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Introduction

T h e  goa ls  of th e  w o rk sh o p , c o n v e n e d  f ro m  M a rc h  5 to 

7 ,1 9 9 4 , w ere  to  b r in g  to g e th e r  ex p erts  f ro m  E u ro p e  a n d  

N o r th  A m erica  to  a d d re ss  th e  c u rre n t s i tu a tio n  w ith  r e 

g a rd  to th e  early  d e te c tio n  of p ro s ta te  cancer. T h e  topics 

d isc u sse d  in c lu d e d  a ssessm en t o f  th e  e p id e m io lo g y  o f 

th is  c o n d itio n  o n  a g lobal basis, th e  a c c u ra c y  o f clinical 

d iag n o s is , th e  p a th o lo g ic  ev a lu a tio n , th e  av a ilab le  la b 

o ra to ry  tests , th e  m e th o d o lo g y  o f d e te c tio n  a n d  sc re e n 

in g  p ro g ra m s , a n d  re su lts  a n d  tre a tm e n t. A  w o rk sh o p  

s u m m a ry  from  e a c h  g ro u p  w as p ro v id e d  a t  th e  m ee tin g , 

a n d  a d a p ta tio n s  o f  th ese  are c o n ta in e d  in  th is  repo rt. 

P ro v id in g  a n sw e rs  to th e  fo llow ing  q u e s tio n s  w a s  th e  

m e e t in g 's  m a jo r goal.

P r e s e n t e d  a t  t h e  C o n s e n s u s  W o r k s h o p  o n  S c r e e n i n g  a n d  G l o b a l  

S t r a t e g y  f o r  P r o s t a t e  C a n c e r ,  h e l d  M a r c h  5  t o  7 ,  1 9 9 4 /  A n t w e r p ,  B e l 

g i u m .

F r o m  t h e  F l e m i sh  A d v i s o r y  C o m m i s s i o n  o n  C a n c e r  P r e v e n t i o n ,  

t h e  I n t e r n a t i o n a l  U n i o n  A g a i n s t  C a n c e r /  t h e  A m e r i c a n  C a n c e r  S o c i 

e t y ,  t h e  E u r o p e a n  A s s o c i a t i o n  f o r  R e se a r c h  a n d  t h e  T r e a t m e n t  o f  C a n 

c e r ,  t h e  E u r o p e a n  S c h o o l  o f  O n c o l o g y ,  t h e  A s s o c i a t i o n  C o n t r e  le  C a n 

c e r ,  a n d  t h e  I n t e g r a t e d  C a n c e r  F o u n d a t i o n ,  A n t w e r p ,  B e l g i u m .

S p o n s o r e d  b y  T h e  F l e m i sh  A d v i s o r y  C o m m i s s i o n  O n  C a n c e r  

P r e v e n t i o n  ( V A C K ) ,  t h e  I n t e r n a t i o n a l  U n i o n  A g a i n s t  C a n c e r  ( U I C C ) ,  

t h e  A m e r i c a n  C a n c e r  So c i e t y  ( A C S ) ,  t h e  E u r o p e a n  A s s o c i a t i o n  f o r  

R e s e a r c h  a n d  T r e a t m e n t  o f  C a n c e r  ( E O R T C ) ,  t h e  E u r o p e a n  S c h o o l  o f  

O n c o l o g y  ( E SO ) /  t h e  A s s o c i a t i o n  C o n t r e  l e  C a n c e r ,  T h e  I n t e g r a t e d  

C a n c e r  F o u n d a t i o n  A n t w e r p  ( I K SA ) .

T h e  c o n f e r e n c e  w a s  a l so  a i d e d  b y  e d u c a t i o n a l  g r a n t s  f r o m  K a b i  

P h a r m a c i a ,  S w e d e n ,  M e r e k ,  U n i t e d  S t a t e s ,  S h a r p  &  D o h m e ,  U n i t e d  

S t a t e s ,  Sm i t h K l i n e ,  B e l g i u m ,  a n d  B e e c h a m ,  B e l g i u m .

T h e  a u t h o r s  t h a n k  V A C K ,  U I C C ,  A C S ,  E O R T C ,  E S O ,  I K SA ,  t h e  

P r o v i n c e  a n d  C i t y  o f  A n t w e r p ,  a n d  t h e  D e p a r t m e n t  o f  U r o l o g y  o f  

A . Z .  M i d d e l h e i m  f o r  t h e i r  s u p p o r t .

A d d r e s s  f o r  r e p r i n t s :  G e r a l d  P .  M u r p h y ,  M . D . ,  1 1 3 4  2 3 r d  A v e 

n u e  E „  S e a t t l e ,  W A  9 8 1 1 2 .

R e c e i v e d  A u g u s t  8 ,  1 9 9 4 ; r e v i s i o n  r e c e i v e d  N o v e m b e r  8 , 1 9 9 4 ;

a c c e p t e d  N o v e m b e r  1 8 , 1 9 9 4 .

1. Is th e re  a n  a c c e p ta b le  m e th o d  fo r  e a r ly  d e te c t io n  o f 

p ro s ta te  c a n c e r  a v a ila b le  o n  a  p o p u la t io n  basis?

2. D o  th e  c u r re n t  re su lts  p ro v id e  e n c o u ra g e m e n t  fo r  

p ro c e e d in g  to  d e v e lo p  w id e s p re a d , r a n d o m iz e d  tr i 

als?

3. W h a t is th e  p ro p e r  w a y  to c o n d u c t  s u c h  e ffo rts  a n d  

w h a t  o th e r  im p o r ta n t  is su e s  s h o u ld  b e  c o n s id e re d ?

4. W h a t a re  th e  b a se s  fo r  th e  t r e a tm e n t  o f  p a t ie n ts  

w i th  p ro s ta te  c a n c e r  w h e n  d isc o v e re d ?

T h ese  is su e s  a re  a d d re s s e d  in  a  c o m p re h e n s iv e  

fa sh io n  b e lo w .

EPIDEMIOLOGY WORKGROUP

In  m a n y  c o u n tr ie s  o f th e  w o r ld ,  p ro s ta te  c a n c e r  is th e  

s e c o n d  m o s t  c o m m o n  fo rm  o f  c a n c e r  in  m e n  a n d  in  th e  

U n ite d  S ta te s  it h a s  re c e n tly  o v e r ta k e n  lu n g  c a n c e r  in  

te rm s  o f  a b so lu te  in c id e n c e , a l th o u g h  it  r e m a in s  s e c o n d  

to  lu n g  c a n c e r  as a cau se  o f  d e a th .  G iv e n  th a t  in  s e v e ra l 

c o u n tr ie s , a h ig h e r  n u m b e r  o f  c h i ld re n  b o r n  a f te r  1945 

w ill b e  in  th e ir  m id -f if t ie s  in  th e  e a r ly  p a r t  o f  th e  2 1 s t 

c e n tu ry  (a t w h ic h  age  c a n c e r  r isk  b e c o m e s  a n  im p o r ta n t  

c o n s id e ra tio n ) , c o u p le d  w i th  th e  t r e n d  to w a rd  i n 

c re a se d  life  e x p e c ta n c y , th e re  w ill b e  a n  in c re a se  in  th e  

n u m b e rs  o f p a t ie n ts  d ia g n o s e d  w i th  p ro s ta te  c a n c e r  

e v e n  if in c id e n c e  ra te s  r e m a in  fixed  a t  1980 leve ls . In  

th e  a b se n c e  o f t r e a tm e n t  im p ro v e m e n ts ,  a n d  w i th  p r o s 

p e c ts  fo r  p r e v e n t io n  by  life s ty le  m o d if ic a tio n  o n ly  a r e 

m o te  h o p e  in  th e  c u r re n t  c irc u m s ta n c e s , i t  se e m s  th a t  

th e re  w ill a lso  b e  a n  in c re a se  in  th e  n u m b e r  o f  d e a th s  

f ro m  p ro s ta te  c a n c e r  w o r ld w id e .

T h e  s i tu a t io n  c o u ld  b e  fu r th e r  a u g m e n te d  b y  th e  

p re se n c e  of te m p o ra l  t r e n d  to w a r d  in c re a s e d  risk  o f 

p ro s ta te  c a n c e r  t h a t  is c o n s is te n tly  r e p o r te d  in  m a n y



1188 CANCER March 1, 1995, Volume 75, No. 5

co u n tr ie s  a n d  th a t  is u n lik e ly  to  b e  en tire ly  artifac t. 

H o w e v e r , in  m a n y  c o u n tr ie s  th e re  h a s  b e e n  little 

c h an g e  in  th e  m o rta lity  ra te  fo r  p ro s ta te  cancer, p a r tic 

u la r ly  a t y o u n g e r  (<  70 y ea rs)  ages s in ce  1950 (Boyle P, 

E v stifeev a  T, M a iso n n e u v e  P , M a c fa r la n e  EJ, P a g a n o  F, 

u n p u b l is h e d  d a ta ).

A  m a jo r  effo rt is r e q u ire d  to  re d u c e  th e  im p a c t of 

th e se  c h a n g e s  a n d  re d u c t io n  o f m o r ta li ty  b y  p o p u la tio n  

sc reen in g  h a s  e m e rg e d  as  o n e  p o ss ib le  w a y  to  acco m 

p lish  th is .1 In  th is  co n tex t, s c re e n in g  in v o lv e s  th e  e x a m 

in a tio n  o f  a sy m p to m a tic  m e n  to  c lassify  th e m  as likely  

or u n lik e ly  to  h a v e  p ro s ta te  can ce r. M e n  w h o  a p p e a r  

likely  to h a v e  th e  d isea se  a re  in v e s t ig a te d  fu r th e r  to  a r 

r iv e  a t  a final d iag n o s is  a n d  th o s e  w h o  are  fo u n d  to h a v e  

th e  d isease  a re  tre a te d . S c re e n in g  calls a tte n tio n  to  th e  

lik e lih o o d  o f  d isease  b e fo re  sy m p to m s  a p p e a r . T he  goal 

of a sc reen in g  p ro g ra m  is to  re d u c e  m o rta lity  from  th e  

d isease  a m o n g  th o se  s c re e n e d  b y  tr e a tm e n t  o f d isease  

b e fo re  sy m p to m s  a p p e a r .  T h e re  h a v e  b e e n  criteria  es 

ta b lish e d  to  d e te rm in e  w h e th e r  a sc reen in g  activ ity  

cou ld  b e  ju s tif ied  in  a p a r t ic u la r  c irc u m sta n c e 2 a n d  a t 

th e  p re s e n t  tim e, th e s e  c rite ria  a re  a lm o s t co m p le te ly  

fu lfilled  fo r p ro s ta te  c a n c e r .3 T h e  n o ta b le  excep tion s are 

th e  lack  o f d e ta ile d  k n o w le d g e  o f  th e  n a tu ra l  h is to ry  of 

p ro s ta te  can ce r a n d  lack  of d ire c t  e v id e n c e  th a t  sc reen 

in g  w ith  th e  c u rre n tly  a v a ila b le  m o d a lit ie s  can  le a d  to  a 

re d u c tio n  in  p ro s ta te  c a n c e r  m o rta lity .

A lth o u g h  p o p u la t io n  s c re e n in g  fo r  p ro s ta te  can ce r 

c a n n o t b e  r e c o m m e n d e d  as p u b lic  h e a l th  policy  a t th e  

p re se n t tim e, th e re  a re  s t ro n g  a rg u m e n ts  su p p o r tin g  th e  

c o n d u c t o f tr ia ls  o f s c re e n in g  (see A p p e n d ix  1 fo r th is  

a n d  o th e r  re c o m m e n d a tio n s  o f  th is  w o rk g ro u p ). It is 

reco g n ized  th a t  p o ss ib ilitie s  fo r  th e  c o n d u c t of su c h  r a n 

d o m iz e d  tria ls a re  fa v o ra b le  in  E u ro p e  a t th e  p re se n t 

tim e. S u c h  ra n d o m iz e d  tria ls  n e e d  to be la rge  a n d  o f 

lo n g  d u ra tio n . T h ey  w ill b e  m o re  c o m p lic a te d  th a n  trials 

of m a m m o g ra p h y  a n d  b re a s t  c a n c e r  sc reen in g  as a r e 

su lt  of sev era l fac to rs , in c lu d in g  th e  n a tu re  of p ro s ta te  

cancer. In  p a r tic u la r , th e re  is a  n e e d  to  h a v e  re liab le  in 

fo rm a tio n  a b o u t p a t te rn s  o f  c a n c e r  care  a n d  tre a tm e n t 

o f p ro s ta te  c a n c e r  in  th e  s tu d y  reg io n , M en  in  a n  age 

g ro u p  th a t  is n o t  t r e a te d  a c c o rd in g  to  local po licy  (o lder 

th a n  70 y ea rs  o f age  in  so m e  a reas)  s h o u ld  n o t b e  r e 

c ru ite d  in to  sc re e n in g  tria ls  as th e y  a re  v e ry  u n lik e ly  to  

b en e fit f ro m  p a r tic ip a tio n . In fo rm a tio n  is re q u ire d  

a b o u t p a t te rn s  o f care  in  th e  s tu d y  reg io n . P a tte rn s  o f 

h e a l th  care  fo r m e n  e n ro lle d  in  sc re e n in g  trials s h o u ld  

b e  as s im ila r as p o ss ib le  in  b o th  th e  sc re e n e d  a n d  th e  

u n s c re e n e d  g ro u p  m e m b e rs . C a n c e r  reg is tries  in  th e  

s tu d y  re g io n  h a v e  a n  im p o r ta n t  ro le  in  id e n tify in g  an y  

in te rv a l cancers  a ris in g  in  th e  s tu d y  p a r tic ip a n ts , som e 

o f  w h ic h  m a y  b e  m is se d , a n d  in  p ro v id in g  a  b a c k u p  to 

ex is ting  fo llo w -u p  p ro c e d u re s .  C a n c e r  reg is tries  also 

p ro v id e  an  im p o r ta n t  re so u rc e  o f  in fo rm a tio n  re g a rd in g

b a c k g ro u n d  in c id en ce , m orta lity , a n d  su rv iv a l ra tes  and  

fo llo w -u p  fo r m e n  w h o  e ith e r  re fu se  to  partic ipa te  in  

the  tria l o r d ro p  o u t d u r in g  the  s tu d y .

C are  is re q u ire d  w h e n  d ea lin g  w ith  aspects of the 

d iagnosis  of p ro s ta te  cancer. A  p o te n tia l  p ro b lem  in 

vo lves a u to p sy  d iag n o sis , b u t th is  is o n ly  a re levan t 

find ing  w h e n  it id en tifie s  th e  p ro s ta te  as th e  p rim ary  

site in  th e  case of a m a n  w h o  d ied  of m e tas ta tic  disease 

w h o se  p r im a ry  o rig in  w as  u n k n o w n  (or w ron g ly  a ttrib 

u te d  to  a n o th e r  site) in  life (occult cancer). In  each  trial, 

a co m m ittee  s h o u ld  b e  e s tab lish ed  to determ ine 

w h e th e r  p ro s ta te  c an ce r  w as  th e  u n d e rly in g  cause of 

d e a th  in  s tu d y  p a rtic ip an ts . A lth o u g h  d e a th  certificates 

a p p e a r  to  b e  re a so n a b ly  reliab le, th e re  is n e e d  for de 

ta iled  ex am in a tio n  o f each  cause  of d e a th  b y  clinicians 

w h o  are  ex p e rt in  th e  d isease  in  q u estio n . The n eed  for 

large  trials a rg u es  s tro n g ly  fo r m u ltic e n tre d  stud ies tha t 

p ro b a b ly  w ill n e e d  to  be co n d u c ted  in  in te rna tiona l 

p o p u la tio n s . C a re fu l sc ru tin y  of th e  rep roducib ility  of 

th e  d e te rm in a tio n  of p ro s ta te  can cer as underly ing  

cause  of d e a th  in  d iffe ren t coun tries is n eed ed .

S creen in g  trials req u ire  carefu l p la n n in g  to ensure 

th a t  th e  d a ta  can  b e  u se d  correctly  fo r eva lua tion . The 

m o st re liab le  e v a lu a tio n  of sc reen in g  activities is 

th ro u g h  th e  co rrect an a ly sis  of th e  ra n d o m iz e d  clinical 

tria l d a ta . H o w ev e r, m o d e lin g  s tra teg ies h av e  also 

p ro v e d  u se fu l a n d  h a v e  a role in  h e lp in g  choose b e 

tw e e n  th e  u tility  of d iffe ren t sc reen in g  p ro ced u res .4 The 

list of d a ta  re q u ire d  fro m  a screen ing  tria l to allow  eval 

u a tio n  is c o n ta in e d  in  A p p en d ix  2.

A s s ta te d  ab o v e , th e  goal of sc reen in g  is to decrease 

th e  d e a th  ra te  fro m  p ro s ta te  cancer. U sing  d e a th  as the 

p rin c ip le  e n d p o in t m in im izes m a n y  p ossib le  biases and  

req u ires  1 0 -2 0  y ea rs  to com plete . R egard less of the 

sc reen in g  tes ts  em p lo y ed , the p re se n t clim ate of tech 

no log ic  ad v an ces  offers th e  o p tio n  of ob ta in ing  in ter 

m e d ia te  resu lts  in  a sh o r te n e d  tim e b y  u s in g  prognostic 

in d ica to rs  of d e a th  fro m  p ro s ta te  cancer. A  decrease in 

th e  in c id en ce  ra te  of ad v an ced  cancer is th e  best in te r 

m e d ia te  in d ica to r  of a u ltim ate  re d u c tio n  in m ortality. 

T he u se  of in te rm e d ia te  e n d p o in ts  a t th is tim e m ust be 

in fo rm a l b ecau se  th e y  them se lves  req u ire  validation  by 

m o rta lity  d a ta  fro m  sc reen in g  tria ls;5 v a lid  in term ed ia te  

e n d p o in ts  classify  tu m o rs  in to  a n u m b e r  of categories 

w ith in  w h ic h  su rv iv a l is in d e p e n d e n t o f m o d e  of detec 

tion.

U sing  d a ta  f ro m  the  S urveillance, Epidem iology, 

a n d  E n d  R esu lts  P ro g ram , availab le  p ro g n o stic  d ea th  

in d ica to rs  w ere  ra n k e d  b y  their d e a th  p o te n tia l w ith  7 

to 18 years  o f fo llo w -u p . G leason  g ra d e  w as fo u n d  to 

be a s tro n g  in d ica to r  of th e  v iru len ce  of cancers in  all 

s tages a n d  s h o u ld  a lso  a tte m p t to b e  g a th e re d  on  all 

can ce rs .6 T here  sh o u ld  be  a u n ifo rm  m e th o d  of reco rd 

in g  s tag in g  in fo rm a tio n  on  p ro s ta te  can cer th a t is used
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in  all coun tries  a n d  c a n  b e  c o m p a re d  th ro u g h  tim e  

(TN M  is the  m o s t w id e ly  u se d  schem e in te rn a tio n a lly ) .

Q uality  of life is a m a jo r  issue, p a r tic u la r ly  w h e n  

considering  d isease  in  o ld er m en . T h e  c rite ria  e s ta b 

lished b y  W ilson  a n d  Ju n g n e r, h o w e v e r , lack  an y  c rite 

rion  a b o u t q u a lity  of life. It is re c o m m e n d e d  th a t  tw o  

im p o rtan t aspec ts  o f q u a lity  of life b e  m e a s u re d  in  s tu d y  

partic ipan ts: g e n e ra l q u a lity  of life a n d  q u a lity  o f u ro -  

logic life, th e  la tte r , fo r exam ple, in c lu d in g  u r in a ry  

sy m p to m ato lo g y , a n n o y a n c e  of sy m p to m s , in te r fe r 

ence w ith  da ily  liv ing , a n d  sexual fu n c tio n . Q u a lity  o f 

life a sse ssm en t sh o u ld  b e  p e rfo rm e d  b o th  fo r  m e n  free  

fro m  p ro s ta te  c an ce r a n d  m en  w ith  th e  d isea se  in  th e  

sc reen ed  a n d  co n tro l g ro ups. T he m e a s u re m e n ts  sh o u ld  

be m a d e  at sev era l s tag es  o f th e  d isease  c o u rse  a n d  also  

d u rin g  ev en tu a l life -y ears  ga ined . M u c h  b as ic  re sea rch  

w o rk  rem a in s  to b e  p e rfo rm e d  in  th is  fie ld  b e fo re  v a li 

d a te d  in s tru m e n ts  w ill b e  availab le  fo r u se .

