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ABSTRACT 

Widespread, we 1 d i f f e r e n t i a t e d  (grade I) bladder  turnours c o n f i n e d  t o  t h e  

rnucosa ( s t a g e  Ta) were t r e a t e d  w i t h  r e g u l a r  i n t r a v e s i c a l  i n s t i l l a t i o n s  o f  e tho-  

g l u c i d  (Epodyl  ) n 24 p a t i e n t s .  The t h e r a p e u t i c  schedule c o u l d  be f o l l o w e d  i n  

a l l  b u t  one p a t i e n t ,  i n  whom s i d e  e f f e c t s  n e c e s s i t a t e d  c e s s a t i o n  o f  t rea tmen t .  

Complete response was ob ta ined  i n  75 76 o f  t h e  p a t i e n t s ,  and d u r i n g  con t inued  

p r o p h y l a c t i c  therapy 90 5 remained tumour-free. A f t e r  t e r m i n a t i o n  o f  t h e  t r e a t -  

ment,however, new tumours appeared i n  60-80 % o f  t h e  p a t i e n t s .  

R 

INTRODUCTION 

S u p e r f i c i a l  b ladder  tumours ( s tage  Ta and T l )  have always been regarded wi th  

some d i s t r u s t  because o f  t h e  h i g h  recu r rence  r a t e  a f t e r  endoscopic r e s e c t i o n  or  

f u l g u r a t i o n .  Moreover, tumours deve lop ing  a f t e r  r e s e c t i o n  have sometimes been 

o f  h i g h e r  s tage or  grade. Consequently, t h e  e v o l u t i o n  o f  an t i t umour  chemother- 

apeu t i c  drugs f o r  i n t r a v e s i c a l  use aroused expec ta t i ons  o f  more permanent c u r e  

o f  s u p e r f i c i a l  b ladder  tumours as an a l t e r n a t i v e  t o  conven t iona l  endoscopic r e -  

s e c t i o n  or as p r o p h y l a c t i c  ad juvan t  t o  t r a n s u r e t h r a l  t rea tmen t .  D u r i n g  t h e  p a s t  

25 years s e v e r a l  c y t o t o x i c  agents  have come i n t o  use. Numerous s t u d i e s  have 

been done t o  determine which p a t i e n t s  should r e c e i v e  chemotherapy, when t o  

i n i t i a t e  t rea tmen t ,  and what agent, dose, t rea tmen t  schedule and d u r a t i o n  o f  

t rea tmen t  a r e  most a p p r o p r i a t e  f o r  s u p e r f i c i a l  b ladder  tumours. D e f i n i t i v e  an- 

swers t o  these ques t i ons  a re  st i l l  awaited. 

Thiotepa seems t o  have been t h e  f i r s t  agent u t i l i z e d  f o r  t h i s  purpose. A l -  

though h i g h l y  e f f e c t i v e  i n  some cases o f  h i g h l y  d i f f e r e n t i a t e d  b ladder  tumour, 

t h i s  drug has never achieved p o p u l a r i t y ,  ma in l y  because o f  i t s  s e r i o u s  s i d e  

e f f e c t s ,  t h e  c h i e f  o f  which i s  rnyelosuppression due t o  a b s o r p t i o n  through t h e  

b ladder  rnucosa. 
R E t h o g l u c i d  (Epodyl ) ,  i n t r o d u c e d  i n  1971 by R i d d l e  & Wallace ( 9 ) ,  i s  an- 

o the r  drug used f o r  t o p i c a l  chemotherapy. I t  i s  an a l k y l a t i n g  a n t i n e o p l a s t i c  
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agent with h i g h e r  mo lecu la r  weight  t han  t h i o t e p a .  Systemic s i d e  e f f e c t s  a r e  un- 

common, presumably because none or very l i t t l e  o f  t h e  drug i s  absorbed from t h e  

b ladder .  A l though new drugs such as ad r iamyc in  (Doxorub ic in  h y d r o c h l o r i d e )  and 

mi tomycin C have w e l l  e s t a b l i s h e d  e f f i c a c y  a g a i n s t  s u p e r F i c i a 1  b ladder  cancer, 

