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 Statement : Esophagus 
…from Medical Oncologist’s Perspective   



Esophagus 

v  RT 50.4 Gy + CDDP-5FU 
v  RT 50.4 Gy + CDDP/Taxani 
v Primary Endpoint: p CR  



	  
TARGET	  THERAPY	  +	  RT:	  :	  phase	  III	  trial	  

§ 	  phase	  2	  trial	  primary	  End-‐point:	  proporDon	  of	  paDents	  who	  were	  treatment	  failure	  free	  at	  	  	  	  
	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  week	  24	  
	  
§ 	  phase	  3	  trial	  primary	  End-‐point:	  OS	  

CRT	  alone	  cisplaDn	  60	  mg/m²	  (day	  1)	   	  	  
	  	  capecitabine	  625	  mg/m²	  twice	  daily	  
	  	  (days	  1–21)	  for	  4	  cycles.	  	  
	  	  Cycles	  three	  and	  four	  were	  given	  
	  	  concurrently	  with	  RT	  (50	  Gy	  in	  25	  fr.)	  

	  
	  CRT	  	  +	  CETUXIMAB	  

Recruitment	  was	  stopped	  without	  conDnuaDon	  to	  phase	  3	  

N=	  258	  pts	  

R	  

non-‐metastaDc,	  	  
(adenocarcinoma,	  	  
squamous-‐cell,	  	  
or	  undifferenDated;	  	  
WHO	  status	  0–1;	  	  
stage	  I–III	  disease)	  	  	  
selected	  to	  definiDve	  CRT	  

Esophagus 



The	  addiDon	  of	  Cetuximab	  
increased	  toxicity,	  
reduced	  delivery	  of	  standard	  
chemoradiotherapy,	  
and	  was	  associated	  with	  a	  
significant	  reducDon	  
in	  overall	  survival	  
	  
The	  use	  of	  Cetuximab	  in	  
combina1on	  with	  cispla1n	  and	  
capecitabine-‐based	  defini1ve	  
chemoradiotherapy	  in	  pa1ents	  
with	  localised	  oesophageal	  
cancer	  cannot	  be	  recommended	  

OS	  

	  
TARGET	  THERAPY	  +	  RT	  

Esophagus 



Esophagus 

v  Primary Endpoint: p CR ≥ 35% 

v   Results:  p CR :  33% and near-p CR: 20.4% 



 Statement : EG-junction 
…from Medical Oncologist’s Perspective   







 Statement : Stomach 
 



Stomach 
 

Primary outcome:  DFS 



Stomach 
 



Stomach 
 



Pts undergoing surgery 
3 yrs:  73% 

3 yrs:  50% 
3 yrs:  41% 



Stomach 
 Courtesy by F. Cellini 



 Statement : Rectum 
 



 Statement : Rectum 
 



Rectum:  
tracking Survival improvement !!! 

= 
On what we have to point  ??? 
 
By which method  ??? 
 



	  Between	  February	  2003	  and	  January	  2008	  
	  prospecDve	  mulDcentre	  cohort	  study	  
	  
AIM:	  	  
to	  evaluate	  whether	  a	  differenDated	  treatment	  of	  rectal	  cancer	  based	  on	  MRI	  can:	  	  
Ø Reduce	  the	  number	  of	  incomplete	  resecHons	  and	  local	  recurrences	  
Ø Improve	  	  Recurrence-‐	  free	  	  and	  	  Overall	  survival.	  

	  
MRI	  -‐	  2013	  

MRI	  



MRI	  	  
REVIEW	  2013	  

AIM:	  to	  review	  the	  state	  of	  evidence	  for	  MRI-‐based	  treatment	  decision	  for	  
preoperaHve	  RT	  versus	  TME	  alone	  in	  stage	  II–III	  rectal	  cancer.	  

	  FIRST	  RESULTS	  OF	  MRI-‐BASED	  TREATMENT:	  
	  
ü 	  MERCURY	  Study:	  LRR	  3%;	  quality	  of	  surgery;	  	  only	  65	  pts	  Stege	  II-‐III;	  pN+	  
	  
ü 	  OCUM	  Study:	  no	  available	  data	  on	  LRR	  	  and	  SVV;	  quality	  of	  surgery	  
	  
ü 	  MRC	  C07:	  LRR	  4%	  vs.	  10.6%	  for	  preop	  RT	  (5X5);	  	  p	  N+;	  quality	  of	  surgery;	  	  Stage	  I-‐III	  
	  
ü 	  Dutch	  TME	  Trial:	  10	  yrs	  LRR	  Stages	  III:	  5%	  vs.	  17%	  for	  preop	  RT	  (5X5);	  p	  N+	  impact	  
	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  quality	  of	  surgery	  
	  	  
ü 	  TME	  Without	  Radiotherapy—Norwegian	  Rectal	  Cancer	  Project:	  high	  LRR;	  p	  N+	  
	  

.	  



