CisCF(It) for adjuvant(l course).
11.T.Y. 69 M TCC,Gz,D2(bone) Preoperative radiation(4000 rad). I :2, i.v. NC 4 wmos,died

Total cystectomy with a creation Kp:50%
of ileal conduit. Pelvic LND.
VPM-CisCF(I 1) for adjuvant(l course).
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4 mos,died

NC

(lymphnodes)

M TCC,Gg,D2(renal pelvic ca.) Ri-nephrectomy.
M TCC,Gg,D2(1ymphnodes){ 1t-

12.N.T. 66

6 mos,died

NC

Kp:60%

Preoperative radiation(4000 rad). II:4, i.v.

Total cystectomy with a creation
of ileal conduit. Pelvic LND.

visualizing kidney}
TUR-Bt.

non-

13.0.K. 67

14.M.K. 48

8 mos,died

PR

}

»,Ga,02(lungs)
‘rt-hydronephrosis
M TCC,Gg,D2(lungs){ |t-non-

M TCC
{

8 mos,died
MR

Kp:50%

m:3
K
I

I:4, i.v.

VPM-CisCF(11) chemotherapy for
ad juvant(l course).

TUR-Bt.
TUR-Bt.

visualizing kidney}

15.T.0. 70

LIpg - 32+ [RE Lo - Cisplatin « SHIPEAEERRE 1007

6 mos,died

PD

visualizing kidney}

F TCC,Gz,D2(1ungs){ rt-non-
M TCC,Gz2,D2(lungs)

16.T.K. 75

—a .

T mos,alive

PR

4, i.v.
Kp:70%

Total cystectomy with a creation
of ileal conduit. Pelvic LND.

Kp:Karnofsky’s performance status

17.1.F. 67

LND: lymphnode dissection.
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Table 3. Results for urothelial cancer

VPM-CisCF (I)

Route No. Evaluable o. CR PR MR NC PD

Prognos is(mos)

i. v, 4 4 1 2 1 7+,13+,8+,4+.
i. a. 2 2 1 37+,5+.
6 6 1 3 1
(66.7%)

VPM-CisCF (II)

Route No. Evaluable o. CR PR MR NC PD

Prognos is(wos)

2 9+(other disease), 8+,

i.v. 11 11 4 2
8+,7, 8+,4+,6+,4+4,
4+,8+,6+.
11 11 4(36.4%)
Total 17 17 1 7 3 2
“r.1%) (+: died)
Table 4. Side effects
I i Total

Gastrointestinal « « 9 « %9

Anorexia 6/6(100 ) 10./11(9.9) 16/17(%4.1)

Nausea & Vomiting 6/6(100 ) 10/11(9%.9 16/17(4.1)

Stomatitis 3/6(50 ) 1/11(9.D) 4/17(23.5)
Liver dysfunction

Transient elevation of GOT & GPT 0/6 1/11(9.1) 1/17(5.9
Pulmonary

Interstitial pneumonitis 1/6(18.7) o/11 1/17(5.9
Myelosuppression

Leukocytopenia 2/6( 33.3) 2/11(18.2) 4/17(23.5)

(2,000/ wm3>) .

Thrombocytopenia 2/6( 33.3) 271 1(18.2) 4/17(23.5)

(105 /m3>)

Anemia 1/6(16.7) 1/11(8.D) 2/17(11.8)

(more decreased than 25% of pretreatment)
Miscellaneous

General malaise 6/6(100 ) 10/11(80.9 16/17(%4.1)

Sclero-dermia 3/6(50 ) o/11 3/17(11.6)

Pigmentation 65/6( 83.3) 4/11(36.9) 9/17(52.9)

Loss of hair 3/6(5 ) 4/11(36.9) 7/71741.2)

Numb n e s s(Fingers and/or Toes) 1./6( 16.7) 2/118.2) 3/17(1.6)
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Fig. . The CT-scanning views of case 1 before
and after the treatment with VPM-CisCF
(1) chemotherapy. Arrows indicate the
osteolytic destruction of public bone in
the upper and the recalcified recovery
in the lower.

Fig. 3. The urographic views of case 14 before and after the treatment with VPM-CisCF

The CT-scanning views of case 9 before
and after the treatment with VPM-CisCF
(I ) chemotherapy. Arrow indicates the
recurrent tumors in operated area. Those
are almost diminished in the lower.

(1l ) chemotherapy. Right hydronephrosis and shadow defect of cystogram due
to huge bladder tumor in the left, and complete recovery in the right.
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Fig. 4. The chest X-ray views of case 14 before and after the treatment with VPM-CisCF

(I) chemotherapy.
recovery in the right.

Foo 5 — AR THERCIL, MEBELIEEAL (Fig.
4 15), BEEBALER Y & L (Fig. 3 4).
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Multiple pulmonary metastases in the left, and partial

IABRLVBEYREHE IRV L L, £
DEFIHRLEROBEC L > TELELTHEH
30~50% Tig Y4B RIHED & ZANFLTHA 5.
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5).
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Table 5. Combination chemotherapy regimens in the treatment of urothelial cancer

CR + PR
Author Date Ref. No.of adeq. No. % Comments
Kedia et al. 1981 15) 23 19 82 CDDP 60mg/ mf,ADM 40 mg /nf,CTX 400mg /nf
day 1, g 4dwks.
Mulder et al. 1982 16) 42 17 40 CODP 40mg/ nf,ADM 40 mg /nf,CTX 400mg /nd
day 1. q 3wks.
Citrin et al. 1983 X)) 13 5 38 CTX 500mg/ nof,ADM 40 m¢ /nf day 1,
CDDP 40meg /nd  day 2, g 3wks for 2 course.
MTX 40 mg /0§ ,q lwk(started on day 42)
for 12 courses.
Kotake et al. 1983 18) 14 5 36 CTX 500mg/ mi,ADM 50 mg /nf day 1,
CDDP 50 mg /nd day 2, g 3wks.
Schwartz et al. 1983 19) 28 13 46 CDDP 70mg/ nf day 1,CTX 250mg /nf day 2,
ADM 45mg /i day 3, q 3-4wks.
Soloway et al. 1983 20) 59 7T 12 CDDP 70mg/ mf, CTX 750 mg /mi day 1,
q 3wks.
Gagliano et al. 1983 21 37 16 43 ADM 50 mg/ nd day 1, CDDP 50 mg /rd day 2,
q 3wks.
Kawai et al. 1984 22) 10 7T 170 CDDP 20me/ nof. 5-FU 300mg /rd day 1-5,
ADM 30mg /nf day 1, g 3-dwks.
Fujioka et al. 1984 23) 9 3 33 CODP 15mg/ ni, ADM 7 mg /ndi day 1-5,

CTX 200-300 mg /nd day 1, 5-FU 200-300me/ mi

day 2, q 3-4wks.

BAIT!
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HRFE S
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INbLD EEERETHE, HEFOHMED aggres-
sive chemotherapy LN T HH#E OIS D EFE 2
5. TOHIDOWTIL, R — Fev AEBRRTHES
KBt BRE: & LT Yagoda » CDDP+CTX+AD-
M $#®, Williams &0 CDDP+ADM+5-FU 2
BB BALED, Thb &L T VPM-CisCF #
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RTh-k. BRIEAORERIL, =X — = AEREE
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