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•  5-FU-based CMT efficacy in Post-op 
(GIST,NEJM 1985; Mayo-NCCTG,NEJM 1994) 

 

•  Pre-op CMT preferred to post-op  
     (German Trial, NEJM 2004) 
 

•  RT still necessary, despite TME  
   (Dutch Trial, NEJM 2001; MRC CR07, Lancet 2009 ) 
 

•  Pre-op 5-FU-based CMT > Pre-op RT 
   (EORTC, NEJM 2006; FFCD,JCO 2006; Polish T, R&O 2005; 
      Italian Trial, ESTRO 2010) 

Preop CT-RT and TME Surgery 
           Standard Treatment 
           Preop SCRT-TME 

  Imaging-Path-Surgery-CMT 
 



5% 

11% 

Postop complications: 48% vs 41%  p .008 

Postop  mortality: 3.3% vs 2.6%   p .49  

More long-term  bowel disfunction 

 

Stage II-III 
Preop SCRT+TME vs TME 
 



G3+ Acute Toxicity:  40% vs 28%  p .001 

G3+ Late Toxicity:     24% vs 14%  p .01  

Sphincter Saving S:  20% vs 39%  p .004 

 

Stage T3-T4 
Preop vs Postop RT + ciFU 
Surgery + FU x 4 cycles 
 



No improvement in DFS and Overall Survival  

58.4% of patients received 3 to 6 cycles of planned 
adjuvant chemotherapy 

 

Stage T3-T4 
Preop RT + FU-LV  
+/- Adjuvant FU-LV x 
6 cycles 
 



Adjuvant FU-based CT after preop RT+/-CT did no improve 
either local recurrences or DFS and Overall Survival 

… only 43% of patients adhered to planned adjuvant 
chemo 

 

Stage T3-T4 
Preop RT +/- FU-LV 
+/- Adjuvant FU-LV x 
4 cycles 
 



RCTs including Oxaliplatin in preop CT-RT 
Study        Therapy     N pts     RTdose (Gy)   pCR    
 
STAR 01            5FUci                   379                50.4                 16%  
                           5FUci-OX            368                  50.4                 16%   
ACCORD           Cape                    299                45                    13.9%  
                           Cape-OX             299                   50                   19.2%  
CAO/ARO 04     5FUci                   637                50.4                 13.1%  
                           5FUci-OX            628                  50.4                 17.6% 
 

NSABP R04       5FUci+/-OX         719                50.4                 18.8%  
                           Cape +/-OX         707                  50                    22.2% 
 

INTERACT*       Cape                    265                55                    31.4%  
                           Cape-OX             253                  50.4                 30.8% 
 

*T3 tumors only 
Adjuvant Chemotherapy FU/LV or FOLFOX 



 

Preop RT + FU+/-Oxa 
TME + FU or FOLFOX  
 

p=0.03 mFup 50   p=NS 

 About 80% of patients received the planned 
adjuvant chemotherapy 

G3-G4 acute toxicity 36% 





Capecitabine 1300 mg/m2 chrono* 

Oxaliplatin:130mg/
m2130mg/m2/day 

vs 

cT3 N0 

6 weeks pelvic MRI :  

if yT0-1 

TEM 

 

 

       if TRG 1-2 

           STOP 

*1/4  ore  8.00 
 1/4  ore 18.00 
 2/4  ore 23.00 

INTEnsification Radiotherapy with Accelerated fractionation or ChemoTherapy 

INTE.R.A.CT - LEADER TRIAL 

Capecitabine 1650 mg/m2 chrono* 

T3 
if TRG 3-5 

TME 

50 Gy 

55 Gy 

Adjuvant CAPE or 5FU/LV 
if N+ or TRG 3-5 

UCSC-Roma; Univ-Padova; CRO-Aviano 
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  mFup 36 mos(12-63) 

 
- No LR for 42/63 pts who 
followed rules of Protocol 
- 2 Recurred pts(pT2) had surg 
salvage (<5%) 
 