In co n d u c tin g  large  scale sc reen in g  tria ls , i t  is im 

p o r ta n t  to m ax im ize  th e  u tility  of th is  re so u rc e , for ex 

am p le  by  c o n d u c tin g  etio logic s tu d ies  w ith in  th is  a s 

sem b led  cohort. T h e  e s ta b lish m e n t of a b io log ic  d a ta  

b a n k  w o u ld  m ax im ize  th e  v a lu e  of th is  re so u rc e  a n d  

h e lp  p ro v id e  a n sw e rs  to  several im p o r ta n t  re se a rc h  

q u estio n s  a b o u t p ro s ta te  can cer th a t a re  c o m p le m e n ta ry  

to th e  m a in  q u e s tio n  a d d re sse d  by  sc re e n in g  trials.

T he  p o te n tia l list o f d a ta  item s is e x tre m e ly  long; 

th is list re p re se n ts  th e  m in im u m  d a ta  re q u ire d  fo r a 

th o ro u g h  e x a m in a tio n  o f th e  find ings f ro m  sc reen in g  

tr ia ls .
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Appendix 1 

Recommendations of the Epidemiologic Group 
on Prostate Cancer Screening

W id e sp re a d  p o p u la t io n  sc reen in g  fo r  p ro s ta te  cancer 

c a n n o t be  re c o m m e n d e d  as p ub lic  h e a l th  po licy  a t

th e  p re s e n t  tim e. D e m o n s tra t io n  p ro je c ts  h a v e  p ro 

v id e d  v a lu a b le  d a ta  a n d  h a v e  a s s is te d  p u b lic  e d u 

ca tion , p ro v id in g  v e ry  s tro n g  a rg u m e n ts  in  s u p p o r t  

of c o n d u c tin g  r a n d o m iz e d  tr ia ls  fo r s c re e n in g .

E lig ible m e n  s h o u ld  h a v e  a life  e x p e c ta n c y  c o m p a tib le  

w ith  th e  e x p e c te d  d u ra t io n  o f  th e  s tu d y ;  a n d  m e n  

to  w h o m  n o  c u ra tiv e  t r e a tm e n t  is g iv e n  (in  se v e ra l 

co u n trie s , m e n  o ld e r  th a n  70 y e a rs  o f  age) s h o u ld  

n o t  b e  e lig ib le  to  p a r t ic ip a te  in  s c re e n in g  tr ia ls .

P a t te rn s  o f h e a l th  ca re  fo r  m e n  e n ro l le d  in  s c re e n in g  

tria ls  s h o u ld  b e  as  s im ila r  as p o s s ib le  in  b o th  th e  

sc re e n e d  a n d  th e  u n s c re e n e d  g ro u p .

C o m p a ra b le  s ta g in g  a n d  d ia g n o s tic  sy s te m s  fo r p ro s ta te  

c an ce r s h o u ld  b e  u s e d  (e .g ., T N M ).

In fo rm a tio n  a b o u t  p a t te rn s  o f  ca re  in  th e  s tu d y  re g io n s  

s h o u ld  b e  av a ilab le .

In c o rp o ra tio n  o f  q u a lity -o f- l ife  m e a s u re m e n t  in  b o th  

sc re e n e d  a n d  u n s c re e n e d  g ro u p s  in  r a n d o m iz e d  tr i 

als s h o u ld  b e  m a d e , T h e se  s h o u ld  re fe r  to  b o th  

o v era ll q u a li ty  of life  a n d  to  u ro lo g ic  q u a li ty  o f life  

specifically .

T h e  o p p o r tu n i ty  o ffe re d  b y  s c re e n in g  tr ia ls  to  c o n d u c t  

e tio log ic  re se a rc h  s h o u ld  b e  n o te d .

B iologic m a te r ia l  s h o u ld  b e  o b ta in e d  a n d  s to re d  w h e n 

ev e r p o ss ib le  fo r f u tu r e  a n a ly s is  (of n e w  m a rk e rs  

fo r e tio log ic  s tu d ie s , etc.).

T h e re  s h o u ld  b e  a lia iso n  b e tw e e n  s tu d y  c o o rd in a to rs  

a n d  c a n c e r  tu m o r  re g is tr ie s  th a t  is a c tiv e  in  th e  r e 

g ion  w h e re  s c re e n in g  tr ia ls  a re  b e in g  c o n d u c te d .

T h e  p r in c ip a l m e th o d  o f  e v a lu a t in g  s c re e n in g  tr ia ls  is a  

co rrec t s ta tis tica l a n a ly s is  o f  r a n d o m iz e d  tr ia l d a ta , 

b u t  m o d e lin g  is a lso  o f  im p o r ta n c e  to  h e lp  in  th e  

c o m p a riso n  o f th e  u ti l i ty  a n d  c o s t-e ffe c tiv e n e ss  o f 

d iffe re n t s c re e n in g  s tra te g ie s .

E ach  s tu d y  re q u ire s  th e  e s ta b l is h m e n t  o f a c o m m itte e  to  

e v a lu a te  th e  ca u se  o f  d e a th  o f  s tu d y  p a r tic ip a n ts . 

T h e re  is a n e e d  fo r  m o re  re s e a rc h  a b o u t  th e  c o m p a 

rab ility  o f c a u se  o f  d e a th  a b s tra c t io n  in  d if fe re n t  

co u n trie s .

U s in g  d e a th  f ro m  p ro s ta te  c a n c e r  as  th e  p r in c ip le  e n d 

p o in t  in  sc re e n in g  tria ls  m in im iz e s  s e v e ra l  p o ss ib le  

b ia ses  b u t  re q u ire s  10 to  20 y e a rs  to  c o m p le te . In 

te rm e d ia te  re su lts  c o u ld  b e  o b ta in e d  b y  u s in g  p ro g 

n o s tic  in d ic a to rs  o f  d e a th  f ro m  p ro s ta te  c a n c e r  (e.g., 

g ra d in g , s tag e , etc.).

Appendix 2 

Minimal Information Required for Evaluation of 
Cancer Screening Trials

T a rg e t p o p u la t io n

In v ite d  p o p u la t io n

A tte n d a n c e
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N o n p a r t ic ip a n t  ch a rac te ris tic s  

S c reen -p o sitiv e

A d d itio n a l d iag n o s tic  te s ts  (a n d  re su lts )

A d d itio n a l in v a s iv e  d ia g n o s tic  tes ts  

Lost to  fo l lo w -u p /a s s e s s m e n t  u n k n o w n  

C an cers  d e te c te d  (by test)

S tages a n d  o th e r  p ro g n o s tic  fa c to rs  ( T / N / M / g r a d e /  

etc.)

P r im a ry  tre a tm e n t  of s c re e n -d e te c te d  can ce rs  

A d v a n c e d  d isease  in  fo llo w -u p  p e r io d  (M l,  reg io n a l r e 

cu rren ces)

C an cers  d ia g n o se d  a f te r  n e g a tiv e  sc reen  

D ea th s  f ro m  o th e r  d iseases

S im ilar d e ta ile d  in fo rm a tio n  o n  c o n tro l g ro u p  (d iag n o s 

tic  te s ts /s c re e n  te s t s / t r e a tm e n t /e tc . )

Q u a lity  of life m e a s u re m e n ts  

C ost m e a su re m e n ts

C ost m e a s u re m e n t  a n a ly s is  ( s c re e n in g /d ia g n o s is  a n d  

th e ra p e u tic  p h a se s)

Participants

A nssi A u v in e n , M .D . (C o -C h a ir) , S e n io r  S cien tis t, F in 

n ish  C a n c e r  R eg is try , In s ti tu te  fo r  S ta tis tica l a n d  E p id e 

m iological C a n c e r  R e se a rc h , H e ls in k i, F in la n d ; P e te r  

Boyle, M .D . (C hair), D irec to r, D iv is io n  o f E p id em io lo g y

& B iostatistics, E u ro p e a n  In s t i tu te  o f  O n co lo g y , M ilano , 

Italy; R .A .M . D a m h u is , M .D ., In te g ra a l  k a n k e rc e n tru m  

R o tte rd am , R o tte rd a m , th e  N e th e r la n d s ;  H.J. d e  K on- 

ing , M .D ., D e p a r tm e n t  o f  P u b lic  H e a lth , E ra sm u s  U n i 

v ersity  R o tte rd a m , R o tte rd a m , th e  N e th e r la n d s ;  M i 

ch ae l G a rra w a y , M .D ., D e p a r tm e n t  of P u b lic  H e a lth  

Sciences, U n iv e rs ity  o f  E d in b u rg h  M e d ic a l S choo l, E d 

in b u rg h , U n ite d  K in g d o m ; M a rg a re t  H a e lte rm a n , M .D ., 

N a tio n a l C a n c e r  R eg is try , B elg isch  W erk  teg en  K anker, 

B russels, B elgium ; C h a r le s  S m a rt, M .D . (C o -C h a ir) , S a lt 

Lake C ity , U ta h ; Joost W ey le r , M .D ., D e p a r te m e n t  G e n 

e e sk u n d e , E p id em io lo g ie  & S ocia le  G e n e e s k u n d e , U n i 

v e rs ita ire  In s te llin g  A n tw e rp e n ,  A n tw e rp , B elgium .

PATHOLOGY WORKGROUP

T he P a th o lo g y  W o rk in g  G ro u p  (P W G ) reco g n izes  th a t  

sc reen in g  p ro g ra m s  h a v e  th e  a u th o r i ty  a n d  re sp o n s ib il 

i ty  to  sp ec ify  c o n d itio n s  o f  q u a lity  c o n tro l a n d  q u a lity  

a ssu ra n c e  w ith in  th e  sc re e n in g  facility . H o w e v e r , o n ce  

a n  a b n o rm a lity  is d e te c te d , th e  fo l lo w -u p  facilities fo r 

su rg ica l excision  a n d  p a th o lo g ic  e x a m in a tio n  a re  n o t  

n ecessa rily  a p a r t  o f th e  sc re e n in g  facility . T h e re fo re , 

th e  P W G 's  o b jec tiv e  w as  to  d e v e lo p  c rite ria  fo r th e  ex 

a m in a tio n  o f p ro s ta te  tis su e  sp e c im e n s  th a t  w o u ld  be  

g en e ra lly  accep tab le  to  p ra c tic in g  su rg ic a l p a th o lo g is ts  

fo r th e  fo rm u la tio n  o f th e ir  c o n s u lta t io n  re p o rts . T h e

in fo rm a tio n  in c lu d e d  b e lo w  is d irec ted  p rim arily  to the 

co n su lta tiv e  p rac tice  o f  p a th o lo g y  a n d  is n o t  specifically 

fo r  re sea rch . N e v e r th e le ss , th is  in fo rm a tio n  m ay  be 

u s e d  in  a clin ical tr ia l se ttin g , a n d  can  b e  m odified  as 

a p p ro p ria te  fo r  u se  in  a specific p ro to co l or institu tion . 

In  th is  con tex t, th e  p a r t ic ip a n ts  of the  P W G  h a v e  fo r 

m u la te d  th e  fo llo w in g  re c o m m e n d a tio n s  fo r th e  exam i

n a tio n  a n d  su rg ica l p a th o lo g y  c o n su lta tio n  rep o rts  of 

p ro s ta te  can cer sp e c im e n s  to  d o c u m e n t th e  ex ten t of tis 

sue  re m o v e d , v a lid a te  the  d iag n o sis  o f cancer in  the 

sp ec im en  (or its ab sen ce), a n d  p ro v id e  in fo rm a tio n  th a t 

m ay  b e  u sed  fo r In te rn a tio n a l  U n io n  A g a in st C a n c e r /  

A m erican  Jo in t C o m m itte e  o n  C an ce r p T N M  classifi

ca tion  a n d  s tag ing , se lec tio n  o f  th e rap y , a n d  estim ation  

o f  p rognosis , T h e  P W G  th e re fo re  h a s  in c lu d e d  m u ch  of 

th e  d a ta  th a t  h a v e  a lre a d y  b e e n  d e v e lo p e d  a n d  reality  

te s te d  b y  the  C an ce r C o m m itte e  of th e  C ollege of A m er 

ican  P a th o lo g is ts ,1

T h e  P W G  m a d e  so m e g e n e ra l o b se rv a tio n s  du ring  

th e  d e v e lo p m e n t o f  th ese  re co m m en d a tio n s . They 

u n a n im o u s ly  a g ree d  th a t  p ro s ta te  ca rc in om as sh o u ld  be  

a ss ig n ed  a  h isto log ic  g rad e , a n d  p re fe rre d  a th ree -g rad e  

system ; h o w ev e r , th e y  also  c o n c u rre d  th a t  th e  g rad ing  

sy s tem  e m p lo y e d  b y  a p a th o lo g is t s h o u ld  b e  d e te r 

m in e d  b y  h e r /h i s  local m ed ica l p rac tice  en v iro n m en t. 

T h e re fo re , th e  P W G  in c lu d e  th e  fo llo w in g  in  the  rec 

o m m e n d a tio n  fo r  h is to log ic  g rad ing : " A n y  g rad in g  sys 

tem  as desired , su ch  as G leaso n 's  s c o re " 1 (see below ). 

O f  co u rse , th e  g ra d in g  sy s tem  u se d  sh o u ld  inc lude a 

v e rb a l d e fin itio n  in  th e  re p o rt su ch  as . .m odera te ly  

d iffe ren tia ted , g rad e  2 ."

T h e  surg ical p a th o lo g y  c o n su lta tio n  rep o rt of a 

p ro s ta te  sp e c im e n  s h o u ld  in c lu d e  a s ta te m e n t confirm 

in g  th e  p re sen ce  (or ab sence) of carc inom a, or th a t it 

m a y  n o t  be  p o ssib le  to  m a k e  a defin itive  diagnostic 

e v a lu a tio n  fo r ca rc in o m a a n d  s ta te  th e  re a so n  (e.g., pos 

sib ly  d u e  to lim ita tio n s  of th e  spec im en). P ro sta te  can 

cer a sso c ia ted  lesions, su c h  as  p ro s ta tic  in traep ithe lia l 

n e o p la s ia  (PIN ), a ty p ica l a d e n o m a to u s  hyperp lasia  

(A A H ), a n d  th e  effects o f th e ra p y , m ay  a lso  be included . 

T he P W G  re c o m m e n d s  th a t  a g ro u p  o f p a th o lo g is ts  d e 

v e lo p  a lex icon  of d efin itio n s  o f  te rm s, w ith  ap p ro p ria te  

re la te d  p h o to m ic ro g ra p h s , to  assist p a th o lo g is ts  in  the 

u n ifo rm  ap p lica tio n  o f the  te rm in o lo g y  specified  in  this 

rep o rt.

R ec o m m e n d a tio n s  fo llow  fo r th e  in fo rm a tio n  to be 

in c lu d e d  in th e  su rg ica l p a th o lo g y  co n su lta tio n  reports  

fo r fo u r  categories o f  sp ec im en s  (1) n e e d le  b iopsy , (2) 

t ra n s u re th ra l  re sec tio n  of p ro s ta te  (TURP), (3) su p ra 

p u b ic  or re tro p u b ic  p ro s ta te  e n u c lea tio n  (su b to ta l p ro s 

ta tec to m y ), a n d  (4) rad ica l p ro s ta tec to m y . A lth o u g h  

p ro s ta te  ca rc in o m a can  be d ia g n o se d  b y  fine n eed le  as 

p ira tio n  cy to logy  of th e  p ro s ta te  g la n d  w ith  or w ith o u t 

D N A  an a ly s is  b y  flow  cy tom etry  o r n u c le a r  m o rp h o m e 
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try , th is  re p o rt is lim ite d  to  so lid  tissu e  e x a m in a tio n . 

T here  is re p e titio n  o f in fo rm a tio n  in  th e  fo u r  ca teg o ries  

of spec im ens b e c a u se  m a n y  of th e  d a ta  a re  c o m m o n  fo r 

all types of sp ec im en s; th is  d e lib e ra te  re p e ti t io n  is in 

te n d e d  for th e  co n v en ien ce  of th e  re a d e r  a n d  fo r  th o se  

w h o  m a y  w ish  to  d u p lic a te  th is  m a te r ia l fo r u se  in  th e ir  

labo ra to ry .

W e can n o t e m p h a s iz e  too  s tro n g ly  h o w  im p o r ta n t  

it is to p ro v id e  b asic  clinical d a ta  to  th e  p a th o lo g is t  fo r  

a p p ro p ria te  p a t ie n t  id en tif ica tio n  a n d  c lin ic a l-p a th o 

logic co rre la tion .

Recommendations for Data to be Included in the 
Surgical Pathology Consultation Report for the 

Four Types of Specimens

1. N eed le  b io p sy

1.1 C linical in fo rm a tio n  p ro v id e d  to p a th o lo g is t  b y  

th e  re sp o n s ib le  p h y s ic ia n

1.1.1 P a tie n t id en tif ica tio n  ( n a m e /a g e / id e n t i f ie s -  

tion  n u m b e r)

1.1.2  R e lev an t h is to ry , in c lu d in g  a n y  p re v io u s  d i 

ag n o sis  /  th e ra p y

1.1.3 R esults  o f ex am in a tio n s

1.1.3.1 L a b o ra to ry  (e.g., PSA  or o th e r  sign ifican t 

find ings)

1.1 .3 .2  D igital rec ta l ex am in a  tion

1.1.3.3 Im ag in g  (e.g., u ltra so u n d )

1.1 .4  C lin ical d iag n o sis

1 .1 .5  T ype of su rg ica l p ro c e d u re  (e.g., n e e d le  bi~ 

opsy )

1.1.6  A n a to m ic  site  o f sp ec im en  [site(s) o f b io p sy  

sp ec ified  by  su rg eo n , as a p p ro p ria te ]

1.1.6.1 L ocation  in  p ro s ta te  g la n d  [righ t o r  left 

lobe; b ase , m id , ap ex  (as la b e le d  b y  su rgeo n )]

1 .1 .6 .2  E x trap ro sta tic  site(s) (e.g., r ig h t / l e f t  sem i 

n a l  vesicle(s), as la b e le d  b y  su rg eo n )

1.2 M acroscop ic  ex a m in a tio n  ( s iz e /n u m b e r  of 

p ieces)

1*3 M icroscopic  ex am in a tio n

1.3.1  T u m o r ch arac te ris tics

1.3 .1 .1  H isto log ic  type (W orld  H e a lth  O rg a n iz a 

t io n  m odified )

1 .3 .1 .1 .1  A d e n o c a rc in o m a  (n o t o th e rw ise  sp ec i 

fied)

1 .3 .1 .1 .2  A c in a r  a d e n o ca rc in o m a

1.3 .1 .1 .3  D u c ta l a d e n o ca rc in o m a

1.3 .1 .1 .4  M u c in o u s  a d e n o ca rc in o m a

1.3.1 .1 .5  T ran s itio n a l cell ca rc inom a

1.3 .1 .1 .6  S q u a m o u s  cell ca rc inom a

1 .3 .1 .1 .7  N e u ro e n d o c r in e  tu m o r

1 .3 .1 .1 .8  S m all cell an ap las tic  c a rc in o m a

1 .3 .1 .1 .9  U n d if fe re n t ia te d  c a rc in o m a

1 .3 .1 .1 .1 0  O th e r  c a n c e r  (specify )

1 .3 .1 .2  H is to lo g ic  g ra d e  o f  tu m o r  (a n y  g ra d in g  sy s 

te m  as d e s ire d , s u c h  as G le a s o n 's  h is to lo g ic  sco re; s p e c 

ify  g ra d in g  s y s te m  u sed )

1 .3 .1 .3  E x te n t o f  tu m o r

1 .3 .1 .3 .1  P ro p o r t io n  (% ) o f  t is su e  in v o lv e d

1 .3 .1 .3 .2  L y m p h a tic  v esse l in v a s io n

1 .3 .1 .3 .3  B lo o d  v e sse l in v a s io n

1 .3 .1 .3 .4  P e r in e u ra l  in v a s io n

1 .3 .1 .3 .5  P e r ip ro s ta t ic  t is su e  in v a s io n  (if a p p ro p r i 

a te)

1 .3 .1 .3 .6  A d ja c e n t  o rg an s(s ): sp e c ify

1 ,3 .1 .4  In te rn a t io n a l  U n io n  A g a in s t  C a n c e

(U IC C ) /A m e r ic a n  Jo in t C o m m itte e  o n  C a n c e r  (A JC C ) 

p T  ca teg o ry

1.3.2 M a lig n a n c y  in d e te rm in a te  (sp e c ify  n a tu r e  o f 

th e  p ro b le m )

1.3.3 N o  tu m o r  id e n tif ie d  (if th e  tis su e  is n o t  a d e 

q u a te  fo r  d ia g n o s tic  e v a lu a tio n  fo r  tu m o r ,  th is  s h o u ld  

b e  n o te d )

1 .3 .4  O th e r  f in d in g s , as  a p p ro p r ia te

1 .3 .4 .1  P ro s ta t ic  in tra e p i th e l ia l  n e o p la s ia  (P IN ), 

a n d  g ra d e

1 .3 .4 .2  A ty p ic a l a d e n o m a to u s  h y p e rp la s ia  (A A H )

1 .3 .4 .3  P ro s ta ti t is  (g ra n u lo m a to u s  o r o th e r )

1 .3 .4 .4  B en ig n  p ro s ta tic  h y p e rp la s ia

1 .3 .4 .5  B asal cell h y p e rp la s ia

1 .3 .4 .6  P o s ta t ro p h y  h y p e rp la s ia

1 .3 .4 .7  T h e ra p y  re la te d

1.4 S p ec ia l s tu d ie s  [if sp ec ia l s tu d ie s  h a v e  b e e n

p e r fo rm e d , th e y  s h o u ld  b e  d e s ig n a te d  a n d  th e  re su lts  

in c lu d e d  w ith  th e  su rg ic a l p a th o lo g y  c o n s u l ta t io n  r e 

p o r t  (e.g., h is to c h e m is try , im m u n o h is to c h e m is try ,  flow  

c y to m e try , o r  n u c le a r  m o rp h o m e try ) ] .

