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1 .o 083CC1 IVfS 

1 . 1  To determine  whether hydroxyurea or t h e  combination of 
5 -F luorourac i l  and a l l o p u r i n o l  w i t h  c l s p l a t i n  is s u p e r i o r  a s  a 
p o t e n t i a t o r  of  r a d i a t i o n  therapy  i n  advanced c e r v i c a l  carcinoma. 

To de te rmine  t h e  r e l a t l v e  t o x i c i t i e s  o f  hydroxyurea versus t h e  
combinat ion  o f  5 - f luo rourac i l .  and c i s p l a t  i n  when g iven  c o n c u r r e n t l y  
wi th  r a d i a t i o n  the rapy .  

1 . 2  

(c 

2.0 BACKGROUND AND R A T I O N A L E  

Primary p e l v i c  r ad io the rapy  f a i l s  t o  c o n t r o l  35-90% of p a t i e n t s  wi th  
l o c a l l y  advanced c e r v i c a l  carcinoma. 
f a i l u r e s  occur  i n  t h e  p e l v i s ,  presumably w i t h i n  t h e  f i e l d  o f  
r a d i a t i o n . ( l )  I t  is e s t i m a t e d  t h a t  2,700 l i v e s  cou ld  be saved i f  100% 
l o c a l  c o n t r o l  could  be ach ieved . (2 )  

Approximately two- th i rds  o f  t h e s e  

A variety o f  agen t s  have been used i n  a t t e m p t s  t o  i n c r e a s e  t h e  
e f f e c t i v e n e s s  o f  r a d i a t i o n  the rapy  and t h u s  l o c a l  c o n t r o l .  ( 3 )  
is one s u c h  agent  so  used. I t  i n h i b i t s  t h e  r e p a i r  o f  r a d i a t i o n  induced 
c e l l u l a r  damage(4) and a l s o  may induce .  c e l l  synchrony. ( 3 )  
compares s t a n d a r d  r a d i a t i o n  the rapy  t o  r a d i a t i o n  t h e r a p y  p l u s  hydro- 
xyurea . (5)  Th i s  s t u d y  o f  104 p a t i e n t s  w i th  S tage  111-B and I V - A  squamous 
c e l l  carcinoma o f  t h e  cervix showed a s i g n i f i c a n t l y  i n c r e a s e d  complete 
r e sponse  ra te ,  p rogres s ion - f r ee  i n t e r v a l  and s u r v i v a l  f o r  t h o s e  p a t i e n t s  
r e c e i v i n g  r a d i a t i o n  and hydroxyurea.  T o x i c i t y  was a c c e p t a b l e .  GOG 
Pro toco l  556 compares t he  hypoxic c e l l  s e n s i t i z e r  misonidazole  and 
r a d i a t i o n  therapy  t o  hydroxyurea and r a d i a t i o n  the rapy .  P r e l m i n a r y  
a n a l y s i s  i n d i c a t e s  t h a t  p a t i e n t s  t r e a t e d  w i t h  hydroxyurea as an ad junc t  
t o  r a d i a t i o n  the rapy  have a longe r  p r o g r e s s i o n  f r e e  i n t e r v a l  and 
s i g n i f i c a n t l y  fewer r ecu r rences .  

Another agent  t h a t  appea r s  t o  i n c r e a s e  t h e  e f f e c t i v e n e s s  o f  r a d i a t i o n  
the rapy  is 5 - f l u o r o u r a c i l  (5-FU). 
a q a i n s t  c e r v i c a l  carcinoma w i t h  an o v e r a l l  r e sponse  r a t e  o f  '20% as a 
s i n g l e  a g e n t . ( 6 )  5-FU a l s o  ac t s  a s  a r a d i a t i o n  s e n s i t i z e r . ( 3 , 7 )  I t  
se lect ively i n h i b i t s  cel ls  i n  t h e  S-phase o f  t h e  cel l  c y c l e .  I t  a l s o  is 
e f f e c t i v e  i n  i n h i b i t i n g  t h e  r e p a i r  o f  r a d i a t i o n  induced cel l  
damage.(3,7,8) 
immediately fo l lowing  r a d i a t i o n  the rapy . (7 )  5-FU h a s  been used as  a 
r a d i a t i o n  s e n s i t i z e r ,  u s u a l l y  with o t h e r  a g e n t s ,  a g a i n s t  a v a r i e t y  of 
cance r s .  These inc lude  a n a l  c a n c e r , ( 9 )  head and neck cance r (10 )  and 
esophagea l  c a n c e r . ( l l )  
f o r  cervical carcinoma. (12 ,13)  
complete r e sponse  r a t e  f o r  10 p a t i e n t s  r e c e i v i n g  5-FU and mitomycin-C 
c o n c u r r e n t l y  w i t h  a s p l i t  c o u r s e  o f  r a d i a t i o n  t h e r a p y . ( l 2 )  
c o l l e a g u e s  r e p o r t e d  a 74% complete r e sponse  ra te  for 27 p a t i e n t s  
r e c e i v i n g  s p l i t  cou r se  r a d i a t i o n  t h e r a p y  and two  4-day i n f u s i o n s  o f  5-FU 
a t  a dose o f  1000 mg/m!2) p l u s  mitomycin-C.(13) 

