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1.0 OBJECTIVES 

2.0 

1.1 To compare treatment outcomes (survival and progression-free interval ) 
and failure patterns in patients with stages 111-IV endometrial 
carcinoma ( 5  2 cm residual disease) treated wlth whole abdominal 
irradiation versus circadian-timed combination doxorubicin-cisplatin 
chemotherapy. 

1.2 To determine and compare the incidence and type of ’  acute and late 
adverse events observed with the two treatment regimens. 

- 

BACKGROUND AND RATIONALE 

Although localized endometrial cancer is effectively treated using surgery 
and radiation therapy, treatment o f  advanced endometrial cancer remains 
problematic. 
die o f  this disease in 1991.[l] 

The American Cancer Society estimates that 5500 women will 

The optimum adjuvant therapy following surgical staging and maximum 
cytoreduction is unknown. 
medroxy-progesterone acetate (50 mg PO tid), finding an overall response 
rate of 14%. 
differentiated tumors. Since 92% of stage 111 patients have moderate to 
poorly differentiated lesions, expected response to progestins is poor in 
patients with advanced, disease. [ Z ]  

The Gynecologic Oncology Group Has evaluated 

We11 differentiated tumors responded better than poorly 

Systemic chemotherapy has been similarly disappointing when given t o  
patients with advanced or recurrent endometrial cancer. In GO6 protocol 
#48, only 25.3% of patients receiving doxorubicin +/- cyclophosphamide 
responded to therapy (10.4% CR).[3] 
treated first-line with single-agent cisplatin (50 mg/m*) demonstrated a 
complete response rate of only 4%.[4 J 

In GO6 protocol #26-C, 56 patients 

Whole abdominal radiation (WAR) has been suggested as an adjunctive 
treatment in patients with stages I11 and IV endometrial carcinoma. 
et a1 reports disappointing results treating patients with intra-abdominal 
metastases with WAR.[5] 
patterns in clinical and surgical stage I11 patients, Greven et a1 
concluded that the high rate of distant metastasis precludes a significant 
impact on survival by WAR.[6]  
promising results in patients with small residual disease ( < 2 cm) treated 
with WAR using a moving strip and pelvic boost. Twenty-seven patients had 
an absolute survival o f  63% with acceptable rates of acute and late 
complications.[7] 
a1 who observed 5 year relapse-free survivals of  78% and 53% in patients 
with stages I11 and IV disease, respectively.[8] In GOG protocol 894,  a 
phase I 1  study, WAR was prospectively evaluated, Although data analysis 
frcm this study is incomplete, it appears that the WAR regimen employed is 
tnlerable with s m e  evidence of efficacy. 

Potish 

Based on a retrospective analysis of failure 

However, Greer and Hamberger reported more 

Similar favorable results were reported by Martinez et 
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In protocol 896, the GOG evaluated circadian-timed combination doxorubicin 
ci spl ati n chemotherapy in advanced and recurrent endometrial cancer, 
finding a 60% response rate in 30 evaluable patients.19) This high 
response rate is consistent with previous observations that circadian 
scheduling o f  chemotherapy may improve response sates and median survivals 

L and lessen toxicity.Cl0, 113 

Based on these previous GOG studies, we propose to compare directly, in 
randomized fashion, WAR and ci rcadi an-timed doxorubicinccisplatin in 
patients with stages 111 and I V  endometrial cancer to determine the regimen 
w i t h  the most promise as a surgical adjuvant. 


