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Neoadjuvant	
   chemoradiotherapy	
   followed	
   by	
  
radical	
   surgery	
   including	
   total	
   mesorectal	
  
excision	
   (TME)	
   is	
   the	
   standard	
   recommended	
  
treatment	
   for	
   paBents	
   with	
   locally	
   advanced	
  
(T3-­‐T4,N+)	
  mid-­‐low	
  rectal	
  cancers	
  	
  
	
  

Bujko	
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  al.	
  BriBsh	
  J	
  Surgery	
  (2006)	
  



PaBents	
   with	
   ypCR	
   have	
   beQer	
   oncological	
  
outcome	
  	
  
Tumour	
  regression	
  aRer	
  neoadjuvant	
  treatment	
  
is	
   observed	
   in	
   the	
   primary	
   tumour	
   but	
   also	
   in	
  
the	
  mesorectal	
  metastaBc	
  lymph	
  nodes	
  	
  

	
  	
  	
  	
  	
  	
  	
  Wolthuis	
  et	
  al	
  Annals	
  Surg	
  Oncol	
  (2011)	
  
Hughes	
  et	
  al.	
  Int	
  J	
  Colorectal	
  Disease	
  (2006)	
  



pCR	
  aRer	
  resecBon	
  

MarBn	
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  al.	
  BriBsh	
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  Surgery(	
  2012)	
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Organ	
  PreservaBon	
  Strategies	
  

Guerrieri	
  et	
  el.	
  Surg	
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  (2008)	
  
	
  Callender	
  et	
  al	
  Ann	
  Surg	
  Oncol	
  (2010)	
  



Organ	
  PreservaBon	
  Strategies	
  

•  x	
  

	
  Habr-­‐Gama	
  et	
  al.	
  Ann	
  Surg	
  (2004)	
  
	
  O’Neill	
  et	
  al.	
  Lancet	
  Oncol	
  (	
  2007)	
  



Ann	
  Surg	
  (2004)	
  

Overall	
   Disease-­‐free	
  



Morbidity	
  
Mortality	
  
Quality	
  of	
  life	
  

Local	
  
Distal	
  
Recurrence	
  



ypCR	
  

Favorable	
  biological	
  
tumour	
  profile	
  

Less	
  propensity	
  for	
  
local	
  and	
  distant	
  
metastases	
  

Higher	
  sensiBvity	
  to	
  
radiochemotherapy	
  





Belluco	
  et	
  al.	
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COMPLETE	
  RESPONDERS	
  



Belluco	
  et	
  al.	
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LOCAL	
  EXCISION	
  



•  Can	
  we	
  predict	
  cCR?	
  
	
  
•  Is	
  cCR	
  true	
  pCR?	
  
	
  
•  How	
  do	
  we	
  define	
  cCR?	
  
	
  
•  How	
  do	
  we	
  assess	
  CR?	
  
	
  
•  How	
  should	
  we	
  follow	
  up?	
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•  s	
  
Rates	
  of	
  pCR	
  vary	
  4-­‐30%	
  

Hartley	
  et	
  al.BriBsh	
  J	
  Radiol	
  (2005)	
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Hartley	
  et	
  al.BriBsh	
  J	
  Radiol	
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Factors:	
  use	
  of	
  a	
  second	
  drug	
  
	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  conBnous	
  5-­‐FU	
  and	
  Capecitabine	
  
	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  radiotherapy	
  dose	
  >	
  45	
  Gy	
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  Treatment	
  of	
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45	
  Gy	
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  5’FU	
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   14%	
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Glynne-­‐Jones,	
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Is	
  yc(p)T0=ypN0?	
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Rullier	
  et	
  al.	
  Colorectal	
  Disease	
  (2011)	
  



•  Can	
  we	
  predict	
  cCR?	
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DefiniBon	
  on	
  cCR	
  
•  No	
  palpable	
  tumor	
  on	
  DRE	
  
•  No	
  tumour	
  visible	
  on	
  EUA	
  	
  
•  Scar,	
  whitening,	
  telengiectasias	
  
•  NegaBve	
  biopsies	
  of	
  the	
  scar	
  
	
  
•  	
  MRI	
  –	
  (	
  low	
  signal	
  on	
  high	
  b-­‐value	
  diffusion	
  weighted	
  	
  

	
   	
   	
  	
  	
  	
  fibrosis,	
  no	
  oedema	
  
	
   	
   	
  	
  	
  	
  no	
  lymph	
  nodes)	
  

•  Endorectal	
  US	
  
•  Pet/CT	
  scan	
  ?	
  	
  

Habr-­‐Gama	
  et	
  al.	
  Dis	
  Colon	
  Rectum(2010)	
  



DefiniBon	
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  US	
  
•  Pet/CT	
  scan	
  ?	
  	