2. T ra n s u re th ra l  re se c tio n  o f  p ro s ta te  (T U R P )

2.1 C lin ica l in fo rm a t io n  p ro v id e d  to  p a th o lo g is t  b y  

th e  re sp o n s ib le  p h y s ic ia n

2.1.1  P a t ie n t  id e n tif ic a tio n  ( n a m e /a g e / id e n t i f i c a 

t io n  n u m b e r)

2 .1 .2  R e le v a n t h is to ry , in c lu d in g  a n y  p re v io u s  d i 

a g n o s is / th e r a p y

2 .1 .3  R esu lts  o f  e x a m in a tio n s

2 .1 .3 .1  L a b o ra to ry  (e .g ., P S A  o r  o th e r  s ig n if ic an t 

f in d in g s)

2 .1 .3 .2  D ig ita l rec ta l e x a m in a t io n

2 .1 .3 .3  Im a g in g  (e.g ., u l t r a s o u n d )

2 .1 .4  C lin ica l d ia g n o s is

2 .1 .5  T y p e  of su rg ic a l p ro c e d u re  (e.g ., T U R P )

2 .1 .6  A n a to m ic  site o f  s p e c im e n  (p ro s ta te  g la n d )

2 .2  M a c ro sc o p ic  e x a m in a tio n

2 .2 .1  G e n e ra l  c h a ra c te r is t ic s  o f s p e c im e n

2 .2 .1 .1  W e ig h t

2 .2 .1 .2  S ig n if ic a n t g ro ss  fe a tu re s



1192 CANCER March 1,1995, Volume 75, No. 5

2.2.2 R e c o m m e n d a tio n s  fo r se lec tio n  o f  tissu e  for 

m icroscop ic  e x a m in a tio n

2.2 .2 .1  In c lu d e  a n y  g ro ss ly  su sp ic io u s  ch ip s

2 .2 .2 .2  S p ec im en s  < 1 2  g ra m s , e m b e d  to ta lly

2 .2 .2 .3  S p e c im e n s  >  12 g ra m s , e m b e d  a t le a s t 12 

g ram s a n d  a p p ro x im a te ly  1 a d d it io n a l  casse tte  fo r  ev e ry

10 g ram s

2.2.3 A fte r  d ia g n o s is  o f a c lin ica lly  u n s u s p e c te d  

(inc iden ta l) c a rc in o m a  th a t  in v o lv e s  5%  o r less o f th e  

tissue , o r h ig h  g ra d e  P IN , o r a ty p ic a l a d e n o m a to u s  h y 

p e rp la s ia , c o n s id e r  e m b e d d in g  (all) re m a in in g  tissue .

2.3 M icroscop ic  e x a m in a tio n

2.3.1 T u m o r c h a rac te r is tic s

2.3 .1 .1  H is to lo g ic  ty p e  (W o rld  H e a l th  O rg a n iz a 

tion  m od ified )

2 .3 .1 .1 .1  A d e n o c a rc in o m a  (n o t o th e rw ise  sp e c i 

fied)

2 .3 .1 .1 .1  A c in a r  a d e n o c a rc in o m a

2 .3 .1 .1 .2  D u c ta l a d e n o c a rc in o m a

2 .3 .1 .1 .3  M u c in o u s  a d e n o c a rc in o m a

2 .3 .1 .1 .4  T ra n s itio n a l cell c a rc in o m a

2 .3 .1 .1 .5  S q u a m o u s  cell c a rc in o m a

2 .3 .1 .1 .6  N  e u ro  e n d o c r in e  tu m o r

2 .3 .1 .1 .7  S m all cell a n a p la s t ic  ca rc in o m a

2 .3 .1 .1 .8  U n d if fe re n tia te d  c a rc in o m a

2 .3 .1 .1 .9  O th e r  c a n c e r  (specify )

2 .3 .1 .2  H is to lo g ic  G ra d e  o f  T u m o r  (any  g ra d in g  

sy s tem  as d e s ire d  s u c h  as G le a s o n 's  h is to lo g ic  score; 

specify  g ra d in g  sy s te m  u se d )

2 .3 .1 .3  E x ten t o f tu m o r

2 .3 .1 .3 .1  P ro p o r t io n  (% ) o f  tis su e  in v o lv e d

2 .3 .1 .3 .2  L y m p h a tic  v e sse l in v a s io n

2 .3 .1 .3 .3  B lood  v esse l in v a s io n

2 .3 .1 .3 .4  P e r in e u ra l  in v a s io n

2 .3 .1 .3 .5  P e r ip ro s ta tic  tis su e  in v a s io n  (if a p p ro p r i 

ate)

2 .3 .1 .3 .6  D irect e x te n s io n  to  a d ja c e n t  organs(s): 

specify

2 .3 .1 .4  U I C C /A J C C p T  C a te g o ry

2 .3 .2  M a lig n a n c y  In d e te rm in a te  (specify  n a tu re  of 

th e  p ro b le m )

2.3.3  N o  tu m o r  id e n tif ie d  (if th e  tis su e  is n o t a d e 

q u a te  fo r d ia g n o s tic  e v a lu a t io n  fo r  tu m o r , th is  s h o u ld  

b e  n o te d ) .

2 .3 .4  O th e r  f in d in g s , as a p p ro p r ia te

2 .3 .4 .1  P IN  a n d  g ra d e

2 .3 .4 .2  A A H

2.3 .4 .3  P ro s ta titis  (g ra n u lo m a to u s  o r o th e r)

2 .3 .4 .4  B en ig n  p ro s ta t ic  h y p e rp la s ia

2 .3 .4 .5  B asal cell h y p e rp la s ia

2 .3 .4 .6  P o s ta  t r o p h y  h y p e rp la s ia

2 .3 .4 .7  T h e ra p y  re la te d

2 .4  S pecia l s tu d ie s  [D e s ig n a te  sp e c ia l s tu d ie s , if 

d o n e , a n d  in c lu d e  re su lts  w ith  S u rg ica l P a th o lo g y  C o n 

su lta tio n  R ep o rt (e.g., h is to ch em is try , im m u n o h is to -  

ch em is try , flow  cy to m etry , n u c le a r  m o rp h o m etry )].

3. S u p ra p u b ic  o r  re tro p u b ic  e n u c le a tio n  specim en

(su b to ta l p ro s ta te c to m y )

3.1 C lin ica l in fo rm a tio n  p ro v id e d  to  p a th o lo g is t by  

th e  re sp o n s ib le  p h y s ic ia n

3.1.1 P a tie n t id en tif ica tio n  ( n a m e /a g e /id en tif ic a -

tio n  n u m b e r)

3 .1 .2  R e le v a n t h is to ry , in c lu d in g  a n y  p rev io u s  d i 

a g n o s is / th e ra p y

3.1 .3  R esu lts  o f E x a m in a tio n s

3.1 .3 .1  L a b o ra to ry  (e.g., P S A  or o th e r  significant 

find ings)

3 .1 .3 .2  D ig ita l re c ta l e x a m in a tio n

3.1 .3 .3  Im ag in g  (e.g., u ltra so u n d )

3 .1 .4  C lin ical d iag n o sis

3.1.5  T y p e  of su rg ica l p ro c e d u re  (e.g., sub to ta l 

p ro s ta te c to m y )

3 .1 .6  A n a to m ic  s ite  of sp ec im en  (p ro sta te  g land)

3 .1 .7  O rie n ta tio n  o f  th e  sp ec im en  as m a rk e d  by the  

su rg e o n  (e.g., a rea  o f  possib le  in v a s io n  o f m arg in )

3 .2  M acroscop ic  e x a m in a tio n

3.2.1  G e n e ra l charac te ris tics  o f  p ro s ta te  specim en

3 .2 .1 .1  Size, th re e  d im e n s io n s

3 .2 .1 .2  W eig h t

3 .2 .1 .3  Size of carc inom a(s), if possib le

3 .2 .1 .4  O th e r  s ign ifican t g ross  fea tu re s

3.2.1 M e th o d  o f m arg in  id en tif ica tio n  (e.g., india

ink)

3 .2 .2  R e c o m m e n d a tio n s  fo r  se lec tio n  of tissue for 

m icroscop ic  ex am in a tio n

3.2 .2 .1  A p p ro x im a te ly  e igh t casse ttes  includ ing :

3 .2 .2 .1 .1  A n y  a reas  su sp ic io u s  fo r tu m o r, no ting  

lo ca tio n  (righ t, le ft lo b e , etc.)

3 .2 .2 .1 .2  E x ten t, if possib le

3 .2 .2 .1 .3  O th e r  re p re se n ta tiv e  sec tions as a p p ro 

p r ia te

3 .2 .2 .2  A d d itio n a l sections m a y  b e  n e e d e d  for fu r

th e r  e v a lu a tio n  a f te r  d iagnosis o f  a n e o p la sm  to  e v a lu 

a te  tu m o r  ch arac te ris tic s  (see M icroscop ic  featu res , b e 

low )

3.3 M icroscop ic  ex am in a tio n

3.3.1  T u m o r characteristics

3.3 .1 .1  H isto log ic  T ype (W orld  H e a lth  O rg an iza 

t io n  m od ified )

3 .3 .1 .1 .1  A d en o ca rc in o m a  (n o t o th e rw ise  speci 

fied)

3 .3 .1 .1 .2  A cin ar a d e n o ca rc in o m a

3 .3 .1 .1 .3  D u c ta l a d e n o ca rc in o m a

3 .3 .1 .1 .4  M u c in o u s  a d e n o ca rc in o m a

3 .3 .1 .1 .5  T ran sitio n a l cell ca rc in o m a

3 .3 .1 .1 .6  S q u a m o u s  cell ca rc in o m a

3 .3 .1 .1 .7  N  eu ro en d o c rin e  tu m o r

3 .3 .1 .1 .8  Sm all cell an ap las tic  carc inom a
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3.3.1.1.9 U n d iffe re n tia te d  ca rc in o m a

3.3.1.1.10 O th e r  can ce r (specify)

3.3.1.2 H isto log ic  G ra d e  of T u m o r (any  g ra d in g  

system  as d es ired , su ch  as G leaso n 's  h is to lo g ic  score; 

specify g rad ing  sy s te m  u sed )

3.3.1.3 E x ten t of tu m o r

3.3.1.3.1 D is tr ib u tio n  of tu m o r  in  th e  sp e c im e n  

(e.g. right lobe, le ft lobe)

3.3.1.3.2 Q u a n ti ta t io n  of tu m o r (d e te rm in e  fro m  

gross a n d /o r  m icroscop ic  findings)

3.3.1.3.3 L y m p h a tic  vessel in v a s io n

3.3.1.3.4 B lood vessel in v asio n

3.3.1.3.5 P e r in e u ra l in v as io n

3.3.1.3.6 P e rip ro s ta tic  tissue in v a s io n  (if a p p ro p r i 

ate)

3 .3 .1 .3 .7  D irec t ex ten s io n  to a d ja c e n t  organs(s): 

specify

3.3.1.4 S ta tu s  o f m arg in s , if p ossib le

3.3.1.5 U IC C /A JC C  pT  C atego ry

3.3.2 M a lig n an cy  in d e te rm in a te  (specify  n a tu re  of 

the  p roblem )

3.3.3 N o  T u m o r  Iden tified

3.3.4 O th e r  find ings, as a p p ro p ria te

3.3.4.1 P IN  a n d  g rad e

3.3.4.2 A A H

3.3.4.3 P ro s ta titis  (g ran u lo m a to u s  or o th e r)

3.3.4.4 B en ign  p ro s ta tic  h y p e rp la s ia

3.3.4.5 Basal cell h y p e rp la s ia

3.3.4.6 P o s ta tro p h y  h y p e rp la s ia

3.3 .4 .7  T h e ra p y  re la te d

3.4 Special s tu d ie s  d es ig n a te  sp ec ia l s tu d ies , if 

d o n e , an d  in c lu d e  re su lts  w ith  surg ical p a th o lo g y  con- 

su lta tio n  re p o r t  (e.g., h is to ch em is try , im m u n o h is to -  

chem istry , flow  cy to m etry , n u c lea r m o rp h o m e try )] .

4. Radical p ro s ta te c to m y

4.1 C linical in fo rm a tio n  p ro v id e d  to  p a th o lo g is t  b y  

th e  responsib le  p h y s ic ia n

4.1.1 P a tie n t id en tifica tio n  (n a m e /a g e / id e n t i f ic a -  

tion  n um ber)

4.1.2 R e lev an t h is to ry , in c lu d in g  a n y  p re v io u s  d i 

a g n o s is / th e ra p y

4.1.3 R esu lts o f ex am in a tio n s

4.1.3.1 L ab o ra to ry  (e.g., PSA  o r o th e r  sign ifican t 

findings)

4.1.3.2 D ig ita l rec ta l ex am in a tio n

4.1.3.3 Im ag in g  (e.g., u ltra so u n d )

4.1.4 C lin ical d iag n o sis

4.1.5 T ype o f su rg ical p ro ced u re  (spec ified  b y  

surgeon)

4.1.5.1 P e rin e a l p ro s ta tec to m y

4.1.5.2 R e tro p u b ic  p ro s ta tec to m y

4.1.5.3 N e rv e -sp a r in g  p ro s ta tec to m y  ( l e f t / r i g h t /  

both)

4.1.5.4 S ta n d a rd  rad ica l p ro s ta te c to m y

4 .1 .5 .5  S u p e r- ra  d ica l p ro s ta te c to m y

4.1 .6  A n a to m ic  s ite  o f  sp e c im e n :

4 .1 .6 .1  P ro s ta te  g la n d

4 .1 .6 .2  R e g io n a l ly m p h  n o d e s  (site  a n d  la te ra lity  

sp ec ified  b y  su rg e o n )

4 .1 .7  O r ie n ta t io n  o f  th e  s p e c im e n  as  m a rk e d  b y  th e  

su rg e o n  (e.g ., a re a  o f p o ss ib le  in v a s io n  o f  m a rg in )

4 .2  M acro sco p ic  e x a m in a t io n

4.2.1  P ro s ta te c to m y

4.2 .1 .1  S tru c tu re s  in c lu d e d  s h o u ld  b e  n o te d

4 .2 .1 .1 .1  P ro s ta te

4 .2 .1 .1 .2  S e m in a l v es ic le s

4 .2 .1 .1 .3  S e g m e n ts  o f  v a s a  d e fe re n t ia

4 .2 .1 .1 .4  A ll o r  p o r t io n  o f b la d d e r

4 .2 .1 .1 .5  O th e r  (specify )

4 .2 .1 ,2  D e sc r ip tio n  o f  ty p e  o f  p ro s ta te  s p e c im e n

4 .2 .1 .2 .1  T o ta l

4 .2 .1 .2 .2  S u b to ta l  p ro s ta te

4 .2 .1 .2 .3  S ize, th re e  d im e n s io n s

4 .2 .1 .2 .4  W e ig h t

4 .2 .1 .2 .5  S ize o f  c a rc in o m a (s ) , if p o s s ib le

4 .2 .1 .2 .6  M e th o d  o f  m a rg in  id e n tif ic a tio n  (e.g., In 

d ia  ink )

4 ,2 .2  R e g io n a l (pelv ic) ly m p h  n o d e s

4 .2 .2 .1  S ite  a n d  la te ra li ty  (as  sp ec if ied  b y  su rg e o n )

4 .2 .2 .2  N u m b e r

4 .2 .2 .3  L o c a tio n

4 .2 .2 .4  Size o f  la rg e s t  g ro ss  m e ta s ta s is

4 .2 ,3  R e c o m m e n d a tio n s  fo r  se le c tio n  o f  tis su e s  fo r

m ic ro sco p ic  e x a m in a tio n

4 .2 .3 .1  T u m o r  (each  g ro ss ly  re c o g n iz a b le  tu m o r)

4 .2 .3 .1 .1  L o ca tio n  (r ig h t, le f t  lo b e , etc .), a n d  e x te n t

4 .2 .3 .1 .2  E x ten t, if p o s s ib le

4 .2 .3 .2  S e c tio n s  to  d e te rm in e  e x te n t  o f  in v a s io n  

a n d  m a rg in s

4 .2 .3 .2 .1  A p ex  (u re th ra l)  m a rg in

4 .2 .3 .2 .2  B ase (b la d d e r  n e c k )  m a rg in

4 .2 .3 .2 .3  P ro s ta tic  " 'c a p s u le "

4 .2 .3 .2 .4  C irc u m fe re n tia l  p e r ip ro s ta t ic  m a rg in s  a d 

ja c e n t to tu m o r , in c lu d in g  n e u ro v a s c u la r  b u n d le ,  as a p 

p ro p r ia te .

