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Original article Clin Ter 150: 11-15, 1999 

Single agent 2’,2’-difluorodeoxycytidine in the treatment of
metastatic urothelial carcinoma: a phaseII study

V. Gebbia,A. Testa!, N. Borsellino?, G. Mauceri, F. Varvara’, M.L. Tirrito’, D. Sambataro and G,Fallica
Division Medical Oncology, Centro Catanese di Oncologia, Catania, ' Division ofOncology, Clinica Macchiarella, Palermo,?Division
ofMedical Oncology, Dipartimento Oncologico ad Alta Specialita, La Maddalena, ? Service ofOncology, Clinica Torina, Palermo,Italy

Abstract

Purpose: To evaluate the therapeutic activity and toxicity of
gemcitabinein the treatment of metastatic urothelial carcinoma.

Patients and Methods: Twenty-four consecutive patients with
recurrent- and/or metastatic urothelial carcinomapretreated withfirst
line cisplatin-based chemotherapy were treated with gemcitabine
1000 mg/m’/week intravenously diluted in 250 cc of normal saline
as 20 minutesinfusion for 3 consecutive weeks followed by a 1 week

rest period. Chemotherapy was repeated every 28 days.
Results: All enrolled patients were evaluable for objective

response accordingly to an intent-to-treat analysis. A complete re-
sponse was achieved in 1 patient (4%) and a partial response in 6
cases (25%) for an overall response rate of 29% (confidencelimits
18%-39%). The median duration of objective responses was 7.4+
months(range 3.0+/12.8). Six patients showed no change (25%) with
a median duration of 4.0 months. A subjective improvement in tumor-
related symptoms wasreported by all responding patients, and in 3
paticnts with no change.Six outof 9 patients with symptomatic bone
lesions had a subjective improvement with reduction in analgesic
drugs consumption. Objective responses were observedatall sites
of disease. The median overall survival was 13.0+ months (range

4.0/16.2+), Over a total of 76 cycles (a mean of3.1 cycles/paticnt),
grade 1-2 leukopenia was scen in 9 patients (37%), grade 1-2
thrombocytopeniain 4 patients (17%), and grade | anemia in only 2
cases (8%). Grade 3 leukopenia was seen in 3 cases (12.5%). Grade
4 leukopenia or grade 3-4 thrombocytopenia were not scen. Gastro-
intestinal toxicity was very mild.

Conclusions: Single agent gemcitabineat the dose of 1000 mg/
m? on a weekly schedule is active, at least in terms of objective
response rate and tumor-related symptoms palliation, against
pretreated urothelial carcinoma with goodtolerability. Theseresults
compare favorably with those achieved with the most active drugs
such ascisplatin and methotrexate.

Key words: Chemotherapy, gemcitabine, metastases, urothelial
cancer

Introduction

Urothelial carcinoma is one of the leading most
commontypes of cancer in Western countries (1). 

Riassunto

Obiettivo: Lo scopo principale di questo studio era di valuta-
re l’efficacia terapeutica ¢ la tossicita della gemcitabinaneltrat-
tamento dei carcinomiurotcliali metastatici.

Pazienti e Metodi: Ventiquattro pazienti (pz) consecutivi con
carcinoma uroteliale recidivato c/o metastatico pretrattati con

chemioterapia di 1* linea a base di cisplatino sono stati trattati
con gemcitabina 1000 mg/m*sett. diluita in 250 cc di soluzione
fisiologica e somministrata comeinfusione ev di 20 minuti per 3
settimane consecutive scguite da 1 settimana di intervallo ogni
28 giorni.

Risultati: Tutto i pz arruolati crano valutabili per risposta se-
condo un’analisi intent-to-treat. Una RC é stata ottenuta in | pz

(49%), una RP in 6 casi (25%) per un tasso di risposta obicttiva
complessivo del 29% (limiti di confidenza 18%-39%). La durata
mediana della risposta obiettiva era di 7.4+ mesi (range 3.0+/
12.8). Sei pz hanno ottenuto una SD (25%) con una durata mediana
di 4.0 mesi. Tutti i pz in risposta obicttiva ¢ 3 con SD hanno
ottcnuto un miglioramento soggettivo con riduzione del consu-
mo di analgesici. Una risposta obicttiva ¢ stata osservata in tutti i
siti di malattia. La sopravvivenza mediana é stata di 13.0+ mesi
(range 4.0/16.2+). Su un totale di 76 cicli (media 3.1 cicli/pz), 9
pz hanno mostrato una leucopenia di grado 1-2 (37%), 4 pz una
piastrinopenia di grado 1-2 (17%), e 2 pz un’anemia di grado 1.
Una leucopenia di grado 3 é stata registrata in 3 casi (12.5%).

Conclusioni: La gemcitabina somministrata comeagente sin-
golo alla dose di 1000 mg/m?/sctt.¢ attiva, almenoin termini di
risposta obiettiva ¢ di palliazione dei sintomi legati al tumore,
nei confronti dei carcinomi uroteliali pretrattati con buona tol-
lerabilita. Questi risultati sono paragonabili a quelli riportati per
altri farmaci attivi quali il cisplatino ed il methotrexate.

Parole chiave: Carcinomauroteliale, chemioterapia, gemcitabina,
metastasi

Although several patients with muscle-invading discase
can be cured by locoregional therapies, however a
significant percentage of patients will develop pelvic
recurrence and/or distant metastatic disease (1,2). Once

Correspondence: Vittorio Gebbia MD, PhD, Division Medical Oncology, Centro Catanese di Oncologia, Via V.E. Dabormidan. 64,
95100 Catania, Italy. Fax. : 095-336989
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