Results: TRG (Mandard)    

                    TRG1     TRG2     TRG3   TRG4-5     

XeloxRT      28%          18%          35%        9% 

XelacRT      29%           25%         28%       10%              

 

      Capecitabine based preop-ChemoRT in    .          
  Rectal Cancer intensified by RT or Oxaliplatin: 
                       The INTERACT Trial 

Valentini V et al. ESTRO 2014  

TRG1-2: 46% vs 55% 

pT0N0: 26% vs 23.5% 

p=0.113 



Toxicity*    

                    Hemat.      GI        Neurologic        

XeloxRT      18%          29%          22.5%        

XelacRT      8.5%          16%          4%                     

 

      Capecitabine based preop-ChemoRT in    .          
  Rectal Cancer intensified by RT or Oxaliplatin: 
                       The INTERACT Trial 

Valentini V et al. ESTRO 2014  

*any G toxicity, NCI-CTC criteria  

 Xelox vs Xelac dose reduction  p<0.001 

p=0.002 p=0.001 p=0.001 



RECTAL CANCER 
Risk Group Definition on Pooled Analysis 

   Stage  5 yrs OS 

Intermediate  T1-2 N1  74-85% 
Risk    T3 N0   

Moderate   T1-2 N2  43-70% 
Risk    T3 N1   

   T4 N0   

High Risk   T3 N2  25-57% 
   T4 N1   

Surg +/- Post-op CT/RT; NCCTG - NSABP - INT 114 (Pooled Data) Pts 3745 
Gunderson LL et al, IJROBP 2004 

 
Al-Sukhni et al. Ann Surg Oncol 2012, 19(7):2212-23 



S 

Oxaliplatin 

xeloda 

Poor Risk: ≥ 5mm into perirectal fat  
   or ≤ 1mm to mesorectal fascia 
   T3 at or below levators 
   T1-4N2      

CR+PR:    
88% 

CR+PR:    
97% 

pCR:24% 

Oxa: 130 mg/m2/d  
Cape: 2000 mg/m2/d 

  

Cape: 1650 mg/m2/d 
RT:45 Gy+ 9Gy boost  

Cape: 2000 mg/m2/d 





INDUCTION CHEMOTHERAPY 

D1 D22 

…x4 

Patients with MRI defined poor-risk rectal cancer 

T 
M 
E 

R 
D1 D22 

…x4 

D1 D22 

…x4 

D1 D22 

…x4 

Oxa: 130 mg/m2/d  
Cape: 2000 mg/m2/d 

    Cetuximab: 400 mg/m2 D1 than 250 mg/m2 weekly 
 

Cape: 1650 mg/m2/d 
RT:45 Gy+ 9Gy boost  

Oxa: 130 mg/m2/d 
Cape: 2000 mg/m2/d 

Phase II 
n=164 

EXPERT-C 



K-RAS WT 



Fernandez-Martos et al. JCO 2010 



Spanish GCR-3 Phase II Randomized Trial 

Fernandez-Martos C et al. Ann Oncol 2015 

Patients 108  

Resectable 
T3-T4 N+ 





Stage II-III Rectal Cancer 
Primary enpoint: pCR 







Patients 32  

Stage II-III 

Selected use preop 
CT-RT after 
FOLFOX-Bev 



Patients 32 
 

R0 rate  100%  
pCR 25% 
 
4yrs OS   91% 
4yrs DFS 84% 

 
mFup 53 mos 



                           PROSPECT Phase II-IIITrial  

Preop Chemotherapy alone or Chemo-
Radiotherapy    .                           T3-T4 Rectal Cancer 

Alliance for Clinical Trials in Oncology (US-Canada) 



 

Pt age <70 yrs  
Mid-Low Rectum 
T3 (>5mm) N0-2,M0 
EMVI + 
MRF - 

 

 

Primary endpoint: 
                   pCR 
Secondary endpoints: 
                   Safety 
                   Tolerance  

                   Feasibility 
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