4 .2 .3 .2 .5  S e m in a l v es ic le s

4 .2 .3 .2 .6  P e r ip ro s ta tic  t is s u e  a b o u t  th e  b a se s  o f 

s e m in a l vesic les

4 .2 .3 .2 .7  A d d it io n a l  s e c tio n s  to d e te rm in e  m u l t i 

c en tric ity

4 .2 .3 .3  All ly m p h  n o d e s  (sp ec ify  la te ra l i ty  a n d  site  

as sp ec ified  b y  su rg e o n )

4 .3  M ic ro sco p ic  e x a m in a t io n

4.3.1  T u m o r  c h a ra c te r is t ic s

4 .3 .1 .1  H is to lo g ic  ty p e  (W o rld  H e a l th  O rg a n iz a 

t io n  m o d if ie d )

4 .3 .1 .1 .1  A d e n o c a rc in o m a  (n o t o th e rw is e  sp e c i 

fied)
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4 .3 .1 .1 .2  A c in a r a d e n o c a rc in o m a

4 .3 .1 .1 .3  D u c ta l a d e n o c a rc in o m a

4.3.1.1.'4  M u c in o u s  a d e n o c a rc in o m a

4 .3 .1 .1 .5  T ra n s itio n a l cell c a rc in o m a

4 .3 .1 .1 .6  S q u a m o u s  cell c a rc in o m a

4 .3 .1 .1 .7  N e u ro e n d o c r in e  tu m o r

4 .3 .1 .1 .8  S m all cell a n a p la s tic  c a rc in o m a

4 .3 .1 .1 .9  U n d if fe re n tia te d  c a rc in o m a

4 .3 .1 .1 .1 0  O th e r  c a n c e r  (specify )

4 .3 .1 .2  H is to lo g ic  g ra d e  o f tu m o r  (an y  g ra d in g  sy s 

tem  as d es ired , s u c h  as G le a s o n 's  h is to lo g ic  score; sp e c 

ify  g ra d in g  sy s te m  u se d )

4 .3 .1 .3  E x ten t o f tu m o r

4 .3 .1 .3 .1  D is tr ib u tio n  o f tu m o r  in  th e  sp e c im e n  

(e.g., r ig h t lo b e , le f t  lobe)

Participants

F e rn a n d o  A lg ab a , M .D ., (C o -C h a ir) , S ection  o f P a th o l 

ogy, F u n d a c io n  P u ig v e rt, B arcelona, S pain ; H . Bonk- 

hoff, M .D ., P a th o lo g isc h e s  In s titu t, U n iv ers itä t des 

S a a rlan d e s , H o m b o u r g /S a a r  D e u tc h la n d ; J. Bultinck, 

M .D ,, D e p a r tm e n t o f P a th o lo g y , A .Z. M iddelhe im , 

A n tw e rp , B elgium ; R o b e r t  V.P. H u tte r , M .D . (Chair), 

C h a irm a n , D e p a r tm e n t  o f  P a th o lo g y , St. B arnabas 

M ed ica l C en te r, L iv in g s to n , N ew  Jersey; C urtis  A. P et- 

ta w a y , M .D ., D e p a r tm e n t  o f U ro logy , M .D . A n d erso n  

C an cer C en te r , H o u s to n , Texas; T h e o d o ru s  H . v a n  der 

K w ast, M .D . (C o -C h a ir) , D e p a r tm e n t of P atho logy , 

E ra sm u s  U n iv e rs ity  R o tte rd a m , R o tte rd am , th e  N e th e r 

lan ds; Eric v a n  M arek , M .D ., D e p a r tm e n t of P a tho logy ,

4.3.'1.3.2 Q u a n ti ta t io n  o f tu m o r  (d e te rm in e  f ro m  U n iv e rs ity  H o sp ita l A n tw e rp , E degem  Belgium .

gross a n d / o r  m ic ro sco p ic  fin d in g s)

4 .3 .1 .3 .3  L y m p h a tic  v e sse l in v a s io n

4 .3 .1 .3 .4  B lood  v e sse l in v a s io n

ate)

4 .3 .1 .3 .5  P e r in e u ra l  in v a s io n

4 .3 .1 .3 .6  P e r ip ro s ta tic  tissu e  in v a s io n  (if a p p ro p ri-

DIAGNOSIS AND STAGING WORKGROUP

Overview

4 .3 .1 .3 .7  D irec t e x te n s io n  to  a d ja c e n t organs(s):

specify

4 .3 .1 .3 .8  S e m in a l vesic le(s) in v a s io n

4 .3 .1 .4  S ta tu s  o f m a rg in s , i f  p o ss ib le

4 .3 .1 .5  U IC C /A J C C  pT  c a te g o ry

4 .3 .2  M a lig n a n c y  in d e te rm in a te  (specify  n a tu re  o f 

th e  p ro b le m )

4.3.3 N o  tu m o r  id e n tif ie d

4.3.4  O th e r  f in d in g s , as a p p ro p r ia te

4 .3 .4 .1  P IN  a n d  g ra d e

4 .3 .4 .2  A A H

4.3 .4 .3  P ro s ta ti t is  (g ra n u lo m a to u s  o r  o th e r)

4 .3 .4 .4  B en ig n  p ro s ta tic  h y p e rp la s ia

4 .3 .4 .5  Basal cell h y p e rp la s ia

4 .3 .4 .6  P o s ta t ro p h y  h y p e rp la s ia

4 .3 .4 .7  T h e ra p y  r e la te d  

4 .3 .5  L y m p h  n o d e  e x a m in a tio n

4.3 .5 .1  T o ta l n u m b e r  o f ly m p h  n o d e s  e x a m in e d

4 .3 .5 .2  N u m b e r  w ith  m e ta s ta se s

4 .3 .5 .3  Size o f  la rg e s t  m e ta s ta s is

4 .3 .5 .4  A JC C  p N  c lass ifica tio n

4.4 S pecia l s tu d ie s  d e s ig n a te  sp ec ia l s tu d ie s , if

d o n e , a n d  in c lu d e  re su lts  w ith  S u rg ica l P a th o lo g y  C o n -  D igital rec ta l E x a m in a tio n  (DRE) is a sim ple , inexpen- 

su lta t io n  R ep o rt (e .g ., h is to c h e m is try , im m u n o h is to -  sive, a n d  d ire c t m e th o d  o f  assessing  th e  p ro s ta te . W hen

T he g ro u p  c o n s id e re d  th a t:

1. T h e  ob jec tive  o f  sc re e n in g  for p ro s ta te  cancer is the  

d e te c tio n  of c lin ically  significant tu m o rs  th a t are 

p o te n tia lly  cu rab le  in  p a tien ts  w h o  h a v e  a life ex 

p e c ta n c y  o f  a t le a s t  10 years p o s tsc reen in g  a n d  are 

o th e rw ise  c a n d id a te s  fo r th e rap y .

2. M e th o d s  o f sc re e n in g  are lim ited  w ith  regard  to 

sen s itiv ity  a n d  specificity  a n d  th e re  is as ye t no  con 

s e n su s  o n  n o rm a l ra n g e s  of se ru m  p ro s ta te  specific 

a n tig e n  (PSA ) in  re la tio n  to p ro s ta te  vo lum e, PSA 

d e n s ity , a n d  p a t ie n t 's  age.

3. S tag in g  sy s te m s  n e e d  flexibility to in co rp o ra te  n ew  

te c h n o lo g y  a n d  to  re flec t the  h is to log ic  p o ten tia l of 

can ce rs  d isc o v e re d  b y  screening . C lin ical staging 

falls  s h o r t  o f p a th o lo g ic  s tag ing  b ecau se  of lim ita 

t io n s  o f c u r re n t  tech n o lo g y .

Digital Rectal Examination

ch em is try , flow  c y to m e try , n u c le a r  m o rp h o m e try )] .

References

1. H e n s o n  D E ,  H u t  t e r ,  R V P ,  F a r r o w  G .  P r a c t i c e  p r o t o c o l  f o r  t h e  

e x a m i n a t i o n  o f  s p e c i m e n s  r e m o v e d  f r o m  p a t i e n t s  w i t h  c a r c i 

n o m a  o f  t h e  p r o s t a t e  g l a n d .  Arch Path ol Lab M ed  1 9 9 4 ,  i n  p r e s s .

u n d e r ta k e n  b y  a t ra in e d  h ea lth  care p ro fess io n a l, the  

p o s itiv e  p red ic tiv e  v a lu e  can be  2 5 -5 0 % .1 Experience 

fro m  S w e d e n  in d ic a te d  th a t  it m ay  b e  feasib le  to train 

n o n p h y s ic ia n s  to  e v a lu a te  the p ro s ta te  sensitive ly  an d  

effectively , b u t  it w a s  ag reed  th a t  su ch  a p ractice  m ay 

b e  u n a c c e p ta b le  in  c e r ta in  cu ltures. It w as  ag reed  tha t 

u n iv e rsa l tra in in g  o f m ed ica l s tu d e n ts  to carry  o u t DRE 

s h o u ld  b e  a go a l of m e d ic a l education . H o w ev e r, it m ust
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n o t b e  fo rg o tten  th a t  th e  finer in te rp re ta t io n  o f  th e  r e 

sults of DRE is b e s t u n d e r ta k e n  by  a tra in e d  u ro lo g is t, 

even  th o u g h  it is a ccep ted  th a t  DRE is a su b je c tiv e  p r o 

cess th a t  h a s  lim ited  v a lu e  fo r  d iag n o s is  a n d  s tag ing , 

DRE, as a s im p le  p ro c ed u re , is in a d e q u a te  fo r d iag n o s is  

a n d  sc reen in g  a n d  in a c c u ra te  fo r  s ta g in g .2,3

Tumor Markers

Prostate Acid Phosphatase

It w a s  ag reed  th a t  p ro s ta te  ac id  p h o s p h a ta s e  m a y  h a v e  

lim ite d  use  in  s tag in g  b u t  n o t in  d iag n o sis  or sc reen in g . 

A n  e le v a te d  P A P  is in d ic a tiv e  of lo ca l o r m e ta s ta tic  

sp re a d  of p ro s ta te  can ce r a n d  u s u a lly  in d ic a te s  n o n c u r-  

ab le  d isease ,4

Prostate Specific Antigen

It w a s  ag reed  th a t  P S A  is th e  m o s t a p p ro p r ia te  tu m o r  

m a rk e r  to sc reen  fo r  p ro s ta te  c a n c e r  b u t  h a s  lim ite d  a c 

cu racy  in  s tag in g .5-7 T h e re  w as  n o  a rg u m e n t  a b o u t th e  

a b so lu te  u p p e r  v a lu e  o f n o rm a lity  (4 n g /m l  m o n o 

c lonal); in  E u ro p e , p ro s ta te  v o lu m e  is c o n s id e re d  to b e  

im p o rta n t, b u t it w as  a g re e d  th a t  th is  is a n  im p o r ta n t  

p rio rity  fo r th e  fu tu re . D a ta  w e re  p re s e n te d  th a t  in d i 

c a ted  th a t  P S A  g en e ra lly  is p ro p o r t io n a l  to  p ro s ta te  

(an d  tu m o r) v o lu m e , a n d  th a t  a P S A  g re a te r  th a n  6 n g /  

m l is m o re  c o m m o n ly  a sso c ia te d  w ith  a tu m o r  v o lu m e  

th a t m a y  n o t b e  c u ra b le .8,9 B ostw ick  e t a l. 's  d a ta  in d i 

c a ted  th a t  a tu m o r  v o lu m e  of 5 cc h a d  a 10%  ch an ce  of 

p o s itiv e  ly m p h  n o d e s , w h e re a s  o th e rs  h a v e  s h o w n  u p  

to a 21%  in c id en ce  o f m e ta s ta se s  in tu m o rs  w ith  a v o l 

u m e  o f 4 -1 6  cc (Fig. I ) .9

T h e  issue  o f  th e  s ign ificance  o f P S A  d e te c te d  tu 

m o rs  s h o u ld  be a d d re s se d  in  d e s ig n in g  sc re e n in g  trials,

a>
s
2,
©
>
u
©
B
3

H

Serum PSA

F ig u r e  1 . R e l a t i o n s h i p  o f  t u m o r  v o l u m e  a n d  P S A .  A s s u m i n g  a  5  cc . 

t u m o r  v o l u m e  i s  t h e  u p p e r  l im i t  o f  o r g a n  c o n f i n e d  d i s e a s e ,  t h e  

s h a d e d  a r e a  d e n o t e s  t h e  P S A  r a n g e  o f  m a x i m u m  c u r a b i l i t y .

Pathologic Stage
P SA  4 - 1 0

P S A  +, D R E  - D R E  +

I
m
1
?
•4
m

Y
Y

Pathologic Stage
P SA  10- 20

Pathologic Stage
P SA  >2 0

PSA  +. D R E  - D R E  +

F i g u r e  2 , C o m p a r i s o n  o f  T  s t a g e  o f  r a d i c a l  p r o s t a t e c t o m y  s p e c i m e n s ,  

c o n t r o l l e d  f o r  P S A  l e v e l ,  in  P S A  d e t e c t e d  ( D R E  n e g a t i v e )  v s .  

a b n o r m a l  D R E .  T h e r e  i s  n o  s i g n i f i c a n t  d i f f e r e n c e  in  e i t h e r  g r o u p  

s t r a t i f i e d  f o r  P S A . '

b e c a u se  th e  in te n t  is to  im p a c t  o n ly  th o s e  tu m o rs  th a t  

a re  b io lo g ica lly  s ig n ifican t. D a ta  w e re  p r e s e n te d  in d i 

c a tin g  th a t  tu m o rs  d e te c te d  w i th  a  s e ru m  P S A  o f  4 -1 0  

n g / m l  a re  a s so c ia te d  w i th  a 3 0 - 5 0 %  in c id e n c e  o f  c a p 

s u la r  in v o lv e m e n t  a n d  u p  to  1 0 %  in c id e n c e  o f s e m in a l 

v es ic le  in v o lv e m e n t  (Fig. 2 ) .10,11 A ll a c c e p te d  th a t  lo n g i 

tu d in a l  P S A  m e a s u re m e n ts  a re  v e ry  p ro m is in g  fo r  fu 

tu re  s tu d y  in  sc re e n in g , p a r t ic u la r ly  w h e n  P S A  is less 

th a n  10 n g /m l .

Q u a lity  a s s u ra n c e  o f  P S A  a s sa y  is c ru c ia l fo r  s c re e n 

in g  p ro g ra m s  a n d  it  w a s  a g re e d  th a t  th is  s h o u ld  b e  p e r 

f o rm e d  in  C e n tra l  R e fe re n c e  L a b o ra to r ie s . A lso , P S A  

h a s  a p ra c tic a l a d v a n ta g e  o v e r  P A P  in  th a t  it is s ta b le  

a t  ro o m  te m p e ra tu re  a n d  th e re fo re  is s u i ta b le  fo r  b a tc h  

p ro c e ss in g  a n d  o ff-s ite  c o lle c tio n  (D r. A. L ijia , p e rs o n a l  

c o m m u n ic a tio n ) . C a u t io n  w a s  u rg e d  fo r  s o m e  in s ta n c e s  

of m ild ly  e le v a te d  P S A  th a t  in c re a s e  d u e  to  in fe c tio n
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(p rosta titis) a n d  a c o n s id e ra tio n  s h o u ld  b e  m a d e  fo r tria l 

of an tib io tics .

Transrectal Ultrasound

T ran srec ta l u l t r a s o u n d  o f  th e  p ro s ta te  is n o w  g en e ra lly  

re se rv e d  fo r  th e  e v a lu a t io n  of a b n o rm a l DRE or P S A  

e le v a te d  b e y o n d  4 .0  n g / m l .12“14 T h is  h e lp s  se lec t fo r 

h ig h e r  risk  p a t ie n ts  a n d  in c re a se s  th e  p red ic tiv e  v a lu e  

fo r tra n s re c ta l u l t r a s o u n d  a b n o rm a litie s . T ran srec ta l u l 

t r a s o u n d  a p p e a ra n c e  of p ro s ta te  c a n c e r  fo llo w s th e  g e n 

e ra l m o rp h o lo g ic  b r e a k d o w n  of: 30%  n o d u la r ,  50%  

n o d u la r  a n d  in filtra tiv e  a n d  20%  in f il tra tiv e .15 T h is  co r 

r e sp o n d s  to  a sp e c tru m  o f  v e ry  h y p o e c h o ic  to iso ech o ic  

a p p e a ra n c e , re sp ec tiv e ly . B o th  th e  a n te r io r  a n d  p o s te 

r io r p e r ip h e ry  o f th e  p ro s ta te  s h o u ld  b e  s e a rc h e d  c a re 

fu lly  fo r les io n s  6 m m - 2  cm  in  d ia m e te r , c o rre sp o n d in g  

to a p p ro x im a te  tu m o r  v o lu m e s  o f  0.2 c c -5 .0  cc. T his 

leads to o p tim a l lo c a liz a tio n  o f  p a th o lo g ic a lly  co n fin ed  

cancer fo r d iag n o sis . A  v o lu m e  o b ta in e d  b y  h e ig h t, 

w id th , a n d  le n g th  m e a s u re m e n ts  a lso  p ro v id e s  co rre la 

tion  w ith  P S A .16

Staging

T he c o n firm a tio n  o f  tra n s re c ta l  u l t r a s o u n d  a b n o rm a li 

ties h a v e  b e e n  s im p lif ied  b y  tra n s re c ta l  a u to m a te d  18 

g au g e  b io p sy . As c a n c e rs  e n la rg e , th e ir  m a rg in s  m a y  b e 

com e m o re  il l-d e fin e d  y e t  a lso  c a u se  a d ja c e n t  a rc h ite c 

tu ra l d is to rtio n s  b y  m a ss  effect. C a p s u la r  b u lg in g , e s p e 

cially n e a r  th e  p e r ip h e ry , s h o u ld  p r o m p t  c loser e v a lu a 

tion  of p o te n tia l  e x tra c a p su la r  ex ten s io n s . B iopsy of 

e x tra c ap su la r  e x te n s io n  o r  a d ja c e n t  se m in a l vesicles 

co u ld  p ro d u c e  h is to lo g ic  c o n firm a tio n , n o t  a ffo rd ed  b y  

o th e r  s tag in g  m o d a litie s . T h e  e s t im a te d  tu m o r  v o lu m e , 

or g la n d  in v o lv e m e n t, h a s  a lso  b e e n  su g g e s te d  b y  th e  

n u m b e r  o f in v o lv e d  co res  if sy s te m a tic  b io p sy  is p e r 

fo rm e d .17 S y s tem a tic  b io p s y  m a y  in c re a se  cancer y ie ld , 

espec ia lly  in  p a t ie n ts  w i th  d is p ro p o r t io n a te  P S A  e le v a 

tions (e.g. s e ru m  P S A  >  g la n d  v o l X 0.1 n g / m l / cc). P S A  

d e n s ity  a lso  co rre la tes  w i th  in c re a s in g  p ro b a b ili ty  fo r  

e x tra c a p su la r  e x te n s io n .16,18

Pelvic Lymph Node Dissection

T h e  c o m m ittee  n o te d  th a t  w h ile  p e lv ic  ly m p h  n o d e  d is 

se c tio n  p ro v id e d  th e  m o s t  a c c u ra te  m e a n s  of a ssess in g  

th e  p e lv ic  ly m p h  n o d e s , th a t  it w a s  n o t  c u ra tiv e  a n d  th e  

re c u rre n c e  ra te s  r e p o r te d  r a n g e d  f ro m  23 to 30% . 19~21 

T h e re  is a g ro u p  o f p a t ie n ts  in  w h o m  p e lv ic  ly m p h  n o d e  

d issec tio n  m a y  b e  o f l im ite d  b e n e f i t  as th e  c u r re n t in c i 

d e n c e  of p o s itiv e  n o d e s  is < 5 % .

Computed Tomography Scan Magnetic 

Resonance Imaging

C o m p u te d  to m o g ra p h y  s c a n  m a g n e tic  re so n an ce  im 

ag in g  w as  a g ree d  to  p ro v id e  l im ite d  u se fu ln ess  in  s tag 

ing.

Cystoscopy

It w a s  a g ree d  th a t  c y to sc o p y  p ro v id e s  n o  u se fu ln ess  in  

stag ing .

Radionuclide Bone Scan

R ad io n u c lid e  b o n e  sc a n  is u s e fu l  in  assessing  th e  b o n y  

ex ten t o f  m e ta s ta ses . It is, h o w e v e r ,  ra re ly  positive  in 

p a tie n ts  w ith  a s e ru m  P S A  less th a n  20 n g /m l .  In  the  

ab sen ce  of a n  e le v a te d  a lk a lin e  p h o s p h a ta s e  or sy m p 

tom s, it co u ld  be  o m itte d  in  p a t ie n ts  w ith  clinically lo 

ca lized  cancer, a se ru m  P S A  less  th a n  20 n g /m l ,  an d

w ell to m o d e ra te ly  d if fe re n tia te d  (G leaso n  2 -7 )  can-
2 2

cer.

Pathologic Predictors

In  a d d itio n  to th e  a b o v e -m e n tio n e d  s tag in g  techn iques, 

th e re  a re  ce rta in  p a th o lo g ic  p re d ic to rs  o f stage, in c lu d 

in g  G le a so n  su m  a n d  tu m o r  v o lu m e , th a t  sh o u ld  be in 

c o rp o ra te d  in to  th e  s tag in g  a lg o r ith m .