Epodyl i s  s t i l l  e x t e n s i v e l y  used i n  many c e n t r e s ,  e s p e c i a l l y  i n  Europe, as 

s tandard  t rea tmen t  o f  s u p e r f i c i a l  tumours o f  t h e  b ladder ,  

The aim o f  t h i s  s tudy was t o  determine t h e  t h e r a p e u t i c  e f f e c t  o f  i n t r a v e s i c -  

a1  Epodyl  on s u p e r f i c i a l  p a p i l l a r y  cancer o f  t h e  b ladder ,  w i t h o u t  i n v a s i o n  i n t o  

t h e  lamina p r o p r i a  ( s t a g e  Ta) and o f  low malignancy grade (grade 1). 

MATERIAL AND METHODS 

The s e r i e s  comprised 24 p a t i e n t s ,  2 1  men (mean age 66, range 33-85 yea rs )  

and t h r e e  women (aged 68, 76 and 81 ) .  A l l  p resented wi th  e x t e n s i v e  b ladder  tu- 

mours. I n  1 2  cases these tumours were recu r rences  a f t e r  f requen t  t r a n s u r e t h r a l  

r e s e c t i o n  and/or f u l g u r a t i o n  f o r  pap i l l oma .  The o t h e r  1 2  p a t i e n t s  had n o t  p re -  

v i o u s l y  rece ived  t rea twen t .  

I n  a l l  t h e  p a t i e n t s  s u r g i c a l  b iopsy  was taken  f o r  p a t h o l o g i c  c l a s s i f i c a t i o n  

o f  t h e  tumour, which o the rw ise  was l e f t  i n t a c t .  

To make t h e  s e r i e s  as homogeneous as p o s s i b l e ,  o n l y  p a t i e n t s  with tumours 

c l a s s i f i e d  as s tage Ta (UICC), grade I (WHO) were i n c l u d e d  i n  t h e  s tudy.  For 

t r ea tmen t  wi th  Epodyl  ( I C I ,  UK) ,  t h e  Riddle-Wal lace ( 9 )  schedule was used. A 

s o l u t i o n  o f  1 m l  Epodyl i n  100 m l  d i s t i l l e d  water  was i n s t i l l e d  with a g l a s s  

s y r i n g e  i n t o  t h e  empty b ladder ,  and t h e  s o l u t i o n  was r e t a i n e d  for one hour .  

The schedule f o r  i n s t i l l a t i o n s  was as fo l l ows :  

Once weekly for 3 months, 

t hen  

f o r t n i g h t l y  f o r  3 months, 

t hen  

monthly f o r  1 year, 

t hen  

monthly t o e v e r y  t h i r d  month. 

The t rea tmen t  was g i v e n  on an o u t - p a t i e n t  b a s i s .  Cystoscopic  checks were made 

every t h i r d  month. 

RESULTS 

The r e s u l t s  a r e  surveyed i n  F i g .  1. Complete r e g r e s s i o n  (CR) was ob ta ined  
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i n  18 o f  t h e  24 p a t i e n t s  a f t e r  3 t o  6 months o f  therapy.  E leven o f  t h e  18 re- 

ce ived  f u r t h e r  p r o p h y l a c t i c  t reatment  fo r  p e r i o d s  rang ing  from 1 t o  5 years, 

and d u r i n g  these p e r i o d s  10 o f  t h e  p a t i e n t s  remained f r e e  from turnour. A f t e r  

t h e  t rea tmen t  was stopped, however, s i x  had recurrence,  a l l  w i t h i n 1 8 m o n t h s .  

Four p a t i e n t s  have remained tumour-free d u r i n g  fo l low-up f o r  p e r i o d s  o f  3 

months t o  6 years. One p a t i e n t  showed recu r rence  o f  tumour w h i l e  undergoing 

p r o p h y l a c t i c  t reatment .  