Hydroxyurea 

GOC P r o t o c o l  W4 

# 

5 - F U  h a s  some r e p o r t e d  a c t i v i t y  

Because o f  t h i s ,  5-FU is used c o n c u r r e n t l y  w i t h  o r  

5-FU a l s o  h a s  been used a s  a r a d i a t i o n  s e n s i t i z e r  
Kalra and c o l l e a g u e s  r e p o r t e d  a 60% 

Thomas and 

Two p a t i e n t s  developed 
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l eukopen ia ,  n i n e  thrombocytopenia,  two sigmoid str ictures and t h e r e  was 
one dea th  due t o  sigmoid p e r f o r a t i o n .  Most s t u d i e s  r e p o r t  us ing  5 - F U  8s 
a 96-hour i n f u s i o n  a t  a dose o f  1000 mq/m(2). 
and schedu le  is t h a t  r e l a t i v e l y  s t a n d a r d  doses  of r a d i a t i o n  therapy  can  
be g iven  (170 cGy/day). 
most s t u d i e s .  Giving t h e  5 - F U  by i n f u s i o n  as  opposed t o  bo lus  i n j e c t i o n  
seems t o  alte'r t h e  p a t t e r n  o f  t o x i c i t y  such  t h a t  s t o m a t i t i s  and GI 
t o x i c i t y  are e l a t  i v e l y  more common t h a n  hematopo ie t i c  t o x i c i t y .  (14,15) 
There is r e l a t i v e l y  l i t t l e  myelosuppression. The a d d i t  ion  o f  a l l o p u r i n o l  
d e c r e a s e s  t o x i c i t y ,  p a r t i c u l a r l y  s t o m a t i t i s ,  bu t  n o t  a t  t h e  expense o f  
a n b - t u m o r  effect .  (15,161 

The advantage  o f  t h i s  dose  

5 - F U  i n f u s i o n  appea r s  t o  be well t o l e r a t e d  i n  '\.c/ 

Al lopur ino l  w i l l  be used in  t h i s  s tudy .  

C i s p l a t i n  is an  agent  w i th  known a c t i v i t y  a g a i n s t  c e r v i c a l  carcinoma. 
Previous  GOG s t u d i e s  have documented response  rates o f  23 t o  27% when 
used a s  a s i n g l e  agen t . (17 )  I t  a l s o  a p p e a r s  t o  a c t  a s  a r a d i a t i o n  
s e n s i t i z e r  by i n h i b i t i n g  t h e  r e p a i r  o f  p o t e n t i a l l y  l e t h a l  c e l l u l a r  
damaqe.(3,18) I t  a l s o  may a c t  a s  a hypoxic cell  s e n s i t i z e r . ( 3 , 1 8 )  
C i s p l a t i n  h a s  been used c o n c u r r e n t l y  wi th  r a d i a t i o n  the rapy  t o  t r ea t  head 
and n e c k ( l 9 )  and b l adde r  cance r . (20 )  I t s  use as a r a d i a t i o n  s e n s i t i z e r  
for  c e r v i c a l  cancer remains t o  be e v a l u a t e d .  

In  t h e  L-1210 murine leukemia model, t h e  combina t ion  o f  5 - F U ,  c i s p l a t i n  
and r a d i a t i o n  t h e r a p y  was more e f f e c t i v e  t h a n  e i t h e r  modal i ty  a lone .  
d rug  combination was a l s o  more e f f e c t i v e  as  an a d j u n c t  t o  r a d i a t i o n  than  
e i t h e r  drug  when used a l o n e  a s  an a d j u n c t .  
c i s p l a t i n  is more e f f e c t i v e  when g iven  p r i o r  t o  r a d i a t i o n  therapy . (8)  

The 

This  s t u d y  a l s o  showed t h a t  

L/ 

The combina t ion  o f  c i s p l a t i n  and 5 - F U  i n f u s i o n  h a s  shown a c t i v i t y  a g a i n s t  
c e r v i c a l  car icer (21) .  
combinat ion  w i t h  r a d i a t i o n  t h e r a p )  w i t h  a c c e p t a b l e  t o x i c i t y ( 2 2 - 2 4 ) .  