Conclusions

T h e  co m m ittees  a g ree d  th a t  s c re e n in g  m ay  p ro v id e  a 

s ign ifican t im p a c t u p o n  th e  n a tu r a l  h is to ry  of p rosta tic  

a d e n o c a rc in o m a , b u t  th a t  th e  p a ra m e te rs  sh o u ld  be 

w ell defined . P a tie n ts  w h o  u n d e rg o  sc reen in g  sh o u ld  

d o  so o n ly  if th e y  are  e x p e c te d  to  b e n e fit  fro m  th e  a lte r 

a t io n  in  th e ra p y . T h is  w o u ld  in c lu d e  th o se  m e n  1) in 

w h o m  p ro s ta tic  can cer is likely  (over the  age of 40 or 

50), 2) w h o  h a v e  a n  e x p e c ta tio n  o f  su rv iv a l o f 10 years 

o r lo n g e r  a n d , 3) w h o  are  o th e rw is e  can d id a te s  fo r th e r 

apy . T h e re  are  c u rre n t g u id e lin e s  b y  the  A m erican  Uro- 

logic A sso c ia tio n  a n d  A m e ric a n  C a n c e r  Society  as to 

w h e n  sc reen in g  sh o u ld  b e g in , b u t  th ese  o rgan iza tions 

specify  no  u p p e r  lim its  o f  age  o r  h e a l th  a t w h ich  tim e 

sc reen in g  b eco m es o f little  v a lu e .

T h e  g ro u p s  fu r th e r  a g re e d  th a t  th e  m e th o d o lo g y  for 

sc reen in g  sh o u ld  b e  a c o m b in a tio n  of P S A  a n d  digital 

rec ta l ex am in a tio n . T ra n s re c ta l u l t r a s o u n d  w as felt to 

b e  a u se fu l a d ju n c t in  th e  e v e n t o f  a n  a b n o rm a l exam i 

n a tio n . T h e  f re q u e n c y  o f e x a m in a tio n  w as  d iscussed , 

a n d  a lth o u g h  th e  g e n e ra l fee lin g  w a s  th a t  a n n u a l exam 

in a tio n s  are  o p tim a l, th e re  w e re  n o  d a ta  p re se n te d  to
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support th is  s tan ce . T h e  level o f " a b n o rm a l"  P S A  

shou ld  be  su ffic ien tly  lo w  to a llow  o p tim a l d e te c tio n  in  

term s of b o th  n u m b e rs  o f sign ifican t tu m o rs  a n d  cu rab le  

tum ors (defined  as tu m o rs  co n fined  to  th e  p ro s ta te ) . 

This w o u ld  co rre la te  w ith  a " w in d o w  o f o p p o r tu n i ty "  

be tw een  a se ru m  P S A  o f 2 a n d  6 n g /m l .  A ge-spec ific  

ranges w ere  d iscu ssed  a n d  fe lt to be a n o th e r  a t te m p t to 

increase th e  specificity  a n d  sensitiv ity  o f  P S A , y e t p e r 

sonal da ta  of LaBrie re fu te d  age-specific  P S A .23

Staging sy s tem s  w ere  d iscu ssed  a n d  it w a s  fe lt th a t  

because th e  s tag e  w as  a reflec tion  o f th e  b io log ic  h a z a rd  

o f  the disease, th e  p a lp a b ility  of a le s io n  w a s  a p o o r  

m arker, as a la rg e  n u m b e r  of tu m o rs  w e re  a n te r io r  or 

h id d e n  in  a la rge  a d e n o m a to u s  g lan d . T h e  b e s t  p re d ic 

to r  of biologic h a z a rd  is th e  v o lu m e  o f  th e  tu m o r, y e t 

there  cu rren tly  is n o  tech n o lo g y  av a ilab le  to accu ra te ly  

assess the  v o lu m e  p reo p era tiv e ly .
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LABORATORY EVALUATION WORKGROUP

It is n o w  w e ll e s ta b lish e d  th a t  th e  d e te rm in a tio n  o f th e  

c o n c e n tra tio n  o f  p ro s ta te  specific  a n tig e n  (PSA ) in  se 

r u m  is o f clinical v a lu e  in  m o n ito r in g  th e  tre a tm e n t  of 

p a tie n ts  w ith  p ro s ta tic  c a n c e r .1 M o re o v e r , th e re  is n o w  

g o o d  e v id e n c e 2 th a t  th e  d e te rm in a t io n  o f se ru m  P S A  

levels w ill m a k e  a  s ig n ifican t c o n tr ib u t io n  to th e  n e w  

sc re e n in g  in itia tiv es  d ire c te d  to  th e  re c o g n itio n  o f ea rly  

p ro s ta te  cancer, S u c h  s c re e n in g  s tu d ie s  a re  c u rre n tly  th e  

cen te r  of c o n s id e ra b le  c o n tro v e rs y ,3 a l th o u g h  a n u m b e r  

of case con tro l s tu d ie s  h a v e  e s ta b lis h e d  th e  p o te n tia l  o f  

th e  se ru m  P S A  an a ly s is  a n d  d ig ita l re c ta l e x a m in a tio n  

as th e  c u rre n tly  a v a ila b le  p r im a ry  tests  to  id e n tify  early , 

p ro b a b ly  o rg a n -c o n f in e d  p ro s ta t ic  cancer. T ra n sre c ta l 

u l tra s o n o g ra p h y  is g e n e ra lly  s e e n  as th e  s e c o n d a ry  p ro 

c e d u re  to  be  u n d e r ta k e n  i f  e i th e r  o f  th e  p r im a ry  tests  is 

positive .

R a n d o m iz e d  sc re e n in g  s tu d ie s  a re  n e c e ssa ry  to  d e 

te rm in e  w h e th e r  th e  u s e  o f  su c h  te s ts  is a p p ro p r ia te  a n d  

w h e n  u s e d  in  p o p u la t io n s  o f a sy m p to m a tic  n o rm a l 

m en , w ill re d u c e  th e  m o r ta l i ty  f ro m  p ro s ta te  cancer. A  

ran g e  of s e ru m  P S A  c o n c e n tra t io n s  f ro m  0 to 4.0 n g / m l  

h a s  b e e n  se e n  fo r  so m e  tim e  b y  th e  in te rn a t io n a l  u ro 

logic c o m m u n ity  as n o rm a l.  L evels o f  s e ru m  P S A  

g rea te r  th a n  4.0 n g / m l  th e re fo re  w o u ld  b e  v ie w e d  w ith  

so m e su sp ic io n  w ith  r e g a rd  to th e  p o ss ib ility  o f  cancer, 

In  a p o p u la t io n  o f  n o rm a l  m e n  o ld e r  th a n  55 y ea rs , 2 

to 3%  w o u ld  b e  e x p e c te d  to  h a v e  lev e ls  o f s e ru m  P S A  

g re a te r  th a n  10.0 n g / m l  a n d  a b o u t  10%  w o u ld  b e  in  th e  

4 .0 -1 0 .0  n g / m l  ra n g e . A v a lu é  o f  10,0 n g / m l  o r  g re a te r  

sh o u ld  req u ire  se rio u s  c lin ica l e v a lu a tio n , w ith  a la rg e  

p ro p o r tio n  o f su c h  su b je c ts  e x p e c te d  to  h a v e  d is se m i 

n a te d  d isease . O n  th e  b a s is  o f s u c h  s tu d ie s , th e  A m e r i 

can  C an ce r  S ocie ty  h a s  r e c o m m e n d e d  a n  a n n u a l  d ig ita l 

rec ta l e x a m in a tio n  a n d  P S A  a n a ly s is  fo r  all m e n  o v e r  

th e  age o f 50.

T he  a rb itra ry  P S A  v a lu e  o f  4 ,0  n g / m  as a cu to ff  

p o in t  fo r can ce r d o m in a te d  d isc u ss io n  re la te d  to s c re e n 

in g  fo r th e  la s t 5 y e a rs , w ith  s tu d ie s  in d ic a tin g  th a t  

m a n y  m e n  in  th e  4.0 to  10 n g / m l  ra n g e  h a v e  c a n ce r  

c o n fin e d  to  th e  p ro s ta te , C o n s id e ra b le  e m p h a s is  is d i 

r e c te d  to  th e  p o te n tia l  v a lu e  o f  P S A  a n a ly s is  fo r  th e  re c 

o g n itio n  o f early  can ce r. L a b o ra to ry  sp ec ia lis ts  h a v e  in 

d ica ted , h o w e v e r ,  th a t  P S A  im m u n o a s s a y s  can  o n ly  

p ro v id e  a g u id e lin e  as to  th e  le v e l o f  P S A  in  s e ru m .4 

T h e re  is n o  in te rn a t io n a lly  re c o g n iz e d  P S A  s ta n d a rd  

re fe re n c e  m a te r ia l  a g a in s t  w h ic h  th e  ca lib ra tio n  o f s u c h  

im m u n o a ssa y s  fo r  P S A  m e a s u re m e n t  c a n  b e  v a lid a te d . 

T h e re  is, m o re o v e r , n o  re c o g n iz e d  p ro c e d u re  th a t

w o u ld  read ily  b e  a c c e p te d  as th e  "d e f in itiv e "  assay. 

D iffe ren t s tu d ies  h a v e  s h o w n  th e  v a r io u s  im m u n o assay  

k its  fo r th e  m e a s u re m e n t o f  P S A , p ro d u c e d  by  a n u m 

b e r  of d iag n o stic  c o m p a n ie s , p ro v id e d  w id e ly  vary ing  

re su lts  f ro m  th e  sa m e  s e ru m  sa m p le .

T h e  co n sen su s  c o m m itte e  d is c u s s e d  th e  b io ch em is 

try  re la tin g  to th e  p ro d u c t io n  o f  P S A  b y  th e  ep ithelia l 

cells o f the  p ro s ta te . I t is r e c o g n iz e d 5 th a t  the  P S A  m o l 

ecu le  w as  e ssen tia lly  of th e  k a ll ik re in  fam ily  a n d  as a 

se rine  p ro te in a se , h a s  th e  c a p a c ity  to  b in d  in  th e  se ru m  

to th e  p ro te in a se  in h ib ito rs  « i-a n t ic h y m o try p s in  a n d  

a 2-m ac ro g lo b u lin .6 A  m a jo r  p ro p o r t io n  (6 5 -9 0 % ) of the 

P S A  th a t  is m e a s u re d  b y  P S A  im m u n o a s s a y s  is in  the  

fo rm  of th e  P S A -c ^ -a n tic h y m o try p s in  com plex. T he 

P S A  th a t  is co m p lex ed  w ith  a:2-m a c ro g lo b u lin  is n o t 

re co g n iz ed  by  th e  a n tib o d ie s  c u r re n tly  u se d  as co m p o 

n e n ts  of an y  d iag n o stic  P S A  im m u n o a s s a y  k it.6"8

T h e  P S A  im m u n o a ssa y  kits th e re fo re  m easu re  PSA  

th a t  is in  th e  free, u n b o u n d  s ta te , a n d  a lso  the  P S A  th a t 

is co m p lex ed  to -« i-a n t ic h y m o try p s in .  T h e  su m  of b o th  

in d ices  p ro v id e s  the " to ta l  P S A "  lev e l in  se ru m ,7 D e 

p e n d in g  o n  th e  a n tib o d y  c o m p o s it io n  of the  various 

kits, th e  to ta l P S A  v a lu e  w ill  v a ry  a c c o rd in g  to w h e th e r  

th e  free  P S A  a n d  c o m p le x e d  P S A  a re  d e te rm in e d  on 

a n  eq u im o la r  b as is .9 T he  e x p e r im e n ta l  d a ta  suggest tha t 

fe w  com m erc ia lly  a v a ila b le  a s sa y s  c a n  m easu re  free 

a n d  co m p lex ed  P S A  in a n  a lm o s t  e q u im o la r  eq u iv a 

len ce  p a tte rn . T he leve l o f  to ta l P S A  in  se ru m , m easu red  

by  p ro c e d u re s  th a t d e te rm in e  th e  free  a n d  th e  com 

p lex ed  PSA  o n  a n  e q u im o la r  b a s is , w o u ld  be  consid 

e red , a t p re se n t, to p ro v id e  th e  m o s t  likely accurate 

va lue . T he  H y b rite c h  T a n d e m  R a ssa y  w as recogn ized  

b y  th e  co m m ittee  as a n  a c c e p ta b le  p ro v is io n a l reference 

m e th o d . M a n y  o th e r  k its d o  n o t  a p p e a r  to m easu re  se 

r u m  P S A  c o m p o n e n ts  in  th is  e q u im o la r  m a n n e r . The 

co m m ittee  co n sid e red , th e re fo re , th a t  th e  v a ry in g  levels 

o b ta in e d  w ith  d iffe ren t k its  is a p ro b le m  th a t  cou ld  well 

re la te  to th e  capac ity  of th e  im m u n o a s s a y  u n d e r  the 

specified  ana ly tica l co n d itio n s , to  m e a su re  free  a n d  

co m p lex ed  PSA .

In fo rm a tio n  w as  m a d e  av a ila b le  to the  com m ittee  

to  in d ica te  th a t  w h e n  specific  a s sa y s  w e re  es tab lish ed  to 

sep a ra te ly  d e te rm in e  th e  c o n c e n tra t io n  o f free PSA  as 

w ell as th e  levels o f P S A  c o m p le x e d  to  a r an tich y m o - 

try p s in , the  ra tio s  of free  P S A / to ta l  s e ru m  PSA , or of 

P S A -^ -a n t ic h y m o try p s in  c o m p le x / to ta l  se ru m  PSA, 

a p p e a r  to p ro v id e  sen s itiv e  p a ra m e te r s  th a t  w o u ld  al 

lo w  a m ore  specific d if fe re n tia tio n  of p a tie n ts  w ith  b e 

n ig n  p ro sta tic  h y p e rp la s ia  f ro m  th o se  w ith  cancer in  the 

sc reen in g  p ro g ra m s .8,10,11 S u ch  a ssay s  co u ld  red u ce  the 

fa lse  positive  ra te  b y  a b o u t 5 0 % .10 It w a s  n o te d  by  the 

co m m ittee , h o w e v e r , th a t  th e se  a s sa y s  a re  n o t ye t ava il 

ab le  fo r c u rre n t sc reen in g  s tu d ie s .

T h e  com m ittee  c o n s id e re d  th a t  i t  sh o u ld  be  p ra g 
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m atic ab o u t th e  " la b o ra to ry  re q u ire m e n ts "  n e c e ssa ry  

for the su p p o r t  o f th e  screen ing  s tu d ie s  a n d  re c o m 

m ended  th a t a s h o r t  te rm  a n d  a lo n g e r  te rm  p ro g ra m  

should  be e s tab lish ed . T he  lo n g  te rm  g o a l is to  e s ta b lish  

in te rna tional P S A  s ta n d a rd  p re p a ra tio n s , b u t  in th e  

short term , it w ill b e  n ecessa ry  to p re p a re  a p ro v is io n a l 

PSA s ta n d a rd  th a t  w o u ld  be ava ilab le  fo r  th e  P a n -E u 

ropean  S creen in g  P ro g ram .

Such a s ta n d a rd  co u ld  b e  o b ta in e d  as fo llow s. F irst, 

sam ples of PSA  iso la ted  fro m  sem in a l p la sm a  s h o u ld  b e  

ob ta ined  fro m  so u rces  th a t  cou ld  p ro v id e  ev id en ce  o f 

acceptable p u r ity  a n d  ch a rac te riza tio n . A  P S A  c o n c e n 

tra tion  w o u ld  th e n  b e  ass ig n ed  to  th e  p re p a ra t io n  o f 

PSA  in b u ffe r m e d iu m , b y  u se  of " th e  p ro v is io n a l r e fe r 

ence assay ."  S am p les  w o u ld  th e n  b e  a liq u o te d  in to  

tubes for s tab ility  ex p erim en ts , s to rin g  sa m p le s  a t v a ry 

ing  tem p era tu re s , f ro m  0 °C  d o w n  to m in u s  7 0 ° C, as a 

p re lim inary  s tu d y  to e s tab lish  co n d itio n s  fo r th e  s to rag e  

o f the E u ro p e an  re fe ren ce  m ateria ls . A  series  o f  la b o ra 

tories in v o lv ed  w ith  th e  sc reen in g  s tu d ie s  w o u ld  p e r 

fo rm  the  an a ly tica l w o rk  to assign  th e  P S A  c o n c e n tra 

tion to th e  s ta n d a rd  p re p a ra tio n . F u r th e rm o re , a series 

of "p o o ls"  of s e ru m  w o u ld  b e  p re p a re d  c o n ta in in g  le v 

els of PSA  in  th e  ra n g e  b e tw e e n  0 to 10 n g /m l .  T hese  

pools w o u ld  fo rm  th e  basis  of a q u a lity  a ssu ra n c e  p r o 

g ram  to m o n ito r  th e  p e rfo rm a n c e  o f th e  lab o ra to rie s  in 

vo lved  in  the  d e te rm in a tio n  of s e ru m  P S A  fo r th e  

screen ing  s tu d ies . R an d o m ly  se lec ted  sam p le s  of 

d ifferen t poo ls  w o u ld  b e  d isp a tc h e d  fro m  a d e s ig n a te d  

cen ter to th e  la b o ra to rie s  a t reg u la r in te rv a ls  a n d  re su lts  

rep o rted  to th e  q u a lity  a ssessm en t c o o rd in a to r .

The co m m ittee  also  accep ted  th a t  th e  lab o ra to rie s  

w o u ld  p ro b a b ly  re q u ire  a n  a u to m a te d  an a ly tica l sy s te m  

fo r the d e te rm in a tio n  o f PSA . A lth o u g h  th e  co rre la tio n  

w as seen 10 to b e  excellen t, b u t  w ith  a sm all n e g a tiv e  

b ias, b e tw een  d a ta  g e n e ra te d  by  th e  c u rre n t A b b o t IMX 

au to m ated  assay  a n d  th e  H y b ritech  T a n d e m  R p ro c e 

du re  from  th e  an a ly s is  o f a series of s e ru m  sam p les , e v 

idence p ro v id e d  to  th e  com m ittee  in d ic a te d  th a t  th e re  

m ay  still b e  d iffe ren ces  b e tw e e n  th e  a ssay s  as to  h o w  

w ell th ey  m e a su re  the  free  PSA  a n d  co m p lex ed  P S A  

o n  a m olar e q u iv a le n t basis. Such d iffe ren ces  cou ld  b e  

read ily  ov ercom e b y  th e  selection  o f  a p p ro p r ia te  a n ti 

bodies th a t can  p ro v id e  eq u iv a len ce  in th e  d e tec tio n  of 

d ifferen t m o lecu la r  fo rm s of PSA  in  a u to m a te d  assay  

system s, a lth o u g h  th ese  m ay  n o t y e t b e  com m erc ia lly  

available. It w as  re c o m m e n d e d  th a t  if p o ss ib le , all th e  

laboratories c o n c e rn e d  in  th e  sc reen in g  s tu d ie s  w o u ld  

use  an a u to m a te d  assay .

O nce ev id en ce  th a t  o th e r  im m u n o a ssa y  sy stem s 

w ere able to p ro v id e  ana ly tica l eq u iv a len ce  a n d  sa tis 

factory p rec ision , as d o c u m e n te d  b y  th e  q u a lity  a s su r 

ance p rog ram , th e n  th e y  sh o u ld  b e  c o n s id e re d  fo r u se  

in  the sc reen ing  s tud ies .