F i v e  o f  t h e  18 p a t i e n t s  w i th  CR were n o t  subsequently g i v e n  p r o p h y l a c t i c  

t rea tmen t .  I n  f o u r  o f  them t h e r e  was recu r rence  o f  tumour a f t e r  3 t o  9 months, 

w h i l e  one has remained tumour- f ree d u r i n g  two years o f  obse rva t i on .  I n  6 o f  

t h e  24 p a t i e n t s  t h e  Epodyl  i n s t i l l a t i o n s  d i d  n o t  r e s u l t  i n  CR. 

Two o f  t h e  18 p a t i e n t s  w i t h  CR f a i l e d  t o  a t t e n d  for f o l l ow-up  i n v e s t i g a t -  

i o n .  

L o c a l  s i d e  e f f e c t s  i n  t h e  form o f  frequency o f  m i c t u r i t i o n  and d y s u r i a  were 

exper ienced by 10 (40  %) o f  t h e  p a t i e n t s ,  b u t  n e c e s s i t a t e d  d i s c o n t i n u a t i o n  o f  

t rea tmen t  o n l y  i n  one. There were no systemic s i d e  e f f e c t s .  

A l l  t h e  p a t i e n t s  w i th  recu r rence  o f  tumour have rece ived  f u r t h e r  t rea tmen t ,  

w i th  i n t e n s i f i e d  t r a n s u r e t h r a l  r e s e c t i o n  and/or a d d i t i o n a l  chemotherapy. 

DISCUSSION 

I n  t h i s  series o f  p a t i e n t s ,  i n t r a v e s i c a l  i n s t i l l a t i o n s  o f  Epodyl  f o r  wide- 

spread, noninvas ive ( s t a g e  Ta), h i g h l y  d i f f e r e n t i a t e d  (grade I )  b ladder  cancer 

i n i t i a l l y  gave complete e r a d i c a t i o n  o f  tumour i n  75 % o f  t h e  cases. When t h e  

c u r a t i v e  t rea tmen t  was n o t  superseded by p r o p h y l a c t i c  chemotherapy, however, 

new tumours appeared i n  80 % o f  t h e  p a t i e n t s  wi th in  3 t o  9 months. When p ro -  

p h y l a x i s  was g iven,  90 X o f  t h e  p a t i e n t s  remained tumour- f ree d u r i n g  t h e  

t rea tmen t  pe r iod .  A f t e r  t e r m i n a t i o n  o f  t h e  p rophy lax i s ,  60 L o f  these p a t i e n t s  

a l s o  sooner or l a t e r  showed new tumours. 

Comparison o f  our  r e s u l t s  wi th those o f  o t h e r  i n v e s t i g a t o r s  i s  n o t  easy, 

s i n c e  such s t u d i e s  commonly do n o t  desc r ibe  i n  d e t a i l  how many o f  t h e  s o - c a l l e d  

s u p e r f i c i a l  tumours were, i n  f a c t ,  i n  s tage Ta or T 1 ,  how many were p a p i l l a r y  

tumours o r  pr imary  carcinoma i n  s i t u  and how many p a t  en ts  had been g i v e n  Epo- 

d y l  as t rea tmen t  w i th  c u r a t i v e  i n t e n t  or as prophylax s f o l l o w i n g  t r a n s u r e t h r a l  

tumour r e s e c t i o n .  Moreover, f i g u r e s  f o r  response r a t e  have sometimes i n c l u d e d  

b o t h  complete and p a r t i a l  r e g r e s s i o n  o f  tumour. 