Conclusions	  
	  

RouDne	  use	  of	  MRI	  staging	  is	  recommended	  
but	  

Current	  evidence	  does	  not	  support	  the	  omission	  of	  neoadjuvant	  RT	  treatment	  for	  
stage	  II–III	  rectal	  cancer	  on	  the	  basis	  of	  an	  MRI-‐predicted	  negaDve	  CRM	  

	  
Randomized	  studies	  are	  warranted	  to	  clarify	  whether	  and	  for	  which	  subgroups	  TME	  

alone	  is	  safe	  in	  terms	  of	  local	  recurrences	  

M.-‐L.	  SauLer-‐Bihl	  et	  al.	  Ann	  Surg	  Oncol.	  September	  2013	  



	  NODAL	  	  
STAGING	  

Criteria: - contrast uptake 
               - LFN size 
               - LFN shape 

Promising initial results but 
no longer available on the  
market 



	  
	  

	  
Ø 13	  (group	  I)	  underwent	  a	  primary	  staging	  gadofosveset	  MRI	  (1.5-‐T)	  followed	  by	  
surgery	  (±	  preoperaHve	  5	  ×	  5	  Gy	  
Ø 58	  (group	  II)	  underwent	  both	  primary	  staging	  and	  restaging	  gadofosveset	  MRI	  
afer	  CRT	  long	  course,	  followed	  by	  surgery.	  	  
	  

	  NODAL	  	  
STAGING	  



	  
§ 	  between	  January	  1990	  and	  December	  2007	  
§ 	  449	  paHent	  stage	  III	  rectal	  cancer	  located	  	  
within	  12	  cm	  from	  the	  anal	  verge	  
§ curaHve	  resecHon	  +	  	  adjuvant	  chemoradiotherapy	  

CRM-‐posiHve	  group(n=79	  -‐	  17.6%)	  	  
	  
CRM-‐negaHve	  group	  (n=370	  -‐	  82.4%)	  	  

AIM	  
	  
to	  examine	  the	  prognosDc	  impact	  of	  CRM	  involvement	  in	  stage	  III	  rectal	  cancer	  	  

CRM	  	  
VALUE	  



§ 	  CircumferenHal	  resecHon	  margin	  (CRM)	  appears	  as	  a	  new	  powerful	  prognosHc	  
factor	  of	  survival	  afer	  surgery	  for	  rectal	  cancer	  (CRM	  >	  1	  mm)	  	  
	  
§ 	  Few	  data	  about	  CRM	  in	  	  preop	  	  RT-‐CT	  plus	  Surgery	  with	  TME	  

	  Aim:	  to	  evaluate	  predicDve	  factors	  	  of	  	  posiDve	  CRM	  	  following	  preoperaHve	  
radiochemotherapy	  	  in	  	  the	  	  phase	  III	  trial	  ACCORD12/0405	  PRODIGE	  2,	  a	  French	  
mulHcenter	  randomised	  trial	  

R	  

RT	  (45	  Gy)	  +	  capecitabine	  

RT	  (50	  Gy)	  +	  	  capecitabine	  plus	  oxaliplaDn	  
598	  pts	  
T3	  –	  T4	  

CRM	  was	  available	  	  
in	  390	  pts	  

	  
CRM	  was	  posiDve	  

	  in	  30	  pts	  
	  

Quality	  of	  Surgery	  
(Surgical	  plane)	  

Rullier	  A.	  et	  al	  European	  Journal	  of	  Cancer	  (2013)	  49,	  82–	  89	  	  

CRM	  	  
VALUE	  



• 	  Review	  of	  Memorial	  Sloan-‐Kemering	  Cancer	  Center	  database	  from	  1998	  to	  2007	  	  
• 	  563	  paHents	  with	  locally	  advanced	  rectal	  cancer	  (T3/T4	  and/or	  N1)	  receiving	  nCRT,	  
followed	  afer	  6	  weeks	  by	  TME.	  

CONCLUSION:	  
	  
§ 	  CRM	  ≤1	  mm	  is	  an	  independent	  risk	  factor	  for	  local	  recurrence	  	  	  
	  	  	  and	  is	  considered	  a	  posiDve	  margin	  
	  
§ 	  CRM	  ≤	  2	  mm	  was	  associated	  with	  distant	  recurrence,	  	  
	  	  	  independent	  of	  pathological	  tumor	  and	  nodal	  stage.	  