In  th e  lo n g e r  te rm , th e  a p p lic a t io n  to  th e  E u ro p e a n  

C o m m u n ity  fo r  f in a n c ia l s u p p o r t  fo r  th e  c o o p e ra tin g  

la b o ra to r ie s  to  p ro d u c e  E u ro p e a n  re fe re n c e  m a te r ia ls  

c o n ta in in g  P S A  a n d  P S A -c ^ -a n t ic h y m o try p s in  c o m 

p lex  w o u ld  b e  s u b m it te d  o n  A p ril 14, 1994 , th e  n e x t 

a c c e p ta b le  d a te  fo r s u c h  re q u e s ts .  S ta n d a rd iz e d  iso la 

t io n  a n d  c h a ra c te r iz a t io n  p ro c e d u re s  w o u ld  b e  e s ta b 

l ish e d  a n d  s u c h  m a te r ia ls  w o u ld  b e  p ro c e s s e d  a c c o rd in g  

to  th e  s ta n d a rd s  o f th e  E u ro p e a n  C o m m u n i ty  B u reau  of 

R e fe ren ce  M ate ria ls , to  p ro d u c e  th e  E u ro p e a n  s ta n d a r d  

p re p a ra t io n s  o f b o th  P S A  a n d  P S A -c o m p le x  th a t  c o u ld  

th e n  b e  u s e d  fo r  a s sa y  v a lid a t io n . I t w o u ld  b e  e x p e c te d  

th a t  d ia g n o s tic  k its  fo r  to ta l  s e ru m  P S A  a n a ly s is  w o u ld  

d e te rm in e  th e  d if fe re n t  m o le c u la r  fo rm s  o f  P S A  a t  m o 

la r  eq u iv a le n c e . T he  c o m p le x e d  P S A  w o u ld  b e  m a d e  

av a ilab le  fo r  th e  d e v e lo p m e n t ,  e s ta b l is h m e n t ,  a n d  v a li 

d a tio n  o f  th e  n e x t  g e n e ra t io n  o f  m o re  sp ec ific  a s sa y s  fo r  

th e  d e te rm in a t io n  of th e  free  P S A , a n d  th e  P S A -a ^ -a n -  

tich y  m o  try p s in  c o m p le x  in  se ru m . T h e  E u ro p e a n  s ta n 

d a rd  p re p a ra t io n s  w o u ld  th e n  b e  m a d e  a v a ila b le  a n d  

d is tr ib u te d  th ro u g h  th e  W o rld  H e a l th  O rg a n iz a t io n , if 

th is  w as  c o n s id e re d  a p p ro p r ia te .

A lth o u g h  n e w  m a rk e rs  fo r  p ro s ta tic  c a n c e r  w ill in 

e v itab ly  b e  d e v e lo p e d  fo r  fu tu r e  y e a rs , a s h o r te r - te rm  

g o a l is to e s ta b lish  th e  m o re  sp ec ific  a ssa y s  fo r  th e  m e a 

s u re m e n t  o f  th e  v a r io u s  m o le c u la r  fo rm s  o f P S A . A t 

p re se n t , th e  d e te rm in a t io n  o f  " to ta l  P S A "  lev e ls  in  s e 

r u m  p ro v id e s  th e  o n ly  p ra c tic a l a n d  ra t io n a l  m e a n s  

av a ilab le  fo r  th e  id e n tif ic a tio n  o f  e a r ly  p ro s ta te  can ce r. 

T h e se  a ssay s  m u s t  b e  b e t te r  m o n i to r e d  in  th e  sc re e n in g  

s tu d ie s  a n d  a s s a y  p re c is io n  e s ta b l is h e d  fo r  th e  lo w e r  0 

to  10 n g / m l  r a n g e  to  d e te rm in e , m o re  a c c u ra te ly , th e  

re le v a n c e  o f  th e  " c a n c e r  c u t-o ff  p o in t ,"  b e  it  3 .0 o r  4.0 

n g  P S A /m l  se ru m .
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Introduction

L ocalized  p ro s ta te  c a n c e r  re p re s e n ts  a d ise a se  sp e c tru m  

of clin ical s tag es  f ro m  T la to  T 3. W ith in  each  s ta g e  exist 

v a r ia tio n s  in  m a l ig n a n t  p o te n tia l .  S ev e ra l c lin ical, b io 

ch em ica l, a n d  ra d io g ra p h ic  fa c to rs  a re  c o n s id e re d  in  th e  

a s se s sm e n t o f th e  in d iv id u a l  T  s tag e , in c lu d in g  d ig ita l 

rec ta l e x a m in a tio n , tra n s re c ta l  u l t r a s o u n d ,  p ro s ta te  s p e 

cific a n tig e n  (PSA ), P S A  d e n s ity , m a g n e tic  re s o n a n c e  

im a g in g , tu m o r  g ra d e , p lo id y , a n d  ly m p h  n o d e  s ta tu s . 

F o r ex am p le , c a te g o ry  T 3 in c lu d e s  b o th  p a tie n ts  w ith  

m in im a l c a p su la r  p e n e tr a t io n  (as id e n tif ie d  b y  d ig ita l

rec ta l ex am in a tio n , tra n s re c ta l  u ltra so u n d , or ev e n  n e e 

d le  b io p sy ) as w e ll as p a t ie n ts  w h o  h a v e  b u lk y  T3 tu 

m o rs  w ith  sy m p to m s  o f  a n  o b stru c tiv e  n a tu re . S om e of 

th e  fo rm e r m a y  still b e  lo ca lized  a n d  cu rab le , w h ereas  

th e  m a jo rity  o f  th e  la t te r  w ill h a v e  n o d a l m etastases. 

D esp ite  th e  im p o r ta n c e  o f  T -stag ing , in  som e surgical 

series o n ly  22%  o f  p a t ie n ts  h a v e  b e e n  s ta g e d  accu 

r a te ly .1,2

T h e  co n cep t o f " lo c a liz e d  d isea se"  im p lies  th a t  it is 

cu rab le , w ith  a c c e p ta b le  tre a tm e n t m orta lity . T h e re 

fo re , fo r  th e  p u rp o s e  o f th is  w o rk sh o p  d iscussion , our 

d e fin itio n  e n c o m p a sse s  a ra n g e  of p ro g n o stic  criteria 

th a t ,  fo r  an  in d iv id u a l p a tie n t ,  are  co n s id e red  to  be  sy n 

o n y m o u s  w ith  cu rab ility . M a n y  p a ra m e te rs  a re  u se d  to 

assess  curab ility ; fo r  ex am p le , a p o o rly  d iffe ren tia ted  

G leaso n  su m  g ra d e  10 T 2 can ce r is n o t likely  to be cured, 

w h e re a s  a w ell d if fe re n tia te d  G leaso n  g rad e  4 tu m o r is.

W e are  w itn e ss in g  b o th  a stage a n d  in tra s tag e  m i 

g ra tio n  in  p ro s ta te  c a n c e r  to w a rd  m o re  fav o rab le  p ro g 

n o s tic  g roup s. T his p h e n o m e n o n  m a y  in fluence  tre a t 

m e n t  se lec tio n  a n d  m u s t  be reco g n ized  w h e n  a t 

te m p tin g  to c o m p a re  c u r re n t  tre a tm e n t s tra teg ies  w ith  

p a s t  experience .

T he  p re se n c e  o r  a b se n c e  of ly m p h  n o d e  m etastasis  

is an  im p o r ta n t  p ro g n o s tic  factor. W h e n  considering  

tre a tm e n t  fo r lo ca lized  d isease , ly m p h  n o d e  status 

s h o u ld  b e  a sc e r ta in e d  w ith  re a so n ab le  certa in ty . D e 

sp ite  th is , m a n y  p a t ie n ts  d o  n o t u n d e rg o  ly m p h  no d a l 

a ssessm en t. In  g en era l, a re la tio n sh ip  exists b e tw e e n  tu 

m o r (G leaso n ) g rad e , P S A , a n d  ly m p h  n o d e  s ta tu s .1,3,4 

(T ables 1 a n d  2) P a tie n ts  w ith  a P S A  less th a n  20 n g /m l  

a n d  a G le a so n  g ra d e  le ss  th a n  7 h a v e  a low  risk of

T able 1. R isk  o f  L ym ph N ode M etastases V ersus 

G leason  G rade

P e r c e n t  n o d e  p o s i t i v e

G l e a s o n  s u m  Part in * W o lf f  Kleer$

1

* 1

4
✓

5

6 

7

O v e r a l l  p e r c e n t  n o d e  p o s i t i v e  

T o t a l  n o .  p a t i e n t s

* Jou rn a l o f U ro lo g y  1993;150:110-4 . 

t  Jo u rn a l o f U ro lo g y  1993;42:131-7 .

$ Jo u rn a l o f U ro lo g y  1993;41:207-16.
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Table 2. Risk of Lymph No de Métastasés Versus 

Preoperative Sérum Prostate Specific Antigen

P e r c e n t  n o d e  p o s i t i v e

P S A  n g / m l P art in * W o / / t KleerX

0 - 4 1 8 3

4 - 1 0 1 2  ] 5 6

1 0 - 2 0 1 8  J

►

16  ( 1 0 - 2 5  n g / m l )

2 0 - 3 0 2 6
- 1

----------

3 0 - 4 0 4 2 > 3 1  ^ 2 5  ( 2 5 - 5 0  n g / m l )

4 0 - 5 0 25
*

> 5 0 7 4 ---------- 5 2

O v e r a l l  p e r c e n t  n o d e  

p o s i t i v e 11 1 0 13

T o t a l  n o .  p a t i e n t s 7 0 3 1 6 4 9 7 5

* Jou rna l o f U ro lo g y  19 9 3 ;1 5 0 :1 1 0 - 4 . 

t  Jo u rn a l o f U ro lo g y  1 9 9 3 ;4 2 :1 3 1 - 7 . 

^  Jou rna l o f U ro lo g y  1993 ;41 :207- 16 .

ly m p h  n o d a l m e ta s ta se s , H o w e v e r , a p o o r ly  d if fe re n 

tia ted  (G leason  su m  8) w ith  P S A  o f 15 n g / m l  m a y  h a v e  

a 20%  risk  of n o d a l d isease . T h e  g o a l of a n y  tre a tm e n t 

fo r localized p ro s ta te  can cer is to im p ro v e  p a tie n t  s u r 

vival w h ile  p re se rv in g  th e  b e s t q u a lity  o f  life. In  o th e r  

w ords, g iv ing  th e  p a tie n t  " th e  b e s t c h a n c e  o f d y in g  o f 

so m eth in g  e l s e / '  T h us, tre a tm e n t s h o u ld  b e  c o n s id e red  

fo r  any  m a n  w ith  p ro s ta te  can ce r w h o s e  su rv iv a l, in  th e  

o p in io n  of th e  c lin ician , w ill b e  s h o r te n e d  b y  th e  cancer. 

U sually , th ese  a re  m e n  w ith  a life ex p e c ta n c y  g re a te r  

th a n  10 years  a n d  w h o se  tre a tm e n t w o u ld  b e  ex p ec ted  

to  in fluence o u tco m e. In  th is  d e c a d e , e co n o m ic  issues as 

w ell as th e ra p e u tic  efficacy a re  in f lu e n c in g  su c h  tre a t 

m e n t decisions. E conom ically , c u ra tiv e  tre a tm e n t o f  

early  d isease  m a y  b e  m o re  a ttra c tiv e  th a n  tre a tin g  a d 

v an ced  d isease. H o w e v e r , it is n o t  k n o w n  w h a t  s tra te g y  

is e th ically  a n d  econom ica lly  d es irab le .

Treatment Options

H av in g  d e fin ed  lo ca lized  p ro s ta te  can ce r a n d  w h o m  to  

treat, w e rev iew  th e  o p tio n s  av a ilab le  fo r  tre a tm e n t. T h e  

choice of th e ra p y  d e p e n d s  u p o n  th e  T s tag e  a n d , as p r e 

v iously  d iscu ssed , th e  overall h e a l th  o f  th e  p a tien t. 

W atch fu l w a itin g  m a y  be v e ry  a p p ro p r ia te  for a n  

asy m p to m atic  p a tie n t  w ith  a T in can ce r w h e re a s  a h ig h  

grade, G leaso n  9 T3 can cer m a y  b en e fit f ro m  ra d ia t io n  

th e rap y , even  th o u g h  th e  lik e lih o o d  o f cu re  co u ld  be  

rem ote . T re a tm e n t o p tio n s  s h o u ld  b e  d isc u sse d  w ith  th e  

p a tien t a n d  in  so m e  cases se c o n d  o p in io n s  so u g h t f ro m  

m ultip le  specialties.

T rea tm en t o p tio n s  for lo ca lized  p ro s ta te  can cer 

h av e  b een  e m b ra c e d  w ith  v a ry in g  d eg rees  o f e n th u s i 

asm . O p in io n s  a n d  p ractices h a v e  c h a n g e d  c o n s id e ra 

b ly  o v e r  th e  p a s t  d e c a d e . T h e  lis t o f  th e ra p e u t ic  o p tio n s  

in c lu d e s  t im e -h o n o re d  m e th o d s  o f  ra d ic a l  p ro s ta te c 

to m y  o r r a d ia t io n  th e r a p y  as w e ll a s  w a tc h fu l  w a itin g , 

b r  ach y  th e ra p y ,  h o rm o n e  m a n ip u la t io n ,  a n d  c ry o th e r 

ap y . T h e  m a jo r  c h a lle n g e  fa c in g  th e  c lin ic ian  re g a rd in g  

t r e a tm e n t  o p tio n s  is th e  la ck  o f  d a ta  f ro m  ra n d o m iz e d  

c lin ical tria ls .

Radical Prostatectomy

R ad ica l p ro s ta te c to m y  is th e  g o ld  s ta n d a r d  fo r  th e  t re a t 

m e n t  of lo c a liz e d  p ro s ta te  c a n ce r . T h ro u g h  th e  early  

1960s, th e  p e r in e a l  su rg ic a l a p p r o a c h  w a s  th e  o n ly  c u 

ra tiv e  p ro c e d u re  fo r h ig h ly  s e le c te d  p a t ie n ts  w ith  sm a ll 

n o d u le s . A s a re su lt  o f  g re a te r  u n d e r s ta n d in g  o f  th e  re l 

e v a n t  a n a to m y  a n d  th e  r e f in e m e n t  o f  th e  n e rv e - s p a r in g  

re tro p u b ic  ra d ic a l p ro s ta te c to m y , th e  c o m p lic a tio n s  o f 

su rg ica l t r e a tm e n t  h a v e  d e c re a s e d  s ig n if ican tly .

T h e  m o s t  im p o r ta n t  a n d  s ig n if ic a n t e a r ly  c o m p lic a 

t io n  is p o s to p e ra t iv e  m o r ta l i ty . In  th e  a g e  a n d  h e a l th  

g ro u p  o f a s c re e n e d  p o p u la t io n ,  th e  e x p e c te d  m o r ta l i ty  

in  m a jo r  c e n te rs  w ill b e  a p p ro x im a te ly  1%  (± 0 .9 % ) 

w ith in  30  d a y s  a n d  1 ,2%  w ith in  fo u r  m o n th s .5"7 In  

so m e  u ro lo g ie  p ra c tic e s , m o r ta l i ty  ra te s  a re  h ig h e r .  A  

se c o n d  ea rly  c o m p lic a tio n  is re c ta l in ju ry , w i th  a re 

p o r te d  f re q u e n c y  of a p p ro x im a te ly  3 % .8 T h is  c o m p lic a 

tion , h o w e v e r ,  h a s  little  lo n g  te rm  im p o r ta n c e . S tric 

tu re s , in c o n tin e n c e , a n d  im p o te n c e  a re  th e  m a jo r  la te  

co m p lica tio n s . N o n e  in f lu e n c e  s u rv iv a l  b u t  a ll d e fin ite ly  

a ffec t q u a lity  o f  life. S tr ic tu re  f re q u e n c y  is a b o u t  20%  

a n d  re la tiv e ly  ea sy  to  h a n d le .  In c o n tin e n c e  a n d  im p o 

ten ce  a re  a lso  ag e - a n d  s ta g e - re la te d . O v e ra ll  f in a l in 

c o n tin e n c e  ra te s  s h o u ld  b e  le ss  th a n  5 % , a l th o u g h  th is  

is c e rta in ly  a q u e s t io n  o f  d e f in itio n . Im p o te n c e  is a m a 

jo r  q u a lity  of life  issu e , b u t  its  f re q u e n c y  h a s  d e c re a se d  

c o n s id e ra b ly  w i th  th e  a d o p t io n  o f  n e rv e - s p a r in g  su rg i 

cal te c h n iq u e s .7 T re a tm e n t  o f  in c o n t in e n c e  a n d  im p o 

ten ce  c a n  h a v e  c o n s id e ra b le  c o s t im p lic a tio n s . T h e se  

s h o u ld  b e  ta k e n  in to  a c c o u n t  w h e n  p e r fo rm in g  f in a n 

cial c o s t-b e n e fit  a n a ly s is  of s c re e n in g  p ro g ra m s .8

P e rh a p s  fo r  m o re  th a n  a n y  o th e r  t r e a tm e n t  m o d 

a lity , the  o u tc o m e  of ra d ic a l  p ro s ta te c to m y  is in e x tr ic a 

b ly  re la te d  to  p a th o lo g ic  s tag e . If th e  m a lig n a n c y  is or- 

g a n -c o n f in e d , lo n g  te rm  s u rv iv a l  is in d is t in g u is h a b le  

f ro m  a g e -m a tc h e d  m e n  w i th o u t  p ro s ta te  c a n c e r .1,6 Fif 

te e n -y e a r  s u rv iv a l  ra te s  in  excess o f  5 0 %  h a v e  b e e n  re 

p o r te d . T h e  su rv iv a l o f  m e n  w i th  lo c a lly  a d v a n c e d  (T3 

o r T4) d isea se  is  c o n s id e ra b ly  less.

T h e  p o s to p e ra t iv e  fo l lo w -u p  o f  m e n  t r e a te d  w ith  

ra d ic a l p ro s ta te c to m y  h a s  b e e n  r e v o lu t io n iz e d  b y  th e  

a d v e n t  o f a s sa y s  fo r th e  d e te c tio n  o f  s e ru m  PSA . M e a 

su ra b le  leve ls  o f  P S A  a f te r  r a d ic a l  p ro s ta te c to m y  a re  a 

h a rb in g e r  o f c lin ica lly  e v id e n t  p e rs is te n c e  d isea se , a l 

th o u g h  th e  p ro g n o s tic  v a lu e  o f  th is  b io c h e m ic a l m a rk e r
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is u n k n o w n  w ith  re sp e c t  to in d iv id u a l  m o rb id ity  o r  c a n 

cer-specific  m o rta lity . T h e  im p a c t  o f  a d ju v a n t  th e ra p y  

o n  in c o m p le te  su rg ica l re se c tio n  or p o s to p e ra tiv e ly  d e 

te c tab le  s e ru m  P S A  is u n k n o w n . S ev era l tria ls  h a v e  

b e e n  in it ia te d  to  s tu d y  th e s e  issu es . A t th e  p re s e n t  tim e, 

th e re  is in su ffic ien t d a ta  to  s u p p o r t  th e  u se  o f p o s to p e r 

a tive  h o rm o n e  th e ra p y  as  a n  a d ju v a n t  in  th e  t r e a tm e n t  

of lo ca lized  p ro s ta te  c a n c e r  e x c e p t in  th e  co n tex t o f c lin 

ical tria ls.

Neoadjuvant Hormone Therapy

S evera l s tu d ie s  a re  in  p ro g re s s  e v a lu a tin g  n e o a d ju v a n t  

h o rm o n e  a b la tio n  b e fo re  ra d ic a l p ro s ta te c to m y  o r  r a d i 

a tio n  th e ra p y .2,9"11 L ab rie  a n d  o th e r s 2 d e m o n s tra te d  a 

s ign ifican t re d u c tio n  o f  p o s it iv e  m a rg in s  in m e n  rece iv 

in g  th re e  m o n th s  o f a n  a n t ia n d ro g e n  p lu s  lu te in iz in g  

h o rm o n e - re le a s in g  h o rm o n e  a g o n is t  b e fo re  rad ica l 

p ro s ta te c to m y  c o m p a re d  w ith  m e n  u n d e rg o in g  im m e 

d ia te  su rg e ry  w i th o u t  h o r m o n e  th e ra p y . S im ilarly , th e  

C a n a d ia n  A n a d ro n  T ria l a n d  th e  R a d ia tio n  T h e ra p y  

O n co lo g y  G ro u p  h a v e  r e p o r te d  s ig n ifican t d ecrease  in  

loca l re c u rre n c e  a n d  im p ro v e m e n t  in  d isease  free  su r 

v iv a l in  m e n  w ith  T3 p ro s ta te  c a n c e r  rece iv in g  n e o a d ju 

v a n t  h o rm o n e  a b la t io n .11

Cryotherapy

T h ere  h a s  b e e n  a  re su rg e n c e  o f  in te re s t  in  c ry o ab la tio n  

o w in g  to  im p ro v e d  d e liv e ry  sy s te m s  a n d , p a rticu la rly , 

to  th e  ab ility  to v isu a liz e  tis su e  f re e z in g  b y  tran srec ta l 

u l tra so u n d . T h e se  fa c to rs  h a v e  c o n tr ib u te d  to a  sign ifi 

c a n t re d u c tio n  in  m o rb id ity . L o n g  te rm  o u tco m e  d a ta  

a re  lack ing , b u t  in  o n e  r e c e n t  series , 62%  o f m e n  h a d  

n e g a tiv e  b io p sy  a t th re e  m o n th s .12 T h e  ab ility  to  freeze  

b e y o n d  to th e  p ro s ta te  c a p s u le  m a k e s  th is  m o d a li ty  a p 

p e a lin g  fo r  so m e  p a t ie n ts  w i th  c lin ica l s tag e  T3 d isease . 

