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  METASTATIC	
  AT	
  PRESENTATION	
  DISEASE.	
  

LOCAL	
  THERAPY?	
  	
  



METASTATIC	
  PROSTATE	
  CANCER	
  

•  	
  <	
  5%	
  diagnosed	
  with	
  synchronous	
  metastaFc	
  disease	
  

•  immediate	
  or	
  deferred	
  androgen	
  deprivaFon	
  therapy	
  

•  delays	
  progression	
  
•  curtails	
  disease-­‐related	
  symptoms	
  

•  prolongs	
  survival	
  	
  

•  five-­‐year	
  survival	
  for	
  men	
  with	
  metastaFc	
  prostate	
  cancer	
  –	
  28%	
  

Significant	
  

•  morbidity	
  

•  mortality	
  



EFFECTS	
  OF	
  MOLECULAR	
  AND	
  CLINICAL	
  

IMAGING	
  	
  
•  significantly	
  improved	
  the	
  detecFon	
  of	
  distant	
  metastasis	
  in	
  paFents	
  who	
  

would	
  else	
  have	
  been	
  staged	
  and	
  treated	
  as	
  “non-­‐metastaFc”	
  

•  choline	
  PET	
  scan	
  

•  18	
  fluorodihydrotestosterone	
  PET	
  scan	
  

•  Ga-­‐labelled	
  prostate-­‐specific	
  membrane	
  anFgen	
  (PSMA)	
  

•  combined	
  ultrasmall	
  superparamagneFc	
  parFcles	
  of	
  iron	
  oxide-­‐enhanced	
  MRI	
  





	
   	
   	
   	
   	
   	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  OS	
  

•  Lymph	
  node	
  metastases	
  alone	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  27.0	
  months	
  

•  Bone	
  metastases	
  alone	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  20.3	
  months	
  

•  Bone	
  metastases	
  with	
  lymph	
  node	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  16.5	
  months	
  

•  Lung	
  and	
  liver	
  metastases	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  12.1	
  months	
  

METASTATIC	
  PROSTATE	
  CANCER	
  



	
  OLIGOMETASTATIC	
  PROSTATE	
  CANCER:	
  	
  

IS	
  THERE	
  A	
  DEFINITION?	
  
	
  

•  limited	
  numbers	
  and	
  sites	
  

•  extent	
  of	
  lymph	
  node	
  and	
  bone	
  involvement	
  

•  !	
  no	
  prospecFve	
  trials	
  on	
  overall	
  survival	
  for	
  the	
  primary	
  

control	
  of	
  oligometastases	
  

•  Singh	
  et	
  al.	
  –	
  	
  oligometastaFc	
  prostate	
  cancer	
  –	
  5	
  or	
  fewer	
  

sites	
  



SYNCHRONOUS	
  METASTATIC	
  DISEASE 
	
  

	
  

Local	
  therapy	
  

+	
  

Lymph	
  node	
  dissecFon	
  (	
  for	
  N+)	
  

+	
  

androgen	
  deprivaFon	
  therapy	
  

	
  



SYNCHRONOUS	
  METASTATIC	
  DISEASE 

	
  

Local	
  therapy	
  

+	
  

Salvage	
  stereotacFc	
  body	
  radiotherapy	
  (SBRT)	
  

(oligometastaFc	
  )	
  

+	
  

androgen	
  deprivaFon	
  therapy	
  

	
  



 

How does the local control of the primary tumor 

affect  regional and distant metastases? 

 

Which local therapy? 