T h i s  regimen ( d o s e  and schedu le )  has been g iven  i n  

P re l imina ry  data  f rom Yordan e t  a1 s u p p o r t  t h e  use o f  5-FU and c i s p l a t i n  
wi th  r a d i a t i o n  the rapy  i n  t h e  t r ea tmen t  of cervical carcinoma. They have 
used t h e s e  combined m o d a l i t i e s  t o  t r e a t  19 p a t i e n t s  w i th  p e l v v  
ma l ignanc ie s .  Twelve o f  these p a t i e n t s  had cervical carcinoma, 8 primary 
and 4 r e c u r r e n t  l e s i o n s .  Seven o f  t h e  e i g h t  primary p a t i e n t s  had 
complete r e sponses  and two o f  t h e  fou r  r e c u r r e n t  l e s i o n s  had complete 
responses .  The o v e r a l l  r e sponse  r a t e  f o r  p a t i e n t s  w i t h  cervical 
carcinoma was 75%. The a u t h o r s  r e p o r t  a c c e p t a b l e  morb id i ty . (26 )  

The goa l  o f  t h i s  s t u d y  is t o  de t e rmine  which a d j u n c t i v e  d rugs  ( 5 - F U  and 
c i s p l a t i n  v e r s u s  hydroxyurea) is t h e  b e t t e r  p o t e n t i a t o r  o f  r a d i a t i o n  
the rapy  f o r  c e r v i c a l  carcinoma. 

M u l t i p l e  s t u d i e s ,  i n c l u d i n g  t h e  e x p e r i e n c e  w i t h i n  t h e  COG, have confirmed 
t h a t  t h e  p re sence  o f  m e t a s t a s e s  t o  p a r a - a o r t i c  lymph nodes is a 
p r o g n o s t i c  f a c t o r  o f  g r e a t e r  s i g n i f i c a n c e  t h a n  FIG0 Stage . (25)  
a d d i t i o n ,  t h e  p a t t e r n  o f  f a i l u r e  i n  t h i s  group is v a s t l y  d i f f e r e n t ,  w i t h  
one-ha l f  o f  the p a t i e n t s  having r e c u r r e n c e  o u t s i d e  t h e  t r e a t e d  f i e l d .  
I n  t h i s  p a r t i c u l a r  s t u d y  a l l  p r o g r e s s i o n ,  bo th  r e g i o n a l  and d i s t a n t ,  w i l l  
be used a s  t h e  b a s i s  f o r  e v a l u a t i o n .  Because a major o b j e c t i v e  o f  t h i s  
s t u d y  is t o  e v a l u a t e  l o c a l  c o n t r o l  and s u r v i v a l  t h i s  s t u d y  w i l l  be open 
only t o  these p a t i e n t s  with documented n e g a t i v e  p a r a - a o r t i c  nodes. 

In  

'L Rev. 6/5/87 
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INTERGROUP STUDY PROPOSAL 

Because o f  t h e  common i n t e r e s t  i n  t h e  t r e a t m e n t  o f  carcinoma o f  t h e  
cervix, t h e  Southwest Oncology Group h a s  j o i n e d  wi th  t h e  GOG a s  a 
c o l l a b o r a t  i n d  group. 

I t  has  been decided t h a t  t h e  a c t u a l  c l i n i c a l  s t u d y  w i l l  be i d e n t i c a l .  
Each member i n s t i t u t i o n  w i l l  handle  e n t r y  and d a t a  submiss ion  through its 
reSpect ive group. Where t h e r e  is o v e r l a p ,  t h e  i n s t i t u t i o n a l  r ep re -  
s e n t a t i v e s  must themselves dec ide  which  group t h e y  w i l l  use f o r  p r o t o c o l  
e n t r y  and o t h e r  s t e p s .  

I 

For each group t h e  s t a g i n g  procedures  and r equ i r emen t s  w i l l  be 
i d e n t i c a l  t o  t h a t  which is o u t l i n e d  i n  Appendix 111 h IV. 

Data a n a l y s i s  and q u a l i t y  c o n t r o l  w i l l  be handled  by t h e  GOG. 
r e g a r d ,  SWOG w i l l  be cons ide red  an " i n s t i t u t i o n "  of GOG f o r  purposes  o f  
d a t a  flow. SWOG members w i l l  s u b m i t  a l l  d a t a  and m a t e r i a l  excep t  t h o s e  
m a t e r i a l s  f o r  r a p i d  turnaround t o  t h e  a p p r o p r i a t e  SWOG c e n t e r .  SWOG w i l l  
t h e n  forward t h e  d a t a  t o  t h e  COG O p e r a t i o n s  Of f i ce .  Data f o r  r a p i d  t u r n -  
around w i l l  be submi t ted  d i r e c t l y  t o  t h e  GDG Opera t ions  Off ice .  

