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Abstract-From October 198 I to October 1984, 42 consecutive patients with locally advanced 

unresectabb or metastatic transitional cell carcinoma of the urinary tract a#ere treated with cis- 
Platinum 50 mglm’ i.c. and Adriamycin 50 mglm’ i.o. dq 1, and Fluorouracil 5OOmg/ 
m’) i.o. and C:2126 100 mglm’ dnq’s 1 and 8, eoe9 3 weeks. In the 36 Pl,aluable patients, 

4 complete remissions and 15 partial remissions Lelere noted (52.7% response rate). Oj- the 12 

patients with preGous[y untreated, locally advanced bladder carcinoma. 8 re.\ponded, with 3 

patholo<qicalJv corlfirmed complete remissions. To.xicip zebas moderate. Median rurciral ti1a.c -1-,l 

tuleeks. This 4-drug rombination had sign$cant palliative actkig in our patient population. Its 

role in the preoperatke setting desenjes further el’aluation. 

INTRODUCTION 
IN THE past few years scvcral chemotherapeutic 
agents have proven useful in the management of 
advanced transitional cell carcinoma of the urinary 
tract (TCCLJT). The most effective agent, with a 
rrportcd 33% response rate is G-Platinum 
(DDP); other drugs, such as Cyclophosphamidc, 
Mcthotrexatc, Adriamycin (ADM) and Fluo- 
rouracil (FU) have shown activity in this discasc 
[ 11. The role of VM-26 is more uncertain; 
however, a 17% response rate was noted in Carl) 
studies by the EORTC [2]. Several drug com- 
binations have yielded a 40-60% response rate 
[ 11, although the superiority of combination 
chcmothcrapy over DDP has not been dcm- 
onstrated in randomized trials. The combination 

of ADM and FU induced in our hands a 35% 
response rate in patients with bladder carcinoma 
[ 31. In October 1981. a prospective phase II stud) 
was started at our Institution with the aim to 
cvaluatc the efficacy and the toxicity of a nc\\ 
regimen resulting from the addition of DDP and 
\‘M-26 to the combination of ADM and FU in 
advanced TCCUT. This article reports the results 
of that studs. 
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MATERIALS AND METHODS 
From October 1981 to October 1984, 42 con- 

secutivc eligible patients (pts) with advanced 

TCCUT cntercd into the study. 
Conditions of eligibility included: histologically 

proven transitional cell carcinoma of the bladder, 
renal pelvis or ureter; locally advanced unrc- 

scctablc and/or mctastatic disease; no previous 
chemotherapeutic treatment; age less than 70 yr; 
performance status greater than 40; no con- 
comitant antineoplastic trcatmcnt; serum cre- 
atininc d 1.2 mg/dl, serum bilirubin d 1.5 mg/dl, 
white blood cells counts 2 4000/nl, platelrts 
counts 2 lOO.OOO/nl. 

Staging procedures included clinical examin- 
ation. routine laboratory tests. EKG, bone scin- 
tigram and chest X-rays in all pts, cystoscopy, 
bipedal lymphangiogram and CT scan stud& 
when the primary tumor was still present. 

Chemotherapy consisted of DDP 50 mg/m’ i.v. 
and ADM 50 mg/m’ i.v. day 1, and FU 500 mg/ 
m” i.v.and VM-26 100 mglm’ i.v. day 1 and 8, 
every 3 weeks. On day 1 pts rcccivcd 1.500 ml of 
i.v. fluids with 100 g of Mannitol. 

Follow-up studies included complctc blood 
counts before each administration of chcmo- 
therapy, serum creatininc brfore each admin- 
istration of DDP and those tests indicated to define 
rcsponsc cvcry 2 cycles of chcmothrrap),. Other 

1457 



1458 A. Veronesi et al. 

diagnostic procedures were performed upon clini- 

cal indication. 
In case of leuko-thrombocytopenia on day 1, a 

new cycle was delayed until bone marrow recovery, 
while on day 8 reduction criteria were employed 
as follows: for white blood cells counts between 

3.000/nl and 4.000/nl and for platelets counts 
between 70.000lnl and lOO.OOO/nl half doses of 
FU and VM-26 were administered, while for lesser 

values chemotherapy was not given. 
In case of elevation in strum creatininc, DDP 

was discontinued until normalization. 
Response and toxicity were classified according 

to the World Health Organization criteria [4]. 
Survival was calculated according to the life- 

table method. 
Of the 42 pts treated, 40 were males, 2 females. 

Median age was 65.5 yr (range 38-74). All pts 
had bladder carcinoma except 2 with mctastatic 
ureteral carcinoma and one with metastatic renal 

pelvis carcinoma. 
In 18 pts disease was limited to the pelvis (prc- 

viously untreated bladder carcinoma in 15 pts, 
pelvic relapse after radical cystcctomy, partial 
cystectomy and radiotherapy in 1 pt each), while 
in 24 metastatic disease was present (bone in 10 
pts, lungs in 7, iuxtaregional lymphonodes in 13, 
skin in 1). The median number of sites involved 
was 1 (range l-4). Twenty-five pts were not prc- 
treated, 11 had undergone radical surgery, 5 radio- 

therapy. 