  

Habr-­‐Gama	
  et	
  al.	
  Dis	
  Colon	
  Rectum(2010)	
  

	
  Maas	
  et	
  al.	
  J	
  Clinical	
  Oncol(2011)	
  



Maas	
  et	
  al.	
  J	
  Clin	
  Oncol	
  (2011)	
  



•  Any	
  superficial	
  or	
  
	
  	
  	
  	
  deep	
  ulcer	
  
•  Any	
  palpable	
  nodule	
  
•  Any	
  rectal	
  stenosis	
  
	
  	
  	
  	
  
	
  
	
  	
  
	
  

INCOMPLETE	
  RESPONSE	
  	
  (	
  LE	
  vs	
  Radical	
  Surgery?)	
  
Habr-­‐Gama	
  et	
  al.	
  Dis	
  Colon	
  Rectum	
  (2010)	
  





Limits	
  of	
  diagnosing	
  a	
  cCR	
  

•  Rectoscopy	
  shows	
  only	
  the	
  mucosa,	
  and	
  up	
  to	
  
30%	
  of	
  the	
  residual	
  cancer	
  cells	
  are	
  in	
  the	
  
muscular	
  layer	
  or	
  in	
  the	
  mesorectum	
  

•  Simple	
  biopsies	
  of	
  the	
  scar	
  (and	
  not	
  LE)	
  are	
  
insufficient	
  to	
  confirm	
  CR	
  



Changes	
  in	
  MRI	
  

Lambergts	
  et	
  al.	
  Dis	
  Colon	
  Rectum	
  (2011)	
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Follow	
  up	
  

•  ,	
  





Maas	
  et	
  al.	
  J	
  Clin	
  Oncol	
  (2011)	
  



•  v	
  



Maas	
  et	
  al.	
  J	
  Clin	
  Oncol	
  (2011)	
  



•  V	
  

Maas	
  et	
  al.	
  J	
  Clin	
  Oncol	
  (2011)	
  



Maas	
  et	
  al.	
  J	
  Clin	
  Oncol	
  (2011)	
  



Local	
  Failure	
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Glynne-­‐Jones,	
  BriBsh	
  J	
  Surg	
  (2012)	
  



What	
  happens	
  with	
  local	
  recurrence?	
  

Habr-­‐Gama	
  et	
  al.	
  Int	
  J	
  Radiat	
  Oncol	
  Biol	
  Phys	
  (2008)	
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MarBn	
  et	
  al.	
  BriBsh	
  J	
  Surgery(	
  2012)	
  



Ongoing	
  studies	
  

•  NCT1047969	
  (UK)	
  	
  :	
  omission	
  of	
  surgery	
  rate	
  
at	
  2	
  years	
  and	
  rate	
  of	
  salvage	
  surgery	
  with	
  
negaBve	
  margins	
  

•  NCT00952926	
  (Denmark)	
  local	
  recurrence	
  at	
  
1,3	
  and	
  5	
  year	
  aRer	
  CRT	
  



Conclusion	
  

•  	
  The	
  «	
  wait	
  and	
  see	
  »	
  strategy	
  in	
  paBents	
  with	
  
cCR	
  aRer	
  neoadjuvant	
  treatment	
  has	
  obvious	
  
short-­‐term	
  advantages	
  (morbidity,	
  mortality,	
  
colostomy	
  avoidance,	
  funcBon)	
  

•  Most	
  studies	
  are	
  retrospecBve,	
  observaBonal	
  
with	
  relaBve	
  short	
  follow	
  up	
  as	
  recurrence	
  
may	
  appear	
  very	
  late	
  (up	
  to	
  5	
  years)	
  aRer	
  
treatment	
  

•  Accrual	
  in	
  an	
  ideal	
  sesng	
  of	
  RCT	
  will	
  be	
  
difficult	
  



Conclusions	
  

•  It	
  is	
  sBll	
  unclear	
  how	
  to	
  select	
  paBents	
  and	
  
how	
  to	
  define	
  cCR	
  

•  Good	
  results	
  with	
  low	
  local	
  recurrence	
  rates	
  
have	
  been	
  difficult	
  to	
  reproduce	
  (selecBon	
  ?)	
  

•  QuesBons	
  remain	
  in	
  regards	
  of	
  intensity	
  and	
  
duraBon	
  of	
  clinical	
  and	
  imaging	
  follow	
  up	
  

•  Changes	
  in	
  MRI	
  during	
  follow-­‐up	
  may	
  be	
  very	
  
difficult	
  to	
  interpret	
  	
  

	
  



Conclusions	
  

•  To	
  date,	
  there	
  are	
  insufficient	
  data	
  to	
  propose	
  a	
  
«	
  wait	
  and	
  see	
  »	
  strategy	
  as	
  a	
  standard	
  of	
  
treatment	
  for	
  paBents	
  with	
  clinical	
  complete	
  
response	
  aRer	
  neoadjuvant	
  therapy	
  for	
  rectal	
  
cancer	
  	
  

•  In	
  highly	
  selected	
  paBents,	
  this	
  opBon	
  of	
  
treatment	
  can	
  be	
  discussed	
  

•  BeQer	
  knowledge	
  of	
  cancer	
  biology	
  may	
  help	
  in	
  
the	
  future	
  to	
  select	
  paBents	
  that	
  could	
  benefit	
  
from	
  a	
  non-­‐operaBve	
  soluBon	
  	
  