In  t h i s  

The SWOG i n t e r g r o u p  s t e e r i n g  committee w i l l  c o n s i s t  o f  Drs. Thipgen and 
A l b e r t s ,  1 r a d i a t i o n  o n c o l o g i s t ,  1 p a t h o l o g i s t ,  1 gyn o n c o l o g i s t  and 1 
s t a t i s t  ic i a n  from each group. 

Rev. 12/8/86 
Rev. 6/5/87 
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3.0 PATIENT ELIGIRILIT.  

3.1 E l i q i b l e  

li 
3.2 

3.11 Pet ients w i t h  pr imary ,  p r e v i o u s l y  u n t r e a t e d ,  h i s t o -  
l o g i c a l l y  coiif irmed invas ive  squamous c e l l  carcinoma, 
aderiocarc inoma o r  adenosquamous c a r c  inoma o f  t h e  u t e r i n e  
cervix, S t a g e s  1 1 - B ,  111-A, 111-6, and I V - A ,  w i th  n e g a t i v e  
pa fa -ao r t  i c  nodes.  

P a t i e n t s  who have had p a r a - a o r t i c  lymphadenectomy and 
i n t r a p e r i t o n e a l  e x p l o r a t i o n  w i t h  c y t o l o g i c  washings,  a s  

3.12 

PL o u t l i n e d  i n  S e c t i o n  4.21 and Appendix IV. 

3.13 P a t i e n t s  w i t h  adequate  bone marrow f u n c t i o n :  WBC equal  
t o  or g r e a t e r  t han  3,00O/mcl: p l a t e l e t s  equa l  t o  or g r e a t e r  
t han  100,00O/mcl. 

3.14 P a t i e n t s  w i t h  adequate  r e n a l  func t ion :  creat i n i n e  
e q u a l  t o  o r  less  t h a n  2.0 mg%. 

3.15 P a t i e n t s  w i t h  adequate  h e p a t i c  f u n c t i o n :  a l k a l i n e  
phosphatase ,  b i l i r u b i n  and SGOT equa l  t o  o r  less t h a n  2 x 
normal. 

3.16 P a t i e n t s  who have met t h e  p r e - e n t r y  r equ i r emen t s  s p e c i f i e d  in 
S e c t i o n  7.0. 

3.17 P a t i e r i t s  who have s igned  an approved informed consen t .  

Inel  i g  i b l e  

3.21 P a t i e n t s  w i t h  r e c u r r e n t ,  i n v a s i v e  carcinoma o f  t h e  u t e r i n e  
cervix r e g a r d l e s s  o f  p rev ious  t r e a t m e n t ,  o r  c a n c e r s  o t h e r  t han  
squamous ce l l ,  adenosquamous , or adenocarc inorna. 

P a t i e r i t s  who cannot  be or have not been adequa te ly  c l i n i c a l l y  
st aged. 

3.22 

3.23 P a t i e n t s  who f o r  any r eason  have p r e v i o u s l y  been t r e a t e d  wi th  
p e l v i c  i r r a d i a t i o n  or have r ece ived  c y t o t o x i c  chemotherapy. 

3.24 P a t i e n t s  with s e p t i c e m i a  o r  severe i n f e c t  ion. 

3.25 P a t i e n t s  w i th  c i r cums tances  t h a t  w i l l  no t  permi t  comple t ion  of 
t h e  s tudy  or  r e q u i r e d  follow-up. 

3.26 P a t i e n t s  wi th  GOG Performance Grade o f  4. 

3.27 P a t i e n t s  w i th  p a s t  o r  concomitant malignancy o t h e r  t han  s k i n  
( exc lud ing  melanoma). 

3.28 P a t i e n t s  with h i s t o l o g i c a l l y  confirmed c a n c e r  i nvo lv ing  t h e  
pa ra -ao r t  i c  lymph nodes, i n t r a p e r i t o n e a l  d i s e a s e ,  o r  p o s i t  i v e  
i n t r a p e r i t o n e a l  cy to logy .  

P a t i e n t s  who have not had s u r g i c a l  e x p l o r a t i o n  as o u t l i n e d  i n  
S e c t i o n  4 . 2 .  

