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1.0 OBJECTIVES 

b 1.1 To deterK!'r?e the survival a n d  progression f r ee  interval o f  patients 
w i t h  maximally +eht;?kec! advanced endometrial carcinoma treated w i t h  
abdominal rzdiation therapy. 

1 . 2  To determinetfie prqress ion  f ree  interval and  s i t e  of recurrence i n  
patierits \.:itti Stage I and  I 1  p a p i l l a r y  sercus carcinoma of  t h e  
endoKetrium t rea ted  w i t h  abdorinal radiation therapy w i t h  pelvic 
boost . 

2.0 GACKGROUND - AIfD R K i O W L E  

i n  regard t o  Ob jec t ive  1.1: 

Advanced endcirletrial carcinoma, Stage I11 and  Stage IV accounts fo r  10% o f  

a l l  patients w i t h  .erzlcmetrizl carcinoma. There a re  additional patients,  
c l i n i ca l ly  Stage 1  IT Stage 11, w h o  on surgical evaluation have more 
advanced disease, disease ro t  readily cured by to ta l  abdominal hysterectomy 
a n d  b i la te ra l  salpiirgoophorector~y m d  pelvic radiotherapy. According t o  
iS&5 d a t a  obtained fmm GOG Protcjcol #23,' 
c r  11 had adnexal m a d  o f  disease. The peritoneal cavity was involved by 
cross tumor i n  6.1% D f  patients - 1.57 by Fross serosal breakthrouah of  tkle 
L ~ F ~ - L E .  2 .Fr '  t.: ~ ~ l \ + r  ';.;.?arts zrd 2.F" !: r :  '-s:elv5c ; 'mp?sr , tc .  ?sa;:cfi 
t i  i;- ~ \ z ; : , i t e L  32 pa t ien ts  w i t h  Stspe J I ?  c;:-:-;se. She divided them 
i n t o  2 groups:  
"Fathologic Stage In". The crude f ive  year survival was 11.7% and 44% 
respectively. The mort C O ~ G R  eviderce of d i s tan t  metastasis i n  patients 
w i t h  c l in icc l  S t a g e  T I 1  was diffuse intraperitcneal metastasis w i t h  tumor 
involving the omentum, mesentary, small bowel and  peritoneum. 
a13 
local pe tas tas i s .  T h e  d i s tan t  metastasis were carcinomatosis w i t h  or 
without a sc i t e s  and  involvement by the omentum. In his review of 
adenocarcinoma of the endopetriurn, Howard Jones4 recommended primary 

b 
6.3% of patients w i t h  Stage I 

19 pa t ien ts  w i t h  " c l i r i ca l  Stage 111" and  13 patients with 

Yoonessi e t  
reported on 2@ of 64 patients who died w i t h  d i s tan t  or d is tan t  and 
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exploraticn and total abdominal hysterectcmy and bilateral 
salpingoophorectoniy i'n clinical Stage 111 patients. Occasionally the 
adnex6.l mass is benign or primary ovarian carcinoma. He stressed that a 
correct diagnosis and dccurertation of the full extent of disease is 
essential to develop a treatment regimen. However, his experience with 
whole abdominal radiation therapy was small and disappointing. He 
therefore advocated treatment of S t a y  I V  disease with progestational 
agents. 

\.y/ 

Progestational agents have, however, been somewhat disappointing. Jones 4 
cites an overa?? of\!ective response rate o f  20-4@%. 
responses are i p  patients with well differevtiated tumor. There was an 
overa;i response rate of only 14: ir, a T-CG 5tcdy5 
?zvancea or recurrent eraretrial carcinoma treated w i t h  medroxy- 
Lrcsrstrrcvc acetate. The response alcr cori-eiated with grade, the well 
differentiated tumors respcrdino better than the poorly differentiated 
turrcrs. Zince 730; o f  Stage I11 tumors are Grade I1 ( 5 4 % )  and Grade 111 
(?!X), the expected respcrye t o  progestins is quite poor, 

Kost of these 

of patients with 

6 

1 

Zystemic chemotherapy has beer F C J : L ~ ~ ~  disappointing. GOG Phase 11 tritl' 
cf  cis-Platinum had only a 45 objective response (one partial response) 
Z P G K ~  patients with measurable advanced cr recurrent endometrial cancer. C. 
response rate of 36.851 was nctcc' i r  ccmbination chenotherapy f c t -  two 
reairrevs - rrelphalan ?rtd 5-fl!lr*r?!~rzcil p r  c '* \ r r i . t ' c ip .  ! ? - f ~ ; i ~ v l ! ~ - z c i l  a r , l  

cyclophcsptanide. Prel irnin:.?:? response d a t e  pr, p e t i e i , - - .  - - e a t e c  , t h  

either doxcrubicin or doxorubicin and cyclophcsphaniide (GOG 48)' 
only a 25.2% respcrse rate (10.4% CR, 14.92 PR). 
that "the combination o f  doxorubicin plus cyclophosphamide appears to offer 
no advhntege cver doxorubicin alone in the management of endometrial 
carcinoma. I' 

L d  

8 

reveals 
Conclusions drawn are 

In e hiahly selected patient group radiation therapy appears promising 
Greer and Hamberger- 
absolute 5 year survival of 63% among 27 patients with intraperitoneal 
mtast.atic adenocarcinoma of the endometrium, who had 2 cm or less res 