I n  some s e r i e s  r e p o r t e d  i n  t h e  l i t e r a t u r e ,  however, s u p e r f i c i a l  b ladder  

tumours were managed e s s e n t i a l l y  as i n  our  p a t i e n t s ,  w i t h  i n t r a v e s i c a l  i n -  

s t i l l a t i o n s  o f  Epodyl g i v e n  as therapy and n o t  s imp ly  as complement t o  endo- 

scop ic  procedures. I n  comparison wi th  such series, our f i g u r e s  f o r  complete 
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tumour r e g r e s s i o n  

l l , l 2 ) ,  equa l  those fo r  mi tomycin C (41, and a r e  c l e a r l y  s u p e r i o r  t o  r e s u l t s  

w i t h  t h i o t e p a  (3,7,14) and ad r iamyc in  (2 ,5 ) .  

equal  or exceed those s t a t e d  f o r  Epodyl t rea tmen t  (1,9,10, 

Our series comprised o n l y  p a t i e n t s  wi th  p r e c i s e l y  d e f i n e d  p a t h o l o g i c  s tage 

o f  tumour, Ta. This may e x p l a i n  t h e  more favourab le  response r a t e  among our  

p a t i e n t s  than  i n  o t h e r  s e r i e s ,  which i n c l u d e d  T i s ,  a tumour w i t h  p rognos is  

o f t e n  much worse than  f o r  o t h e r  s u p e r f i c i a l  tumours. 

The o b s e r v a t i o n  t h a t  new tumours so o f t e n  arise a f t e r  t e r m i n a t i o n  o f  i n i t i a l  

t r a n s u r e t h r a l  r e s e c t i o n  and/or i n t r a v e s i c a l  chemotherapy t h a t  has e l i m i n a t e d  

e x i s t i n g  tumours suppor t s  t h e  theo ry  p o s t u l a t e d  by Soloway (13)  and o t h e r s ,  

v i z .  t h a t  t h e  l a t e r  l e s i o n s  a r e  n o t  " recurrences"  b u t  a r e  indeed new, p o s s i b l y  

produced by carc inogens or o t h e r ,  s t i l l  obscure a e t i o l o g i c  f a c t o r s .  

L o c a l  s i d e  e f f e c t s  occurred i n  40 5 o f  our  p a t i e n t s ,  e s p e c i a l l y  d u r i n g  t h e  

f i r s t  phase o f  t rea tmen t ,  when t h e  i n s t i l l a t i o n s  had t o  be f a i r l y  f requen t .  

But o n l y  i n  one case were t h e  s i d e  e f f e c t s  so severe as t o  n e c e s s i t a t e  d iscon-  

t i n u a t i o n  o f  t h e  t rea tmen t .  I n  t h e  o t h e r  p a t i e n t s  frequency and d y s u r i a  were 

t r a n s i e n t ,  and a f t e r  some adjustment  o f  dosage and t rea tmen t  schedule t h e  in-  

s t i l l a t i o n s  c o u l d  be cont inued.  Our r e s u l t s  i n  t h i s  respec t  c o n t r a s t  f avou rab ly  

with e a r l i e r  r e p o r t e d  obse rva t i ons  t h a t  Epodyl  t rea tmen t  had t o  be stopped be- 

cause o f  s e r i o u s  s i d e  e f f e c t s  i n  5 t o  25 % o f  cases ( 8 ) .  

Much a t t e n t i o n  has been g i v e n  t o  t h e  r i s k  t h a t  tumours may develop as a com- 

p l i c a t i o n  o f  chemotherapy ( 6 ) .  I n  our  s tudy,  however, t h e  h i s t o l o g i c  appearance 

o f  new tumours appear ing d u r i n g  or a f t e r  t h e  p r o p h y l a c t i c  t rea tmen t  d i d  n o t  

d i f f e r  from t h a t  i n  t h e  i n i t i a l  turnours, a l t hough  i n  some cases t rea tmen t  had 

been g i v e n  f o r  up t o  5 f years.  

I n  conc lus ion ,  our  s tudy showed t h a t  p a t i e n t s  w i th  s u p e r f i c i a l  b ladder  t u -  

mours o f  s tage  Ta, grade I a r e  s u i t a b l e  f o r  i n t r a v e s i c a l  chemotherapy. Compared 

wi th o t h e r  chemotherapeutic agents, Epodyl has proved favourab le  f o r  t h i s  pu r -  

pose. The advantages o f  Epodyl a r e  i t s  documented e f f e c t i v e n e s s ,  r e l a t i v e  l a c k  

o f  s i d e  e f f e c t s  and f a i r l y  low c o s t .  
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