RESULTS 

Of the 42 pts entered into the study, 6 were 
considered not evaluable for response and 2 for 
toxicity. Reasons for unevaluability included early 
death in 3 pts, loss to follow-up in 2, treatment 
refusal due to toxicity in 1. A total of 129 cycles 
was administered to the 36 cvaluable pts. Median 
number of administered cycles was 3. Four com- 
plete remissions (CR), 15 partial remissions, 7 
stable disease and 10 progressions were noted. 
Response rate (responding/evaluablc pts) was 
52.7%. If the 3 pts with early death are included, 
response rate was 48.7%. Of the 12 pts with pre- 

viously untreated, locally advanced bladder car- 
cinoma, 8 responded, with 3 pathologically con- 
firmed CR at subsequent radical cystcctomy 
performed in 4 pts (1 pt had undergone pre- 
surgery RT). 

Response was noted in l/3 pts with pelvic 
relapse after local treatment, 3/5 with pulmonary 
metastases, 4/9 with osseous metastases, O/l with 
skin mctastases, 6/12 with lymphonodal meta- 
stases. 

In 1 l/19 responding pts subsequent local trcat- 
ment (radiotherapy or surgery) was employed. 
Median duration of response to chemotherapy 

alone was 26 weeks (17-34). Median duration of 
response to the whole treatment was 57.5 weeks 

(18-234.5+). 
Toxicity was moderate. Nineteen pts experi- 

enced leuko-thrombocytopenia (grade 3-4 in 2 
pts), 10 grade 3-4 nausea and vomiting, 4 grade 
1 reversible elevation in serum crcatininc. 

It was possible to administer a median of 92% 
of the calculated dose for ADM, 75.5% for DDP, 

88% for FU and 86.5% for VM-26. No toxic 
deaths were encountered. 

Survival curve (all eligible pts) is reported in 
Fig. 1. Median survival was 44 weeks? with 9 pts 
still surviving. 

DISCUSSION 
When this study was initiated, the literature 

regarding the chemotherapy of advanced TCCUT 

consisted of several phase II studies exploring the 
activity of single agents and chemotherapy com- 
binations. There was an indication that a com- 
bination chemotherapy could yield better rcsponsc 
rates than single agents and interesting results had 
been published with combinations of Cyclo- 
phosphamidc, ADM, Mcthotrcxate, FU and DDP 

[51. 
Following our previous experience with ADM 

and FU [3], it was decided to expand it to the 4- 
drug combination reported in this paper. The 
drugs employed had been reported as active and 
the expcctcd toxicity was only partially super- 
imposable. It should be noted that further studies 
[5] have questioned the activity of VM-26 in 
advanced bladder cancer and that the relative role 
of this drug in our combination is uncertain. 

In Table 1 the results obtained by several groups 
in phase II studies arc reported. When our results 
in terms of rcsponsc rate arc compared to those 
previously rcportcd, they seem to be comparable. 
In particular, various combinations of DDP with 
the other drugs included in the regimen employed 

Table 1. ActiviQ of chemotherapy combinations in advanced 
urothelial carcinoma 

Drugs 
No. 

patients 
Response 
rate (“h) Ref. 

DDP+ADM 
DDP+ADM+FU 
DDP+MTX+VLB 
DDP+CPM+ADM 
DDP+VM26 
DDP+MTX 
DDP+ADM+MTX 
+ VLB 
DDP,+FU,+ADM, 
+ VM26 

40 53 6 
39 46 7 
37 57 8 
42 40 9 
41 5 1 10 
43 46 11 

45 67 12 

36 53 Present series 
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by us had comparable activity. In contrast, the 

addition of MTX to DDP was found recently to 
be capable of increasing CR rate, even if at the 
expense of a grcatcr toxicity [8, 11, 121. 

Recently, some cooperative randomized studies 
have been reported. In the SWOG study, 
DDP+ADM proved superior to ADM alone [ 131. 
The study from the NBCCGA [14] failed to show 
a greater activity of the combination of CTX and 
DDP than DDP alone. However, response rate was 

very low in both arms (12 and 20% respectively), 
suggesting the presence of subtly unfavorable prog- 
nostic factors. In another recent randomized stud) 
from the ECOG, comparing the combination of 

Cyclophosphamidc, ADM and DDP to DDP, 
higher response rates were noted with a marl), 
double, albeit not significant, response rate in the 
combination arm. Survival showed a marginal, 
non-significant benefit for the combination. DDP 
seems therefore essential for the activity of a com- 
bination, and also ADM seems to be a drug worth 
being included in future combinations to be com- 
pared to DDP alone. 

Toxicity was moderate in our study, with 30% 
of pts presenting grade III-IV toxic effects and 

a 75-92% of the calculated dose administered. 
Similarly to efficacy, toxicity is roughly supcr- 
imposablc to that previously reported in phase II 
studies; however, the exclusion of Methotrexatc 
from our combination prevented the incon- 
venicnccs caused by the interaction of this drug 

with DDP. 
.4n interesting point in our material is the pres- 

ence of a high response rate and of pathologically 
confirmed complete responses when FADV is used 
prcoperativcly in patients with T,,--T, disease. 
These results arc in accordance with those noted 

by other groups [ 12, 16, 171 and have Icd us to 
start a prospcctivc chemotherapeutic-surgical pilot 

study. 
In conclusion, the FADV combination yicldcd 

in our hands a substantial response rate, par- 
ticularly in patients with previously untrcatrd, loc- 
ally advanced bladder cancer; whether it is more 
cfktivr than DDP alone remains to be studied. 
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