0 
reported a corrected 5 year survival of 80% and 
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disease a t  laparotofiy, a n d  postoperative treatment of  whcle abdomen by 
m o v i n g  s t r i p  tecbricue w i t h  pelvic b o o s t  i r r a d i a t i o n .  
incident21 metastatic disease d i d  be t te r  t h a n  those 15 patients maximally 
debulked to  2 CIT or less ( 5  year survival 91X, 71% respect ively) .  The 
dis t r ibut ion o f  tumor grade was Grade 1 - 5 pa t iec tc j  Grade 2 - 16 
pat ients ;  a d  Crzde 3 - 4 patients.  There was no difference i n  survival 
by grade o f  the tumor. F a j o r  complications included two patients 
develcpirs severe en te r i t i s  requiring cessation of  therapy. 
complications i n c l u d e d  one patient w i t h  a vaginal ulcer ,  one patient w i t h  a 
p a r t i a l  small bcwl obstruction and rectal  bleeding managed conservatively, 
a n d  one patient w i t h  small bowel obstruction requiring surgical correction, 
r:lith a l a t e r  development cf a n  ecterccutaneous f i s t u l a  a l s o  surgically 
corrected. 

Twelve patients w i t h  

Major l a t e  

Of s ix  patients w i t h  recw-rerce, three developed recurrence i n s i d e  of the 
treatment f i e l d ,  two developed recurrence outci6e t h e  treatment f i e l d ,  a n d  
one developed recurrence i n  b o t h  areas. 
for  systemic therapy i n  such a highly selected patient p o p u l a t i o n .  

No d a t a  are  currently available 

I n  sumrriary adv6cced erdcrretrial carcinoma, "surgical stage" I11  and  IV 
limited t c j  the  zbdomen, i n  small s e r i e s ,  appear t c  have a favorable 
response t o  total  abdomipal  radiotherapy i f  maximally debulked a t  
? G F ; ~ Y G ~ O K I Y  t o  2 cm o r  less .  

C Fkzlce 1: tr-fa1 or' t o t a l  abc 'cn i r ,a l  t - ac i a t ion  therapy i n  t reat ing p 6 t i c r t :  

w i t h  e r c ' m c t r i a ;  carcinoma w i t h  abdominal metastssis,  maximally debulked t c  
2 cm or l e s s ,  i s  therefore proposed t o  attempt t o  confirm t h E  excellent 
resu l t s  by Greer and Hamberger. 

I n  regard t o  Objective 1 .2 :  

Papillary serous adenocarcinoma of the endometrium has a l so  been recently 
ident i f ied as a c l in ica l ly  ag9ressive variety o f  endometrial carcinoma 
Hendrickson e t  a l l C  reviewed 256 Stage I endometrial carcinomas and  
ident i f ied 26 as uterine papillary serous adenocarcinoma. F i f ty  percent of 

L .' 
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these 
carci 

26 patients 
oma o f  the 

rc!apted (five times the rate of classical endometroid 
cdometrium). Six of 7 failures in the upper abdomen were 

L, uterine papillary serous carcinoma (6 /26 papil!ary serous tumors failed in 
the upper abdomen). 
advanced pap’llary adenocarcinomas which were followed. Of these, 11 
presented or relapsed with abdominal carcinomatosis. 
patients survived. The authors recommended adjuvant upper abdominal 
r z d < ~ % f ~ ~  tberapy or chemotherapy. 
endometrial carcinoma. Eight of these patients had papillary serous 
aderccsrciporna. Only 3/8 had Stage I disease; 3/8 had Stage I11  and 2/8 
had Stage IV. This contrasts sharply with 80% rate o f  Stage I crc‘icarily 
seen v;itb erdcrretrial carcinoma. This papillary tumor was also associated 
vJith deep myometrial involvement in 50% of the cases. Kalker and F’i:ls’2 
derrcrs t rc i ted 6/11 patients with papillary serous carcinoma had either 5 t P C e  

I I J  cr I\’ disease. LauchlanI4 proposed that early lymphatic and vascular 
involvement was respcnsible for frequent dissemination c f  disesce even in 
the absence of deep rriyometrial involvement. Hendrickscn” cited the 
terc‘erxy c f  9mor to spread over the peritoneal surfaces in a manner 
sini lar to ovariafi carcinonia. 

There were an additional 26 patiertz v:ith niore 

Only four of these 26 

Sat0 et all’ reviewed 229 patients with 

i d  
Gecause o f  the aggressiveness o f  FEpillary serous carcinoma of the 
endometrium, with frequent rel?pces and spread in the upper abdomen and 
Fccr  response o f  endor!-,etrfet: ccrc”rcra ir general to progestational agerlts 

set -cds  carcinoma Val-fetnts t.c ircluded. However, this subset o f  patients 
will be evaluated separately in order to detect differences in progression 
free interval arid Lite cf recurrence. 

; l - f  c \ ,  ~ ‘ f r ’ ~  c ~ , z ~ ~ t F ~ - ~ ~ ~ t ,  ’t i r  - I - * -  r : F e  t h a t  r ’ t - ~  - . : ~ ~ i  !I papiilzrj 