CRM	  	  
VALUE	  



Kluza	  E	  et	  al	  Eur	  Radiol	  2013	  	  

AIM:	  To	  determine	  retrospecHvely	  the	  diagnosHc	  value	  of	  T2-‐	  weighted	  
signal	  intensity	  evoluDon	  	  for	  detecHon	  of	  complete	  response	  to	  
neoadjuvant	  CRT	  

p	  CR	  	  
predicDon	  



p	  CR	  	  
predicDon	  



• 	  relaDonship	  between	  radiaDon	  dose	  and	  tumor	  regression	  
• 	  222	  paDents:	  	  

CRT	  (60	  Gy	  in	  30	  fracHons)	  
	  +	  	  

brachytherapy	  boost	  	  
(5	  Gy	  in	  a	  single	  fracHon)	  

locally	  advanced	  T3	  rectal	  cancers	  	   T3	  and	  T4	  rectal	  cancers	  

CRT	  (50.4	  Gy	  in	  28	  fracHons)	  
	  +/-‐	  	  

brachytherapyboost	  	  
(10	  Gy	  in	  2	  fracHons)	  

p	  CR	  	  
Dose-‐Response	  

Model	  



	  Kopetz	  S.	  Asco.org/edbook	  |2013	  ASCO	  EDUCATIONAL	  BOOK	  	  

p	  CR	  	  





Anal  Cancer 

Remark !! 



Remark !! 



Gynecological Cancer 



AIM:	  to	  determine	  the	  efficacy	  of	  neoadjuvant	  chemotherapy	  in	  paHents	  with	  FIGO	  stage	  IB1	  to	  
IIA	  cervical	  cancer	  when	  compared	  with	  primary	  surgery.	  	  The	  aim	  of	  this	  meta-‐analysis	  was	  to	  
evaluate	  the	  efficacy	  of	  NCT	  for	  decreasing	  intermediate-‐	  or	  high-‐risk	  factors	  and	  the	  need	  for	  
adjuvant	  RT,	  and	  for	  improving	  disease	  recurrence	  and	  survival	  when	  compared	  with	  primary	  
surgery.	  

H.S.	  Kim	  et	  al.	  /	  EJSO	  39	  (2013)	  115e124	  



CARCINOMA	  CERVICE	  UTERINA:	  
METANALISI	  2013	  

• 	  5	  randomized	  controlled	  trials	  	  
• 	  4	  observaHonal	  studies	  included	  	  
• 	  (N=	  1784	  paHents)	  

Neo-‐ad	  CT	  was	  associated	  with	  lower	  rates	  of:	  	  
large	  tumor	  size	  (4	  cm),	  	  

lymphovascular	  invasion	  	  
deep	  stromal	  invasion,	  

than	  primary	  surgery	  in	  all	  studies.	  
There	  were	  no	  differences	  between	  the	  two	  treatments:	  
• in	  overall	  and	  loco-‐regional	  recurrences,	  
• in	  progression-‐free	  survival	  
• 	  in	  overall	  survival.	  

CONCLUSION:	  Neo-‐ad	  CT	  may	  have	  the	  possibility	  to	  reduce	  
the	  need	  of	  adjuvant	  RT	  by	  decreasing	  risk	  factors,	  in	  spite	  of	  
no	  difference	  in	  survival	  between	  the	  two	  treatments.	  

H.S.	  Kim	  et	  al.	  /	  EJSO	  39	  (2013)	  115e124	  

Cervical	  
cancer	  



Cervical	  
cancer	  

R	  

BOMP	   	  bleomycin	  7mg	  days	  1–5,	  	  
	  vincrisHne	  0.7mgm2	  day	  5,	  	  
	  mitomycin	  7mgm2	  day	  5,	  	  
	  cisplaHn	  14mgm2	  days	  1–5,	  
	  every	  3	  weeks	  for	  2	  to	  4	  cycles	  

phase	  III	  trial	  	  
Aim:	  to	  determine	  whether	  neoadjuvant	  
chemotherapy	  before	  radical	  surgery	  
improves	  overall	  survival	  in	  paHents	  with	  
stage	  IB2,	  IIA2,	  or	  IIB	  squamous	  cell	  carcinoma	  
of	  the	  uterine	  cervix	  	  

Katsumata	  N,	  et	  al.Bri1sh	  Journal	  of	  Cancer	  (2013)	  108,	  1957–1963	  



Cervical	  
cancer	  

Katsumata	  N,	  et	  al.Bri1sh	  Journal	  of	  Cancer	  (2013)	  108,	  1957–1963	  

PRIMARY	  EP:	  

Conclusion:	  Neoadjuvant	  chemotherapy	  
with	  BOMP	  regimen	  before	  RS	  did	  not	  
improve	  overall	  survival,	  but	  reduced	  the	  
number	  of	  paHents	  who	  received	  
postoperaHve	  RT.	  



Bladder 



Bladder 
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