In  a d d itio n , th is  a p p ro a c h  h o ld s  p ro m ise  fo r  so m e  p a 

t ien ts  fa ilin g  p r im a ry  ra d io th e ra p y ,

M o rb id ity  d o es  o c c u r  w i th  th is  m e th o d  o f t r e a t 

m e n t.  R ec ta l fistu la , s lo u g h in g  o f  u re th ra l  tissue , im p o 

ten ce , p e n ile  e d e m a , a n d  v o id in g  d ifficu lty  h a v e  all 

b e e n  r e p o r te d ,12 L o n g  te rm  fo llo w -u p  of p a tie n ts  u n 

d e rg o in g  c ry o a b la tio n  w ill b e  r e q u ire d  b e fo re  th e  effi

cacy  a n d  m o rb id ity  o f  th is  p ro c e d u re  can  b e  d e te r 

m in ed . A t th e  p re s e n t  tim e , th is  t r e a tm e n t  s h o u ld  o n ly  

b e  u s e d  in  th e  c o n te x t o f  a c lin ica l trial.

Radiotherapy

R ad ica l e x te rn a l b e a m  ra d io th e ra p y  h a s  b eco m e  p o ss i 

b le  w ith  th e  d e v e lo p m e n t  o f  h ig h  e n e rg y  ra d ia tio n  

e q u ip m e n t, e a rlie r  w i th  c o b a lt  60  t r e a tm e n t  u n its  a n d

w ith  lin e a r  acce le ra to rs  b e g in n in g  in  th e  1960s. The 

p a tte rn  of care  s tu d y  (P C S )13 re p o r te d  ra d io th e ra p y  

tre a tm e n t re su lts  fo r  lo c a liz e d  p ro s ta te  cancer fro m  a 

la rg e  n u m b e r  o f re se a rc h  a n d  n o n re se a rc h  cen ters. The 

a im  of th is  rev iew  w a s  to  p ro d u c e  d a ta  th a t  w ere  u n 

likely  to  b e  b ia se d  b y  a n y  s in g le  in s titu tio n . S ixteen- 

y ea r o v era ll su rv iv a l o f  T tN 0 p a tie n ts  w as sim ilar to a 

h e a lth y  a g e -m a tc h e d  p o p u la t io n . S u rv iv a l of T 2N P w as 

22%  lo w er th a n  th e  a g e -m a tc h e d  contro ls. S u rv iva l of 

T3/ T 4Nq w as  a b o u t 15%  lo w e r  th a n  T 2N 0 a t 10 years 

b u t  w as  id en tica l a t 16 y ea rs . O th e r  single in s titu tio n  

series re p o r t  e ssen tia lly  s im ila r  re su lts .14,15 P o o led  data  

fro m  th e  li te ra tu re  re p o r t  0 .2 %  fa ta l co m p lica tions  after 

ra d io th e ra p y . T he  o v e ra ll  in c id en ce  of sign ifican t u r i 

n a ry  or rec to s ig m o id  se q u e la e  is ap p ro x im a te ly  3%  an d  

7 -1 0 %  fo r sev ere  a n d  m o d e ra te  com plica tions, re sp ec 

tive ly . T he  m o s t f re q u e n t  u r in a ry  seq u e lae  are rad ia tio n  

cystitis w ith  in te rm it te n t  h e m a tu r ia  a n d  u re th ra l  stric 

tu res . T he in c id en ce  of se v e re  a n a l / r e c ta l  in ju ry  re q u ir 

in g  co lo stom y  is less th a n  1% . T hese  com plica tions are 

re la te d  to  tre a tm e n t te c h n iq u e . A sexual d y sfu n c tio n  

h a s  b e e n  d esc rib ed  in  14 to  5 0 %  for p a tie n ts  d e p e n d in g  

u p o n  age, tim e  of a sse ssm e n t, a n d  te c h n iq u e  o f irrad ia 

tion . H o w ev e r, p ro sp e c tiv e  d a ta  co m p arin g  p o s tra d io 

th e ra p y  im p o te n c e  w ith  th e  n a tu ra l  ev o lu tio n  of sexual 

d y s fu n c tio n  are p re se n tly  la c k in g .14

P ro g ress  in  ra d ia tio n  c o m p u te r  tech n o lo g y  (either 

w ith  c o n v e n tio n a l ra d ia tio n  o r  p ro to n  beam s) a n d  im 

ag in g  as w ell as in  th e  p h y s ic s  o f ra d ia tio n  h a v e  m o d i 

fied  th e  p rac tice  o f r a d io th e ra p y  considerab ly , E m erg 

in g  d a ta  fo r th re e -d im e n s io n a l co n fo rm al ra d io th e ra p y  

in d ica te  th a t  h ig h e r  doses can  b e  d e liv e red  safe ly  to the  

p ro s ta te  g la n d  w ith o u t  in c re a s in g  tre a tm e n t m o rb id 

i ty .16,17 T h is  o b se rv a tio n  a ssu m e s  p a rtic u la r  im p o rtan ce  

in  v iew  of th e  s tro n g  re la t io n sh ip  ex isting  b e tw e e n  ra 

d ia tio n  dose , local co n tro l, a n d  su rv iv a l.15 T he sam e  r a 

t io n a le  su p p o r ts  th e  re n e w e d  in te re s t  in  p ro s ta te  cancer 

b ra c h y th e ra p y 18 a l th o u g h  th e  c o n se n su s  of th is w o rk 

s h o p  is th a t  th e  te ch n ica l d ifficulties o f b ra c h y th e ra p y  

m a y  lim it its ro le  a n d  m a k e  i t  less a ttrac tiv e  th a n  3-D 

co n fo rm a l ra d io th e ra p y . L o n g  te rm  d a ta  on  local con 

tro l a n d  su rv iv a l of lo ca lized  p ro s ta te  cancer w ith  these  

so p h is tic a te d  m o d e rn  im a g in g  th e ra p ie s  are  n o t yet 

ava ilab le .

R ecen t d a ta  in d ic a te  th a t  p re tre a tm e n t P S A  levels, 

w h e n  co n sid e red  to g e th e r  w ith  clinical stage  a n d  grade, 

w ill h e lp  to  define  p a t ie n t  su b g ro u p s  w ith  d ifferen t 

p ro b ab ilitie s  o f local co n tro l a n d  d isease  free surv ival 

a f te r  ra d io th e ra p y . P o o r  p ro g n o s tic  g ro u p s  o n  w h ic h  to 

focus clinical trials th a t  e m p lo y  m o re  in ten siv e  local 

t re a tm e n t  o r a d ju v a n t sy s tem ic  th e ra p y  in c lu d in g  h o r 

m o n e s  can  b e  id en tif ied  b y  th e se  m e a n s . T here  are also 

in d ica tio n s  th a t  p o s tra d io th e ra p y  P S A  levels w ill he lp  

to  id e n tify  a t  an  early  s tag e  th o se  p a tie n ts  w h o  are  likely
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to relapse a n d  w h o  sh o u ld  b e  considered  for salvage 

therapy .19,20

Treatment of Tumor Relapse

M any m en  tre a te d  fo r  localized  p ro s ta te  cancer will 

dem onstra te  loca l recu rren ce  desp ite  th e  curative  in te n t 

of the tre a tm en t. R ecu rrence  m ay  be iden tified  b y  se v 

eral p a ra m e te rs , in c lu d in g  p a lp ab le  local recu rrence , 

positive b io p sy , d e tec tab le  se ru m  P S A  after radical 

p rosta tec tom y, o r r is in g  PSA  afte r ach iev ing  a n a d ir  in 

m en trea ted  w ith  o th e r  m odalities. The th e rap eu tic  o p 

tions for tu m o r  re la p se  are  p red ica ted  on  th e  p rim ary  

therapy  ad m in is te red . R ad ia tio n  th e ra p y  m ay  be  

offered to  a p a t ie n t  w h o  d ev e lo p s  local re lapse  a fte r 

radical p ro s ta tec to m y . T he  benefit of such  trea tm en t is 

p resen tly  u n k n o w n . S a lvage  p ro s ta tec to m y  after ra d io 

therapy  fa ilu re  is feasib le  b u t  rare ly  successful. H o r 

m one th e ra p y  is u su a lly  effective in  a ltering  b io ch em i 

cal m arkers  (PSA ); h o w ev e r , its im p ac t on  altering  su r 

vival is u n k n o w n . R ecen tly , c ry o th e rap y  h as  b een  

suggested  as a n  a lte rn a tiv e  for p a tie n ts  failing  rad ia tion .

Watchful Waiting

Several s tu d ies  h a v e  p ro v id e d  long  te rm  fo llow -up  for 

w atch fu l w a itin g  of loca lized  p ro s ta te  cancer ind icating  

a favorab le  o u tc o m e .21“24 T hese  s tud ies  h a v e  been  criti 

cized fo r v a rio u s  b iases, b u t  th e ir  overall conclusion  

sh o u ld  n o t b e  ig n o red . For m a n y  p a tien ts  w ith  signifi 

can t co m orb id ity , w a tc h fu l w a itin g  m ay  be  ap p ro p ria te  

because  the  p ro b a b ili ty  of n o n can ce r  d e a th  could  be  

high.

T he q u e s tio n  th a t  rem a in s  is w h e th e r  w atch fu l 

w aiting  is e q u iv a le n t to im m ed ia te  trea tm en t for 

h ea lth y  p a tie n ts  w ith  a lo n g  life expectancy. Four im 

p o r ta n t fac to rs  ra ise d  b y  th ese  s tud ies  n e e d  to be  c o n 

sidered:

Death from Prostate Cancer

T hese s tu d ies  re p o r te d  th a t d e a th  from  p ro sta te  cancer 

w ith in  10 y ea rs  w as  7 to 8 .5% , com p ared  w ith  31 to 

47%  fro m  o th e r  causes. L onger fo llo w -u p  d a ta  are lack 

ing, This su rv iv a l d iffe ren tia l m ay  change, suggesting  

th a t the p re se n t d a ta  sh o u ld  b e  ap p lied  to  y o u n g er m e n  

w ith  caution ,

Progression

In  m ost p a tie n ts , once p ro g ress io n  h a s  b e e n  observed , 

cure is n o  lo n g e r  possib le . O n e  exception  is th a t p ro 

g ression  fro m  T lc to T2 m a y  still be  curable. Local p ro 

g ression  to  T3 o c c u rre d  in  22  to  5 5 %  o f  p a tie n ts ,  b u t  th is  

causes  c o n c e rn  to th e  p h y s ic ia n  m o re  f re q u e n tly  th a n  

the  p a tie n t. P a tie n ts  w h o  n e e d  t r e a tm e n t  fo r  lo ca l p ro 

g ress io n  are u su a lly  fe w . D is ta n t  m e ta s ta s e s  d e v e lo p e d  

in  12 to  14 % d u r in g  w a tc h fu l  w a itin g . A t  th is  tim e tre a t 

m e n t can  o n ly  b e  p a llia tiv e .

Quality of Life

A ssessm en t o f  q u a lity  o f life  in  p a t ie n ts  w ith  loca lized  

p ro s ta te  c a n c e r  m u s t b e  e v a lu a te d  in  te rm s  o f " h e a l th "  

ra th e r  th a n  " d i s e a s e / '  A l th o u g h  th e  r e v ie w  b y  F lem in g  

a n d  o th e rs 23 w a s  b a s e d  o n  s u c h  a c o n c e p tio n , it d id  n o t  

ad d ress  th e  p a t ie n t 's  o w n  p e rc e p t io n  o f  l iv in g  w ith  c a n 

cer.

T reatment Decisions

W atch fu l w a itin g  im p lie s  t r e a tm e n t  fo r  p ro g re ss io n . If 

pa llia tive  tre a tm e n t o n ly  is p la n n e d ,  i t  m a y  be a rg u e d  

th a t fo llo w -u p  is n o t n e c e s sa ry . H o w e v e r ,  if  im m e d ia te  

tre a tm e n t is c o n s id e re d  n e c e s s a ry  a t  th e  tim e  o f p ro 

g ression , th e ra p y  w ill d e p e n d  u p o n  th e  ty p e  o f p ro g re s 

sion. S h o u ld  a  ris ing  P S A  b e  tre a te d ?  If  so , a t w h a t  P S A  

level? F u rth e rm o re , w h a t  c o n s t i tu te s  " lo c a l  p ro g re s 

s ion?"

Summary

T h ere  are  a d v a n ta g e s  a n d  d is a d v a n ta g e s  to  each  o f the  

tre a tm e n t m o d a litie s  a v a ila b le  fo r  lo c a liz e d  p ro s ta te  

cancer. F o r in d iv id u a l  p a t ie n ts ,  t r e a tm e n t  se lec tion  

sh o u ld  c o n s id e r  all th e s e  fa c to rs  in  c o n c e r t  w ith  th e  p a 

t ien t 's  a c c e p ta n c e  of th e  s id e  e ffec ts  a n d  th e  ex p ec ted  

resu lts  o f e a c h  t r e a tm e n t  ch o ice .

R ead ers  s h o u ld  n o te  th e  a b s e n c e  o f a ta b le  c o m p a r 

in g  th e  o u tc o m e  of d if fe re n t  t r e a tm e n ts ,  T h is  is n o t  a n  

o v ers ig h t b u t i l lu s tra te s  th e  w o rk s h o p  v ie w  th a t  a d e 

q u a te  r a n d o m iz e d  tria ls  of t r e a tm e n t  fo r  lo c a liz e d  p ro s 

ta te  c an ce r h a v e  n o t b e e n  p e r f o r m e d  a n d  th a t  d a ta  d e 

r iv ing  f ro m  d iffe ren t t r e a tm e n t  m o d a li t ie s  a re  n o t co m 

p a rab le . T he  m o s t  p re s s in g  is su e  fo r  th e  t r e a tm e n t  o f 

loca lized  p ro s ta te  c a n c e r  is th e  d e v e lo p m e n t  o f re liab le  

p ro g n o s tic  m a rk e rs  t h a t  w ill  a llo w  th e  s e p a ra t io n  o f 

those  m e n  w h o  will d ie  o f  p ro s ta te  c a n c e r  fro m  th o se  

w h o  w ill no t. T h e re a f te r , th e  im p a c t  o f  in te rv e n tio n  

m u s t b e  d e te rm in e d .

M e a n w h ile , th e  o rg a n iz a t io n  o f  p ro s p e c t iv e  trials is 

n ecessa ry  if in fo rm e d  d e c is io n s  a re  to  b e  m a d e  in  th e  

fu tu re . In  d e s ig n in g  s u c h  tr ia ls , th e  e n d p o in ts  m u s t  be  

id en tified  c lea rly  a n d  m u s t  in c lu d e  o v e ra ll  su rv iva l, 

tim e to p ro g re ss io n , a n d  q u a l i ty  o f life . F o r  th is  p u rp o se , 

th e  a sse ssm e n t o f  c o m p a ra t iv e  t r e a tm e n t  m o rb id ity  re 

qu ires re f in e m e n t for u s e  in  c lin ica l tria ls .
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C o n s ta n t  m o n ito r in g  w ill b e  n e e d e d ,  a n d  e v a lu a 

tio n  a n a ly s is  m u s t  c o n s id e r  n o t  o n ly  th e  tria l itse lf  b u t  

a lso  a n y  p ro g re ss  in  d e v e lo p in g  th e ra p e u tic  m e th o d s .
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TRIAL ORGANIZATION WORKGROUP

T h e  co m m ittee  o n  tria l o rg a n iz a tio n  a g ree d  th a t  a t this 

tim e  th e re  is in su ffic ien t ev id en ce  of p o te n tia l  benefit to 

s u p p o r t  th e  u se  o f w id e s p re a d  p o p u la tio n  screen ing  

te s ts  fo r p ro s ta te  c a n c e r  o u ts id e  o f re sea rch  studies. 

M e a n w h ile , th e re  a re  d if fe re n t criteria  u p o n  w h ic h  to 

b a s e  e v a lu a tio n s  o f sc reen in g  p ro g ra m s, d e p e n d in g  on 

th e  ob jec tives  to b e  ach ieved ; fo r  exam ple , d e m o n s tra 

t io n  p ro jec ts  fo r feas ib ility  p u rp o se s  o r  ra n d o m iz e d  con 
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trolled trials fo r  e ffec tiveness  e v a lu a tio n . T h e  c o m m it 

tee m ain ly  c o n s id e re d  q u e s tio n s  r e la te d  to  th e  la tte r.

What Is the Most Appropriate Design to Study 

the Effectiveness of Prostate Cancer Screening?

The design  m u s t  av o id  b ia ses  c a u s e d  b y  se lec tio n , le a d  

time, a n d  len g th . T his can  b e  b e s t a c h ie v e d  by  a c o n 

trolled trial in  w h ic h  a n  id en tif ied  s tu d y  p o p u la t io n  of 

sufficient size is ra n d o m iz e d  in to  tw o  a rm s. O n e  is 

offered sc reen in g  tests , a n d  th e  o th e r  rece iv es  ro u tin e  

health  care. B o th  a rm s are  to b e  fo l lo w e d  u p  f ro m  th e  

date of ra n d o m iz a tio n  a n d  to ta l  p ro s ta te  c an ce r m o r ta l 

ity recorded . A n a ly s is  m u s t b e  on  a n  " in te n t io n  to  tre a t"  

basis .1 W ith in  th is  basic  f ra m e w o rk , ra n d o m iz a tio n  

m ay p reced e  c o n se n t (th e  ta rg e t  p o p u la t io n  is th e  sam e  

as the s tu d y  p o p u la tio n )  or fo llo w  c o n se n t ( th e  s tu d y  

p o p u la tio n  is sm a lle r  th a n  th e  ta rg e t  p o p u la tio n ) . If 

there are e th ica l o b jec tio n s  b e c a u se  th e  co n tro l a rm  r e 

ceives n o  p o te n tia l  benefit, th e n  it w o u ld  b e  p o ss ib le  to 

offer sc reen in g  to th e  con tro l g ro u p  a f te r  a d e la y  of s e v 

eral y ears ,2,3

Lessons f ro m  b re a s t can ce r s c re e n in g  tria ls  s h o w  

tha t in d iv id u a l ra n d o m iz a tio n  is to  b e  p re fe r re d .4

Details Concerning Randomized Controlled 

Screening Trials

Age Range

The selection  o f th e  age  g ro u p  is in f lu e n c e d  b y  the  in c i 

dence ra tes  a n d  b y  life ex p ec tan cy .5 T h e re fo re  the  c o m 

m ittee re c o m m e n d e d  se lec tin g  a ta rg e t  g ro u p  ages 55 to 

70 years a t e n try  to  th e  trial. T h e re  a re  n o  g o o d  a rg u 

m en ts  fo r s ta r tin g  sc reen in g  u n d e r  th e  ag e  o f 50. A l 

th o u g h  som e in d iv id u a l m en  b e tw e e n  th e  ages o f 50  to 

54 years m ig h t h a v e  m o s t b e n e fit  in  te rm s o f  y ea rs  o f 

life ga ined , th e  costs fo r  each  a d d itio n a l y e a r  w ill b e  

extrem ely  h igh .