 

 

LOCAL	
  THERAPY	
  



FIRST	
  (ABSCOPAL	
  EFFECT)	
  

	
  

By	
  eliminaFng	
  the	
  primary	
  site,	
  a	
  beder	
  local	
  

control	
  is	
  achieved	
  through	
  the	
  self-­‐seeding	
  

mulFdirecFonal	
  hypothesis	
  

	
  



SECOND	
  

•  Intratumoral	
  synthesis	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  protect	
  primary	
  prostate	
  

cancer	
  cells	
  from	
  ADT	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  prostate	
  cancer	
  cells	
  to	
  

progress	
  to	
  castrate	
  resistance	
  

•  use	
  of	
  early	
  local	
  treatment	
  eliminates	
  androgen	
  

independent	
  clones	
  with	
  the	
  potenFal	
  to	
  	
  

•  delay	
  Fme	
  to	
  castrate	
  resistance	
  

•  prolong	
  disease	
  control	
  



THIRD	
  

•  increased circulating tumor cells 

•  tumor progression 
•  reduced survival 

•  removal of the prostate reduces the number of circulating tumor 

cells and prolongs survival	
  



Surgical manipulation of the tumour and its vascular supply may 

mechanically introduce circulating cancer cells into the 

circulation  

THE	
  ABSCOPAL	
  EFFECT	
  VERSUS	
  THE	
  FISHER	
  AND	
  

FOLKMAN	
  EFFECTS	
  



Removal of the primary tumor, which may be a source of 

antimetastatic and antiangiogenesis factors, may disturb the 

equilibrium and accelerate the metastatic and angiogenic process  

THE	
  ABSCOPAL	
  EFFECT	
  VERSUS	
  THE	
  FISHER	
  AND	
  

FOLKMAN	
  EFFECTS	
  



8185	
  paFents	
  M1a,	
  b,	
  c	
  

	
  	
  	
  	
  	
  	
  	
  No	
  SR	
  (n	
  =	
  7811)	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  RP	
  (n	
  =	
  245)	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  BT	
  (n	
  =	
  129)	
  	
  

	
  	
  	
  	
  	
  	
  	
  	
  	
  5-­‐yr	
  OS	
  	
  	
  	
  DSS	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  5-­‐yr	
  OS	
  	
  	
  	
  DSS	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  5-­‐yr	
  OS	
  	
  	
  	
  DSS	
  

	
  	
  	
  	
  	
  	
  	
  	
  	
  22.5%	
  	
  	
  	
  	
  48.7%	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  67.4%	
  	
  	
  	
  	
  	
  75.8%	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  52.6	
  	
  	
  	
  	
  	
  61.3%	
  

	
  

	
  

RP	
  or	
  BT	
  were	
  each	
  independently	
  associated	
  with	
  decreased	
  CSM	
  (p	
  <0.01)	
  









•  LT	
  conferred	
  a	
  survival	
  benefit	
  at	
  3	
  yr	
  ajer	
  diagnosis	
  only	
  in	
  paFents	
  with	
  a	
  
CSM	
  risk	
  40%	
  

•  the	
  NNT	
  remained	
  substanFally	
  constant	
  from	
  10%	
  to	
  30%,	
  whereas	
  it	
  
exponenFally	
  increased	
  for	
  predicted	
  CSM	
  risk	
  >40%	
  



MEN	
  WHO	
  RECEIVED	
  RP	
  WERE	
  LESS	
  LIKELY	
  TO	
  DIE	
  FROM	
  PCA	
  AFTER	
  

METASTASIS	
  THAN	
  MEN	
  WHO	
  RECEIVED	
  RT	
  



ONE	
  POSSIBLE	
  EXPLANATION	
  	
  

•  Residual	
  tumor	
  cells	
  ajer	
  aggressive	
  treatment	
  may	
  contribute	
  to	
  tumor	
  

progression	
  and	
  predict	
  cancer-­‐specific	
  survival	
  

•  self-­‐seeding	
  may	
  be	
  more	
  likely	
  to	
  occur	
  in	
  irradiated	
  paFents	
  



