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Abstract

Purpose Although gemcitabine and carboplatin (GCa) is a standard option for patients

with advanced urothelial cancer (UC) who are ineligible for cisplatin, outcomes remain

poor. This trial evaluated the efficacy and safety of bevacizumab with GCa in advanced

UC.

Patients and Methods Patients with Karnofsky performance status of  60% to 70%,

creatinine clearance less than 60 mL/min, visceral metastasis, or solitary kidney were

eligible and received a lead-in dose of bevacizumab 10 mg/kg followed 2 weeks later

by gemcitabine  1,000  mg/m
2

 on days  1  and  8  and  carboplatin at  area under the

[concentration-time] curve (AUC) 5.0 or 4.5 and bevacizumab 15 mg/kg on day 1 every

21  days  for  six cycles.  Patients  achieving  at  least  stable  disease  (SD)  continued

bevacizumab 15 mg/kg every 21 days for 18 additional cycles. The study was powered

to  detect  a  50%  improvement  in  median  progression-free  survival  (PFS)  over  a

historical control.

Results Fifty-one patients, median age 67 years (range, 42 to 83 years), were enrolled

onto the study and were evaluable for toxicity. Twenty (39%) experienced grade 3 to 4

toxicity,  and  10  (20%)  had  thromboembolic  events  (deep  venous  thrombosis  or

pulmonary embolism).  Four received  one  or fewer cycles  leaving  47  evaluable  for

outcomes. Twenty-three (49%) achieved response (three complete; 20 partial), and 11

had SD. Median PFS was 6.5 months (95% CI, 4.7 to 7.8 months); PFS was greater in

the carboplatin AUC 5.0 group (P = .04). Median overall survival (OS) was 13.9 months.

Conclusion The 95% one-sided lower confidence bound of 4.77 months for median

PFS  did  not  meet  the  predesignated  PFS  of  more  than  4.8  months  considered

sufficient for further study. Median OS was greater than expected. An ongoing phase III

trial  in  patients  who  are  eligible  for  therapy  with  cisplatin  will  define  the  role  of

bevacizumab in UC.
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