3.29 

Rev. 6/5/87 
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4.0 STUDY MODALITIES 

A l l  e l i g i b l e  p a t i e n t s  w i t h  i n v a s i v e  squamous c e l l ,  adenocarcinoma, o r  
adenosquamous carcmoma o f  t h e  c e r v i x ,  S t a g e s  11-B, 111-A, 111-B, and 
I\’-A w i l l  unGergo c l i n i c a l  s t a g i n g  as permi t t ed  by t h e  FIGO rules 
(Appendix 111). 
e x t r a p e r i t o n e a l  sampling o f  t h e  pa ra -ao r t  ic lymph nodes,  p e r i t o n e a l  
c y t o l o g y  and i n t r a p e r i t o n e a l  e x p l o r a t i o n .  

Ale p a t i e n t s  with cance r  conf ined  t o  t h e  p e l v i s  w i l l  receive p e l v i c  
i r r a d i a t i o n  and w i l l  be  randomly a s s i g n e d  t o  receive e i ther  concomi tan t  
5-FU and c i s p l a t i n  or  hydroxyurea. 
p e l v i s  are not  e l i g i b l e  f o r  t h i s  p r o t o c o l .  
o t h e r  GOG p r o t o c o l s .  

A l l  p a t i e n t s  w i l l  undergo s u r g i c a l  s t a g i n g  t o  i n c l u d e  

P a t i e n t s  w i t h  d i s e a s e  o u t s i d e  t h e  
They may be e l i g i b l e  f o r  

4.1 P r e o p e r a t i v e  C1 in.ica1 S tao ing  

4.11 Standard  C l i n i c a l  S t a g i n g  

P a t i e n t s  w i M  have a chest x-ray and an in t r avenous  pyelogram 
p r i o r  t o  the rapy .  P e l v i c  examinat ion  w i l l  be performed under 
a n e s t h e s i a  as permi t t ed  under FIGO rules, t o  de t e rmule  t h e  
c l i n i c a l  stage o f  t h e i r  c a n c e r  (Appendix 111). 
p e l v i c  C A T  s c a n  w i t h  i n t r avenous  c o n t r a s t  may be used i n  p l a c e  
o f  t h e  in t r avenous  pyelogram. 

An abdominal 

4.2 S u r g i c a l  Procedures  

4.21 Para-Aor t ic  Lymphadenectomv 

Must be acmmpl i shed  by a r e t r o p e r i t o n e a l  approach. See 
Appendix I V  f o r  con ten t  o f  procedure.  
is not  a requirement of  t h i s  p r o t o c o l ) .  

( P e l v i c  lymphadenectomy , 

# 

I n t r a p e r i t o n e a l  Explora t  ion  

W i l l  be c a r r i e d  out  a f t e r  b i o p s i e s  o f  p a r a - a o r t i c  lymph nodes. 
Cy to log ic  washings o f  t h e  p e r i t o n e a l  c a v i t y  mus t  be  o b t a i n e d .  
I n s p e c t i o n  o f  a l l  i n t r a p e r i t o n e a l  o rgans  for  ev idence  o f  
m e t a s t a s e s  must be done. Any s u s p i c i o u s  a r e a s  shou ld  be 
b i o p s i e d  i f  p o s s i b l e .  

4.3 Radio therapy  Procedures  

R a d i a t i o n  the rapy  must be s t a r t e d  w i t h i n  6 weeks p o s t  s u r g e r y .  
r a d i a t i o n  the rapy  is t h e  same f o r  both  regimens.  

The 

Rev. 6/5/87 
L 
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4.31 Radiotherapy f o r  S tage  II-B 

4.311 Externa l  I r r a d i a t i o n  

P a t i e n t s  w i t h  S t age  11-6 l e  i o n s  v ill r e c e i v  4080 GY 
e x t e r n a l  beam t h e r a p y  d e l i v e r e d  homogeneously t o  t h e  
p e l v i s  i n  24 f r a c t i o n s .  T h i s  may n o t  complete e x t e r n a l  
beam r a d i a t i o n .  See S e c t i o n  4.322, p a r a m e t r i a l  boos t .  

- 0.312 I n t r a c a v i t a r y  Therapy 

Following t h e  comple t ion  o f  e x t e r n a l  beam t h e r a p y ,  t h e  
p a t i e n t  w i l l  receive 4000 cGy t o  P o i n t  "A" by i n t r a -  
c a v i t a r y  implant w i t h  radium or  its e q u i v a l e n t .  The 
p a t i e n t  may receive t h i s  i n  one o r  two a p p l i c a t i o n s ,  a t  
t h e  d i s c r e t i o n  o f  t h e  r a d i a t i o n  t h e r a p i s t .  