Interscreening Interval

R ecent resu lts  fro m  th e  C a n a d ia n 6 a n d  th e  US A C S - 

N C D C P 7 d e m o n s tra tio n  sc reen in g  p ro jec ts  s h o w  in te r 

esting resu lts  b a se d  o n  a n n u a l  p ro s ta te  specific a n tig e n  

(PSA) tests, o b ta in in g  d e te c tio n  ra te s  of g re a te r  th a n  

2.0% to 3 .0%  a fte r  1, 2, a n d  3 y ea rs  sc reen in g . C o n 

versely, th is  s h o r t  tim e p e rio d  m a y  n o t  p ro v id e  e n o u g h  

re levan t d a ta  o n  in te rv a l can ce r cases to  in v es tig a te  th e  

n a tu ra l h is to ry  o f  th e  d isease  u n d e r  s tu d y . In  a d d itio n , 

annual sc reen in g  m ay  b e  less likely  to  b e  cost-e ffec tive  

and  could  p ro b a b ly  re su lt  in  h ig h  costs p e r  a d d it io n a l 

cancer case d e tec ted . T h ere fo re  th e  m a jo rity  o f th e  c o m 

m itte e  r e c o m m e n d e d  a re s c re e n in g  p e r io d  o f  a t  le a s t 3 

y e a rs  fo r r a n d o m iz e d  c o n tro lle d  tria ls . S u p p o r t in g  th is  

d e s ig n  a re  th e  re c e n t  re su lts  f ro m  th e  C a n a d ia n  p ro je c t .6 

R e p o rts  f ro m  th e  A m e r ic a n  C a n c e r  S o c ie ty  P ro je c t  in  

th e  U S A  s u p p o r t  th e  c o s t-e ffe c tiv e n e s s  o f a n n u a l  

s c re e n in g .7,8

Screening Tests

D esp ite  e v id e n c e  th a t  P S A , o r P S A  c o m b in e d  w ith  

D RE, as p r im a ry  s c re e n in g  te s ts , c o u ld  b e  a n  e ffec tive  

cho ice , th e  u s e  of th e  3 s c re e n in g  te s ts  (d ig ita l re c ta l  ex 

a m in a tio n , P S A , a n d  T R U S) is r e c o m m e n d e d  a t  th e  

s ta r t  of th e  E u ro p e a n  tr ia l .8-10 A t p r e s e n t  tim e th e re  is 

n o t  e n o u g h  in fo rm a tio n  a v a ila b le  f ro m  th e  E u ro p e a n  

p ilo t s tu d ie s  to  d e le te  o n e  o f  th e m  a s  b e in g  o f  p o o r  cost- 

e ffec tiv en ess  fo r  th e  d e te c t io n  o f  e a r ly  c a n c e r  cases 

w h e n  a re sc re e n in g  in te rv a l  o f  m o re  th a n  3 y ea rs  is p ro 

p o se d . F o r sc ien tific  p u rp o s e s  it is r e c o m m e n d e d  th a t 

s e ru m  sa m p le s  are ta k e n  f ro m  e a c h  in d iv id u a l  a n d  

s to red . S tric t o b je c tiv e  c rite ria  th a t  c o u ld  b e  eas ily  a p 

p lie d  s h o u ld  b e  d e f in e d  fo r  th e  s e le c tio n  o f s u s p e c te d  

cases o n  D R E a n d  TR U S. B io p sy  s h o u ld  b e  ta k e n  fro m  

p a t ie n ts  w ith  s u s p e c te d  cases  as a g re e d  b y  th e  d ia g n o s 

tic  a n d  la b o ra to ry  c o m m itte e s .

Outcome Measures

T h e  p r im a ry  o u tc o m e  m e a s u re  o f th e  tria l w ill b e  p ro s 

ta te  can ce r m o r ta li ty  r e d u c t io n . Q u a li ty  o f  life  m e a s u re 

m e n ts  a n d  co s t p a ra m e te r s  m u s t  a lso  b e  in c lu d e d  as in 

tr in s ic  c o m p o n e n ts  o f  th is  tr ia l  d e s ig n . T o  m e a s u re  cost- 

e ffec tiv en ess  o f  d if fe re n t s c re e n in g  s tra te g ie s  a n d  costs 

p e r  p ro s ta te  c a n c e r  d e a th  a v o id e d , i t  is r e c o m m e n d e d  

th a t  re so u rc e  u s e  in b o th  a rm s  is re c o rd e d . T h e  d a ta  can  

b e  co llec ted  fo r  th e  to ta l  g ro u p  or in  a  s u b s a m p le  o f  in 

d iv id u a ls .

W h e th e r  a n a ly z in g  d u ra t io n  o f  s u rv iv a l ,  q u a lity  o f  

life, o r cost p a ra m e te r s ,  all m e a s u r e m e n ts  s h o u ld  b e  

s tra tif ie d  re tro sp e c tiv e ly  fo r  im p o r ta n t  p ro g n o s t ic  fa c 

to rs , su c h  as a d v a n c e d  d ise a se .

What about Recruitment?

E u ro p e a n  p ilo t  s tu d ie s  in  R o t te rd a m  a n d  A n tw e rp  s h o w  

th a t  b e tw e e n  36  a n d  4 2 %  o f  m e n  f ro m  th e  ta rg e t p o p u 

la t io n  a re  w illin g  to jo in  th e  s tu d y  p o p u la t io n  o f  r a n 

d o m iz e d  s c re e n in g  tria l. F o r tu n a te ly ,  s c re e n in g  tria ls  

w i th  lo w  ra te s  o f  r e c ru i tm e n t  c o u ld  y ie ld  u n b ia s e d  re 

su lts  so lo n g  a s  r a n d o m iz a t io n  is a p p l ie d  a f te r  re c ru it 

m e n t .  H ig h  c o m p lia n c e  ra te s  w i th in  b o th  a rm s o f  th is  

s tu d y  p o p u la t io n  w ill in c re a s e  s ta tis tic a l p o w e r . P o s s i 

b le  specific  w a y s  to in c re a s e  th o s e  ra te s  c o u ld  b e  th e  u se
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of p ro fess io n a l m e d ia  te c h n iq u e s  a n d  p e rso n a l m a il 

ings.1 G e n e ra liz a tio n  o f  th e  re su lts  to  th e  ta rg e t p o p u la 

tion  w ill b e  m o re  s t r a ig h tfo rw a rd  if h ig h  re c ru itm e n t 

ra tes  h a v e  b e e n  a c h ie v e d  (o r if  th e  s tu d y  p o p u la t io n  is 

rep re sen ta tiv e  o f  th e  ta rg e t p o p u la t io n ) .  H o w e v e r , p ro 

m otion  o f  sc re e n in g  is v e ry  c o m p le x  b e c a u se  it  m a y  e n 

h an ce  c o n ta m in a tio n  o f  th e  c o n tro l a rm  b y  th e  u se  of 

screen ing  tests . In  s c re e n in g  d e m o n s tra t io n  p ro jec ts  

such  as c o n d u c te d  in  th e  U S, (A C S -N P C D P )7 h ig h e r  r e 

c ru itm en t ra te s  m a y  b e  a c h ie v e d  b e c a u se  th e  m essag e  

to the p o p u la t io n  p ro m ise s  p o te n t ia l  benefits . T h is is 

difficult to  p ro m o te  in  th e  c o n te x t o f a ra n d o m iz e d  c o n 

tro lled  tria l.

Is Overdiagnosis a Concern?

The te rm  " o v e rd ia g n o s is "  re fe rs  to th e  p o ss ib ility  th a t  

screen ing  d e tec ts  excess n u m b e r s  o f sm all v o lu m e  (0.05 

to 1.00 m l) tu m o rs . E v id e n c e  is a c c u m u la tin g  in  th e  li t 

e ra ture  th a t  P S A  sc re e n in g , e v e n  w h e n  a c c o m p a n ie d  b y  

an aggressive b io p sy  p o licy , d o e s  n o t  le a d  to  o v e rd i 

agnosis in  th is  s e n s e .11,12 O v e rd ia g n o s is  can  a lso  b e  in 

te rp re ted  as d e te c tio n  a n d  t r e a tm e n t  o f  tu m o rs  w h ic h , 

a lth o u g h  c lassified  as b io lo g ica lly  im p o r ta n t ,  w o u ld  n o t  

h av e  b eco m e life th re a te n in g . E p id em io lo g ic  d a ta  o n  in 

cidence a n d  m o r ta l i ty  o f  p ro s ta te  can ce r, p a r tic u la r ly  

from  th e  U S, s h o w  th a t  d e sp ite  a  t r e m e n d o u s  in c id en ce  

increase d u r in g  th e  la s t d e c a d e , m o r ta l i ty  h a s  re m a in e d  

relatively  c o n s ta n t .13 T h is  su g g e s ts  th a t  sc reen in g  m a y  

lead  to o v e rd ia g n o s is  in  th is  la t te r  sen se . It co u ld  also  

m ean  th a t  c u r re n t s c re e n in g  is f in d in g  s ign ifican t c a n 

cers, p re v e n tin g  a n  in c re a se  in  m o r ta l i ty  d e sp ite  a n  i n 

crease in  in c id en ce . It w ill b e  e s se n tia l  to  m o n ito r  c u m u 

lative in c id en ce  o f p ro s ta te  c a n c e r  in  th e  tw o  a rm s of 

the  trial to  d e te rm in e  w h a te v e r  occu rs .

Trial Committees

Several tria l c o m m itte e s  a re  re q u ire d : th e  cau ses  of 

d ea th  co m m ittee , q u a li ty  c o n tro l c o m m itte e , a n d  a n  in 

d e p e n d e n t d a ta  m o n ito r in g  c o m m itte e  th a t  w ill e s ta b 

lish s to p p in g  ru le s , a p p ly  e th ic a l  s ta n d a rd s  to in te r im  

results, a n d  if n e c e ssa ry , re v ie w  ea rly  m o rta lity  resu lts .
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CHAIRMEN'S SUMMARY

D u rin g  th is  w o rk sh o p  w e  re c e iv e d  co n firm atio n  tha t 

th e re  h as  b e e n  a p ro g ress iv e  r ise  of a sign ifican t degree 

in  p ro s ta te  cancer in c id en ce  in  N o r th  A m erica  an d  

W este rn  E u rope , fo r a t leas t th e  la s t 8 years. A lth o u g h  

th e  m o rta lity  ra te s  are  n o t  n ecessa rily  th e  sam e  in  b o th  

reg ions, it a p p e a rs  th a t  th e y  h a v e  n o t in c re a se d  greatly .
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This h as  b e e n  su g g e s te d  to  b e  sim ilar to  th e  s itu a tio n  in 

the  1970s w h e n  m a m m o g ra p h y  a n d  o th e r  associa ted  

tests w ere  b e in g  in tro d u c e d  fo r b reas t cancer screen ing  

in  the  U n ited  S ta tes. T h ere  is n o  cu rren t basis  for p ro 

jecting h o w  lo n g  th e  in c reased  p ro s ta te  cancer inci 

dence will b e  o b se rv ed , n o r  w h e n  it m ig h t d rop  w ith  

or w ith o u t a c h a n g e  in  m o rta lity  rates. P ro p o sed  pub lic  

h ea lth  in te rv e n tio n s , if co n d u c ted , m u s t be  ev a lu a ted  

in  the  p re sen ce  of su c h  fea tu res . In te rv en tio n  action  b y  

d em o n s tra tio n  p ro jec ts  o r ra n d o m iz e d  trials seem s d e 

sirable.

The w o rk sh o p  p re se n ta tio n s  a n d  d iscussions h av e  

focused  r ig h tly  on  th e  co n d u c t of p ro s ta te  de tec tion  tr i 

als. Lessons f ro m  tria ls  of o th e r  cancer sites are available 

to be lea rned . Q u a lity  of a sse ssm en t a n d  un ifo rm ity  of 

p rocessing  a re  e ssen tia l fea tu re s  of an y  patho log ic  eva l 

ua tion . T he n a tu re  a n d  ex ten t of the  cancers de tec ted  

a re  very  im p o r ta n t  in  th e se  pro jects. T he care g iven the 

pa th o lo g ic  e v a lu a tio n  of th e  tu m o rs  fo u n d  can  be said  

to  be o n e  of th e  m o s t im p o r ta n t fea tu res o f any  good  

trial. T h a t is ce rta in ly  th e  case in  th e  U n ite d  States.

The re p o rts  d ea lin g  w ith  the  m e th o d s  a n d  process 

of s tag ing  a n d  d iag n o sis  of p ro s ta te  cancer em p h asized  

th e  use of th e  c u rre n tly  ava ilab le  T N M  system . T here is 

n o  n e e d  fo r a g re e m e n t as to w h ic h  tech n iqu es of d iag 

nosis  (p ro sta te  specific a n tig e n  b lo o d  test, digital recta l 

ex am in a tio n , a n d  tran srec ta l u ltra so u n d  trials) m u st be 

u se d  e ith e r  p r im a rily  o r secondarily . T he fact th a t th e re  

a re  a n d  w ill b e  d iffe rences in  th is  fe a tu re  of trial design  

w ill be  u se fu l in  c o m p arin g  th e  resu lts  ob ta ined  in  the  

v ario u s  efforts. It is also  certa in ly  true th a t the  cost of 

a n y  trial can  b e  co n sid erab le , a n d  m ay  have  an  im pact 

o n  w h ic h  d iag n o stic  te s ts  are  ch o sen  for p rim ary  or sec 

o n d a ry  use. W e can  o n ly  lea rn , b a sed  on  th e  outcom es 

o v er tim e, h o w  th ese  fe a tu re s  p la y  out. T here  is no  sure  

a n sw e r  a t th is  p o in t.

A n area  o f m a jo r  co n cern  is th e  quality  assessm en t 

a n d  p e rfo rm a n c e  of p ro s ta te  specific an tigen  b lood  d e 

te rm in a tio n s . A s re p o rte d , th e re  are d ifferences am ong  

th e  availab le  tes ts  a n d  th e re  obv iously  can  occur v a ria 

tions in  test p e rfo rm a n c e . C o m p ariso n  of p rosta te  sp e 

cific an tig en  re su lts  b e tw e e n  p artic ip a tin g  hosp ita ls  or 

in s titu tio n s , v a r ia tio n s  over tim e, or a fte r  specim en  s to r 

age, p re se n t in te rp re ta tio n  p rob lem s. T here will also be  

v a ria tio n s  b e tw e e n  trials. T hese  d ifferences cou ld  be  

significant. It is h o p e d  th a t b y  w o rk in g  w ith  in d u stry  

re sea rch e rs  a n d  sc ien tis ts  th is  im p o rta n t concern  p re s 

e n tly  can  be a d d re sse d . B ecause detection  trials are ex 

p e c te d  to o b ta in  v a lu e s  fro m  p artic ip an ts  th a t are in  the 

n o rm a l or n e a r  n o rm a l ran g e , w h e re  a sm all varia tion  

m ig h t cause a s ign ifican t d iagnostic  or th e rap eu tic  p ro 

ced u ra l ch an g e , th is  is a m o st im p o rta n t cu rren t c o n 

cern . Several o f  th e  E u ro p e a n  a n d  N o rth  A m erican  la b 

o ra to ries are w o rk in g  to p ro v id e  possib le  so lu tions to

th is issue , b u t  so m e tim e  w ill  b e  n e c e s s a ry . K n o w le d g e  

of th is  issue  is  critical fo r th o s e  in s t i tu t in g  an y  tria l, a n d  

sh o u ld  b e  c o n s id e re d  b y  a n y o n e  c o n d u c t in g  a c u r re n t  

trial.

T he  tria l o rg a n iz a tio n  fo r  p ro s ta te  c a n c e r  d e te c tio n  

h as  a n d  w ill d iffer, to  s o m e  d e g re e , b a s e d  on  w h e th e r  

the e ffo rt is a  p ro sp e c tiv e  r a n d o m iz e d  tr ia l  o r a d e m o n -  

s tra tio n  p ro jec t. B oth  m e th o d s  p ro v id e  v a l id  a n d  u s e fu l  

in fo rm a tio n  th a t  can  b e  e v a lu a te d  e m p lo y in g  e p id e m i 

ologic a n d  s ta tis tica l te c h n iq u e s  u s in g  o th e r  c o n c u rre n t 

reg io n a l tu m o r  reg is try  d a ta  th a t  c a n  p ro v id e  p o p u la 

t io n -b a se d  in fo rm a tio n  o n  th e  s c re e n e d  o r  n o n s c re e n e d  

p o p u la tio n  fo r  c o m p a riso n s . T h e  ty p e s  o f  can ce rs  a n d  

o th e r  clin ical fe a tu re s  w ill d o u b t le s s  p r o v e  to  b e  s im ila r  

d esp ite  d iffe ren ces  in  tr ia l d e s ig n . T h is  fe a tu re  is re a d ily  

a p p a re n t  b a s e d  on th e  m u l t iy e a r  re su lts  a v a ila b le  in  th e  

U n ite d  S ta tes , w h e re  in  th e  a g g re g a te  th e  fo llo w in g  h a s  

b e e n  seen : 1) T he  m a jo r i ty  o f  th e  tu m o rs  a re  c lin ica lly  

s ign ifican t (8 5 -9 0 % ); 2) T h e  tu m o rs  a re  u su a lly  t r e a te d  

n o t o b se rv ed ; 3) T h e  tu m o r  s ize  o r  v o lu m e , or tu m o r  

g rad es  o b se rv e d  are c o m p a ra b le  to  th o s e  tu m o rs  b e in g  

c o n cu rren tly  c lin ically  o b s e rv e d  o r  tre a te d . It w a s  a lso  

o b se rv e d  th a t  sm all v o lu m e  w e ll d if fe re n tia te d  tu m o rs  

are n o t  d e te c te d  in g re a t  n u m b e rs .  T h e s e  c lin ically  i n 

s ign ifican t tu m o rs  a re  g e n e ra lly  o b s e rv e d  a n d , if  

tre a ted , th ey  d o  n o t s h o w  p o o r  c lin ica l re su lts  w i th  h ig h  

m o rb id ity  a n d  m o rta lity  f ro m  th e  tre a tm e n t.  T h e  

em erg in g  d a ta  fro m  m u l t ip le  tr ia ls  a re  p u t t in g  to re s t  th e  

sp ecu la tio n s  o f  som e h e a l th  e c o n o m is ts  in  th is  re g a rd .

A n y  c o n d u c te d  tr ia l s h o u ld  b e  p e r fo rm e d  w ith  th e  

in te n tio n  to t r e a t  th o s e  tu m o rs  f o u n d ,  a n d  to  d o  so in  

a sim ilar fa sh io n  to th o s e  o th e rw is e  b e in g  tre a te d . T h e  

tre a tm e n t g ro u p  re a ff irm e d  th is  f e a tu re ,  a n d  h a s  p r o 

v id e d  a fa ir  a n d  c o m p re h e n s iv e  s u m m a ry  o f  the  c u r re n t  

av a ilab le  tre a tm e n t o p tio n s . T h is  w o rk s h o p  h a s  p r o 

v id e d  a very  g o o d  b as is  fo r  th e  e v a lu a t io n  o f  the  c u r re n t  

s itu a tio n  re g a rd in g  th e  e a r ly  d e te c t io n  a n d  tre a tm e n t o f  

p ro s ta te  c an ce r  on  a g lo b a l b as is , a n d  w e  a re  g ra te fu l to  

the  p a r tic ip a n ts  a n d  th e  s p o n s o r in g  o rg a n iz a tio n s  fo r  

th e ir  su p p o r t  a n d  ac tiv e  p a r t ic ip a t io n .

T he  w o rk sh o p  g o a ls  h a v e  d e a l t  g e n e ro u s ly  a n d  

fairly  w ith  fe a tu re s  o f  e p id e m io lo g y , p a th o lo g y , d ia g 

nosis, s tag in g , la b o ra to ry  e v a lu a t io n ,  t r e a tm e n t ,  a n d  

trial o rg a n iz a tio n . T h e  r e a d e r  is c o m m e n d e d  to th is  c u r 

re n t a s se s sm e n t of th e s e  fa c to rs  as  th e y  m ig h t a ffec t 

sc reen in g  for p ro s ta te  c an ce r.
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