•  phase	
  II,	
  randomized	
  trial	
  of	
  best	
  systemic	
  therapy	
  or	
  best	
  systemic	
  

therapy	
  plus	
  definiFve	
  treatment	
  of	
  the	
  primary	
  tumor	
  (radiaFon	
  or	
  

surgery)	
  in	
  metastaFc	
  prostate	
  cancer	
  is	
  enrolling	
  in	
  the	
  US	
  

hdp://clinicaltrials.gov/show/	
  

•  mulFcenter	
  European	
  trial,	
  500	
  paFents	
  in	
  60	
  months	
  with	
  a	
  follow-­‐up	
  

of	
  60	
  months	
  



SYNCHRONOUS	
  METASTATIC	
  DISEASE 
	
  

	
  

Local	
  therapy	
  

+	
  

Lymph	
  node	
  dissecFon	
  (	
  for	
  N+)	
  

+	
  

androgen	
  deprivaFon	
  therapy	
  

	
  



RADICAL	
  PROSTATECTOMY	
  IN	
  THE	
  MANAGEMENT	
  

OF	
  N+	
  PROSTATE	
  CANCER	
  



SYNCHRONOUS	
  METASTATIC	
  DISEASE 

	
  

Local	
  therapy	
  

+	
  

Salvage	
  stereotacFc	
  body	
  radiotherapy	
  (SBRT)	
  

(oligometastaFc	
  )	
  

+	
  

androgen	
  deprivaFon	
  therapy	
  

	
  





OUR	
  EXPERIENCE	
  +	
  IEO	
  MILAN	
  



OUR	
  EXPERIENCE	
  



1	
  YEAR	
  FOLLOW	
  UP	
  

•  PSA	
  =	
  0	
  

•  	
  ConFnent	
  

•  Impotent	
  



CONCLUSION	
  

•  DefiniFon	
  of	
  an	
  oligometastaFc	
  state	
  of	
  cancer	
  

•  Local	
  control	
  of	
  primary	
  tumor	
  in	
  metastaFc	
  prostate	
  cancer	
  remains	
  experimental	
  	
  

•  SBRT	
  has	
  been	
  demonstrated	
  as	
  a	
  safe,	
  well	
  tolerated,	
  and	
  efficacious	
  treatment	
  for	
  

lymph	
  node	
  and	
  bone	
  lesions	
  



THANK YOU! 





CONCLUSIONS	
  





•  interval	
  between	
  iniFal	
  PCa	
  treatment	
  and	
  diagnosis	
  of	
  metastases	
  

•  4.9	
  years	
  for	
  	
  5	
  lesions	
  

•  3.3	
  years	
  >	
  5	
  lesions	
  (P.	
  0.02)	
  	
  









SYNCHRONOUS	
  METASTATIC	
  DISEASE 

	
  
Local	
  therapy	
  

+	
  
Salvage	
  stereotacFc	
  body	
  radiotherapy	
  (SBRT)	
  

(oligometastaFc	
  )	
  
+	
  

androgen	
  deprivaFon	
  therapy	
  
	
  



HOW?	
  

•  salvage	
  lymph	
  node	
  dissecFon	
  (SLND)	
  for	
  paFents	
  with	
  

clinical	
  lymph	
  node	
  relapse	
  

•  salvage	
  stereotacFc	
  body	
  radiotherapy	
  (SBRT)	
  for	
  paFents	
  

with	
  limited	
  prostate	
  cancer	
  metastases	
  (CyberKnife	
  image-­‐

guided	
  stereotacFc	
  radiotherapy)	
  



Salvage	
  lymph	
  node	
  dissecFon	
  (SLND)	
  for	
  paFents	
  with	
  

clinical	
  lymph	
  node	
  relapse	
  



SALVAGE	
  LYMPH	
  NODE	
  DISSECTION 



Salvage	
  stereotacFc	
  body	
  radiotherapy	
  (SBRT)	
  for	
  

paFents	
  with	
  limited	
  prostate	
  cancer	
  metastases	
  

(CyberKnife	
  image-­‐guided	
  stereotacFc	
  radiotherapy)	
  