The f i r s t  i n s e r t i o n  s h a l l  no t  be sooner  than  one 
week fo l lowing  e x t e r n a l  beam t h e r a p y  and no l a t e r  than  
t h r e e  weeks. I f  two implan t s  a r e  contempla ted ,  t h e  
second implant shou ld  commence no t  l a t e r  t h a n  two weeks 
a f t e r  comple t ion  o f  t h e  f i r s t .  

P a t i e n t s  w i l l  receive a minimum dosage  o f  5500 cGy 
t o t a l  a t  p o i n t  B by both  m o d a l i t i e s .  A p a r a m e t r i a l  
boost may be u t i l i z e d  t o  accomplish t h i s .  

The t o t a l  e l a p s e d  time f o r  comple t ion  o f  e x t e r n a l  and 
i n t r a c a v i t a r y  the rapy  s h a l l  no t  exceed t e n  weeks.  

4.32 Radiotherapy fo r  S t a g e s  111-A, III-B, IV-A 

4.321 Exte rna l  I r r a d i a t i o n  

P a t i e n t s  s t a g e d  a s  having S t a g e  III-A, III-B and IV-A 
d i s e a s e  w i l l  receive 5100 cGy d e l i v e r e d  homogeneously 
t o  t h e  p e l v i s  i n  30 f r a c t i o n s .  The whole p e l v i s  should 
r e c e i v e  no more t h a n  5100 cGy. 

I f  no i n t r a c a v i t a r y  brachytherapy  is planned ,  t h e  
p a t i e n t  must  receive 6120 cGy o f  e x t e r n a l  t e l e t h e r a p y  
d e l i v e r e d  t o  t h e  d e s c r i b e d  tunor .  

4.322 I n t r a c a v i t a r y  Therapy 

Following t h e  comple t ion  o f  e x t e r n a l  beam t h e r a p y ,  
t h e  p a t i e n t  shou ld  receive i n t r a c a v i t a r y  the rapy .  

I f  t h e  p a t i e n t  r e c e i v e d ,  or is t o  receive, 5100 cGy 
e x t e r n a l  p e l v i c  t e l e t h e r a p y  and an  i n t r a c a v i t a r y  
implant is contempla ted ,  t h e  dosage  w i l l  be 3000 cGy t o  
Poin t  " A "  from t h e  i n t r a c a v i t a r y  sou rce .  

Rev. 6/5/87 
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The f i r s t  i n s e r t i o n  s h a l l  be i n s t i t u t e d  not 
l a t e r  than  two weeks a f t e r  comple t ion  o f  t h e  e x t e r n a l  
beam the rapy .  

I f  two implants  a r e  contempla ted ,  t h e  second implant 
should comnence not l a t e r  than  two weeks a f t e r  
completion of  t h e  f i r s t .  

Poin t  'IB'' s h a l l  r e c e i v e  a minimum dosage o f  6000 cGy 
t o t a l  by both  m o d a l i t i e s .  A p a r a m e t r i a l  boos t  may be 
u t i l i z e d  t o  accomplish t h i s .  

The t o t a l  e l apsed  time f o r  comple t ion  o f  external and 
i n t r a c a v i t a r y  the rapy  s h a l l  no t  exceed t e n  weeks. 

4 . 3 3  Dose D i s t r i b u t i o n  

The p a t i e n t  should  be t r e a t e d  wi th  AP and PA p a r a l l e l  p o r t s  
w i th  each p o r t  be ing  t r e a t e d  each day. A f o u r  f i e l d  box 
t echn ique  w i t h  p a r a l l e l  opposed AP/PA two opposing l a t e r a l  
f i e l d s  may be used. Dose d i s t r i b u t i o n  a c r o s s  t r ea tmen t  volume 
shou ld  not vary more than  5% from recommended dose.  

4 . 3 4  Rad i a t  i o n  Sources  

R a d i a t i o n  s o u r c e s  employed i n  t h e s e  c l i n i c a l  t r i a l s  w i l l  be 
x-ray g e n e r a t o r s  which produce x-ray beams wi th  a photon 
energy  o f  4 MeV o r  more, or cobal t -60  i r r a d i a t o r s .  R a d i a t i o n  
o u t p u t  o f  t h e  u n i t  m u s t  be  adequate  t o  permi t  employment o f  a 
TSD or  SSD of  80 cm o r  more. 

S imula to r  l o c a l  i t a t  ion f i l m s  and ver i f  i c a t  ion f i l m s  t a k e n  on 
t h e  t r ea tmen t  machine w i l l  b e  necessa ry  i n  a l l  cases. 
S tandard  3 1 /2  x 4'' P o l a r o i d  pictures  o f  a l l  t r e a t m e n t  p o r t a l s  . 
w i t h  t h e  p a t i e n t  i n  t h e  t r e a t m e n t  p o s i t  ion are recommended. 

