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Systemic combination chemotherapy, such as the methotrexate, vinblastine, doxorubicin and cisplatin
(MVAC) regimen, has shown certain activity in advanced bladder cancer, but is associated with a significant
toxicity burden, with a treatment-related mortality of about 4%. Therefore, a great deal of interest has been
focused on the gemcitabine-cisplatin (GC) combination chemotherapy which showed the same antitumor
effect as MVAC chemotherapy with far less toxicity. Indeed, the GC regimen is now frequently
administered as the first-line chemotherapy against metastatic bladder cancer. For the present, GG/MVAC
regimens constitute alternative platform chemotherapy, until new evidence based strategy can be
demonstrated. Accordingly it is important to be able to predict whether a regimen is effective in each
patient with bladder cancer before the initiation of chemotherapy. Clinicopathological factors as the
Karnofsky performance status and the presence of visceral metastases are well-established prognostic markers
for poor survival. However, they are inadequate to predict the optimal therapeutic regimen for each
individual patient. ~As for the predictive marker of cisplatin, ERCC1 may predict survival in bladder cancer
treated by platinum-based therapy. The predictive potential of gemcitabine has not been previously
considered in advanced bladder cancer treated by gemcitabine-combined systemic chemotherapy. In our
retrospective study, the predictive value of a high expression level of hRENT1 was assessed in bladder cancer
treated by gemcitabine combined combination chemotherapy.
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Table

1. Patient characteristics

Patients n (%)

Age
<65
=65
Gender
Male
Female
Performance status
0
=]
Histology
Pure TCC
Mixed TCC
Previous TCx
Yes
No
Visceral metastasis
Present
Absent (LN meta)
Chemotherapy
GC
GCT

Fig. 1. Immunostaining of hENTI.
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Fig. 2. Kaplan-Meier estimates of overall survival in metastatic bladder cancer patients treated with
gemcitabine and cisplatin combined chemotherapy.
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Table 2. Univariate analysis of baseline patient characteristics

No of Median survival months (95%CI) Hazard ratio (95%CI) P*
Age 0.213
<65 9 15.5 (12.0-19.0) 2.075 (0.658- 6.542)
=65 15 16.5 (10.8-22.1) 1
Performance status 0.028
0 9 22.7 (13.9-31.5) 1
=1 15 13.3 (11.4-15.2) 3.160 (1.141-10.342)
Past history of TCx 0.487
Present 12 16.6 (13.2-19.9) 1
Absent 12 13.6 (10.5-16.8) 1.409 (0.536- 3.710)
Visceral metastasis 0.043
Present 13 13.6 (11.6-15.6) 3.422 (1.041-11.244)
Absent (LN meta) 11 22.7 ( 8.0-37.5) 1
Chemotherapy 0.42
GC 9 16.6 ( 9.2-33.1) 0.595 (0.168- 2.102)
GCT 15 15.5 (11.9-19.1) 1
ERCC1 0.163
Low 12 17.3 (12.7-21.9) 1
High 12 13.6 (11.6-15.7) 2.043 (0.749- 5.577)
hENT1 0.003
Low 14 12.3 ( 7.6-16.9) 5.898 (1.802-19.301)
High 10 23.0 (16.3-29.6) 1

* log-rank test.
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