I n t r a c a v i t a r y  r a d i a t i o n  may be d e l i v e r e d  by radium, cesium, o r  
c o b a l t  s o u r c e s  i n  s t a n d a r d  or commonly used a p p l i c a t o r s  
provided  t h a t  a c c e p t a b l e  dos imet ry  can be de te rmined .  
I n t e r s t i t i a l  t he rapy  is n o t  a c c e p t a b l e  f o r  t h i s  p r o t o c o l .  

4 . 3 5  The volune i r r a d i a t e d  w i l l  i n c l u d e  t h e  t o t a l i t y  o f  t h e  
obvious  d i s e a s e ,  t h e  whole u t e r u s ,  p a r a c e r v i c a l ,  para-  
metrial ,  and u t e r o s a c r a l  r e g i o n s ,  a s  well as t h e  a r e a s  o f  t h e  
e x t e r n a l  i l i a c ,  h y p o g a s t r i c  and o b t u r a t o r  lymph nodes. As a 
minimun,  t h i s  volume would have t h e  f o l l o w i n g  boundar ies :  

S u p e r i o r  -- t h e  upper margin o f  L5 

In  f e r  i o r  -- t h e  midpor t ion  o f  t h e  o b t u r a t o r  foramen o r  t h e  
lowes t  e x t e n s i o n  of t h e  d i s e a s e  wi th  adequate  
margin. 

Lf 
Rev. 6/5/87 

Lateral -- 1 cm beyond t h e  la teral  margins o f  t h e  bony 
p e l v i c  wall a t .  t h e  widest  p l a n e  o f  t h e  p e l v i s  
(must be a t  l e a s t  7 cm from t h e  m i d l i n e  i n  t h i s  
p l ane  1 . 
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4.4 

4 . 3 6  Beem v e r i f i c a t i o n  f i l m s  w i l l  be o b t a i n e d  and submi t t ed  
w i t h  t h e  pa t  l en t ' s  r eco rds .  

Orthogonal dos imet ry  f i l m s  w i l l  be t aken  fo l lowing  t h e  
i n t r a c a v i t a r y  i n s e r t i o n ,  and t h e  f i l m s  arid c a l c u l a t i o n s  
submi t t ed  t o  t h e  GOG O p e r a t i o n s  O f f i c e  wi th  t h e  p a t i e n t ' s  
r e c o r d s .  

4 . 3 7  Rapid Turnaround 
5 The American Col lege  o f  Radioloqy w i l l  review pre t r ea tmen t  

f i l m s ,  c a l c u l a t i o n s ,  and p l a n  o f  t r e a t m e n t  w i t h i n  one week. 
The fo l lowing  informat ion  w i l l  be needed f o r  t h i s  review: 

- S t a g e  o f  Disease  - Plan  o f  t r ea tmen t  (dose  p r e s c r i p t i o n )  - I n i t i a l  c a l c u l a t i o n s  - One copy each o f  s i m u l a t o r  and v e r i f i c a t i o n  f i l m s  

4 . 3 8  Radia t ion  Therapy Q u a l i t y  Con t ro l  and D o c m e n t a t  ion 

The Radio logic  Phys ic s  C e n t e r ,  under t h e  sponsor sh ip  o f  t h e  
American Assoc ia t ion  o f  P h y s i c i s t s  i n  Medicine, w i l l  s u p e r v i s e  
t h e  dosimetry c o n t r o l  f o r  t h i s  c l i n i c a l  t r i a l .  To p a r t i c l p a t e  
i n  t h e  t r i a l ,  t h e  i n s t i t u t i o n  must  demonst ra te  t h e  a b i l i t y  t o  
ach ieve  an accuracy o f  +3% i n  measuring t h e  ou tpu t  o f  t h e i r  
s o u r c e s  and - +5% i n  d e l i v e r i n g  t h e  p r e s c r i b e d  dose.  

Reouired Patholoqv Mate r i a l  and Data 

R e p r e s e n t a t i v e  s t a i n e d  sl i d e s  showing documentat ion o f  invasive 
c a n c e r ,  as well a s  a s l i d e  f o r  each  a d d i t i o n a l  p o s i t i v e  s i t e  and a 
d i c t a t e d  pathology r e p o r t  from t h e  p a r t i c i p a t i n g  i n s t i t u t i o n .  The 
p a t h o l o g i s t s  must  s p e c i f y  t y p e  and p a t t e r n  o f  i n v a s i o n ,  1 6 c a t i o n  o f  
l e s i o n ,  g r e a t e s t  depth o f  i n v a s i o n  ( i f  a v a i l a b l e ) ,  and h i s t o l o g i c  
g r a d e  and t y p e .  

The surgeon m u s t  d i c t a t e ,  p r e f e r a b l y  i n  t h e  i n t r o d u c t o r y  paragraph 
o f  t h e  o p e r a t i v e  n o t e ,  t h e  measurements o f  t h e  s i z e  o f  the l e s i o n  i n  
two d imens ions ,  l o c a t i o n  of  t h e  l e s i o n ,  e x t e n s i o n  o f  t h e  l e s i o n  i n t o  
t h e  p a r a m e t r i a l  a r e a s ,  b l adde r ,  o r  rectum, c l i n i c a l  s t a t u s  o f  t h e  
p e l v i c  lymph nodes and g r o i n  lymph nodes,  c l i n i c a l  s t a t u s  o f  
s u p r a c l a v i c u l a r  nodes. 

Wi th in  t h e  body o f  t h e  o p e r a t i v e  n o t e  t h e  limits o f  d i s s e c t i o n  
s h o u l d  b e  clearly s t a t e d .  
d e s c r i b e d  as  t o  t h e i r  l o c a t i o n .  

All nodes removed shou ld  be c a r e f u l l y  

Rev. 6/5/87 
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4.5 Chemotherapy 

4.51 

4.52 

4.53 

4.54 

F l u o r o u r a c i l  ( 5 - F l u o r o u r a c i l ,  5-FU) NSC a19893 

S e e  Appendix VII. 

A l loDur ino l  

S e e  Appendix V I I I .  

C i s p l a t  i n  ( c is-diarnrnined i c  h l  o r o p l  a t  inurn, P l a t  ino le)  
NSC 8119875 

See Appendix IX. 

Hydroxyurea (Hydrea@) NSC #32065 

See Appendix X .  

Rev. 6/5/87 L 
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5.0 P A T I E U T  E Y T R Y / R A N D O M I Z A T I O Y  A N D  T R E A T M E N T  P L A N  

COG A85 

W 

P a t i e n t s  who have f u l f i l l e d  t h e  e l i g i b i l i t y  r equ i r emen t s  i n  S e c t i o n  3.0 
w i l l  be  s t r a t i f i e d  on t h e  v a r i a b l e  

(1 )  S t a g e  11-9 
!Z) Stage  I I I  
! 3 )  S t a g e  I V - A  

and w i l l  be  randomized t o  one o f  t h e  t r ea tmen t  regimens o u t l i n e d  i n  
S e c t i o n  5.2. 

GOG I n s t  i t u t  ions :  

An o r i g i n a l ,  s igned  Form HHS-596, i n d i c a t i n g  p r i o r  approval  by t h e  
i n s t i t u t i o n ' s  Human R i g h t s  o r  C l i n i c a l  T r i a l s  committee f o r  p a r t i c i p a t i o n  
i n  t h i s  s t u d y  must be forwarded t o  t h e  COG Opera t ions  Office b e f o r e  
p a t i e n t  e n t r i e s  on to  t h e  s t u d y  w i l l  be accepted.  
t h e  informed consent  be ing  used ! i f  i t  d i f f e r s  from t h e  sugges ted  form 
appended t o  t h e  p r o t o c o l )  o r  a l e t t e r  from t h e  P r i n c i p a l  I n v e s t i g a t o r  
s t a t i n g  t h a t  t h e  sugges ted  fo rm is be ing  used,  must  accompany t h e  

cc 

I n  a d d i t i o n ,  a copy o f  

HHS-596. 

SWOG I n s t  it u t  i o n s  : 

An o r i g i n a l ,  s igned  Form HHS-596, i n d i c a t i n g  p r i o r  approval  by t h e  
i n s t i t u t i o n ' s  Human Righ t s  o r  C l i n i c a l  T r i a l s  Committee f o r  p a r t i c i p a t i o n  
i n  t h i s  s t u d y  must be forwarded t o  t h e  SWOG Opera t ions  Office b e f o r e  
p a t i e n t  e n t r i e s  on to  t h e  s tudy  w i l l  b e  accepted .  In  a d d i t i o n ,  a copy o f  
t h e  informed consent  be ing  used ( i f  i t  d i f f e r s  from t h e  sugges t ed  form 
appended t o  t h e  p r o t o c o l ?  o r  a l e t t e r  from t h e  P r i n c i p a l  l n v e s t i g a t o r  
s t a t i n g  t h a t  t h e  sugges ted  form is be ing  used, must accompany t h e  
HHS-596. 
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