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 3rd most common Ca in Australia 

 1 in 12 would develop CRC by age 85 
 Incidence projected to increase w aging population 

 
 2nd leading cause of Cancer death after Lung Ca 

 
 40% of Colorectal Ca occurs in the Rectum 

 
 National Bowel Screening Program (2006) 

 Limited one-off test for age 50,55,and 65 

 

Colorectal Ca 



Stage information for Rectal Cancer 



 Surgical technique : TME 

 

 Imaging technique 

 Stage migration  

 Better evaluation of localized disease  

 

 Movement to pre-op Therapy 

 

Timeline progression 



 Stage 1 ( T1-2 N0) 

  surgery alone 

 

 Stage 2-3 (T3-4 or Node positive) :  

 pre-op chemorad tx– surgery – 4-6 mths postop chemo 

 

 Preop Imaging w MRI essential  

 

Standard of Care 



 Neoadjuvant Chemoradtx 

 Surgery : TME  

 Adjuvant chemo 

 

S2& S3 Rectal Cancer 

Issues:  

• Benefit of Radtx in addition to TME? 

• Chemoradtx before / after surgery? 

• Radtx  vs  Chemoradtx? 

• What Type of Chemotherapy? 



Dutch Colorectal Cancer Group 

 

 1861 Pt w rectal Ca, Ramdomized to : 

 25 Gy in 5# + TME 

 TME alone 

Benefit of Radtx  

Kapitejin et al. N Engl J Med 2001 



Dutch Colorectal Cancer Group 

Kapitejin et al. N Engl J Med 2001 

            2% vs 8%  
local recurrence at 3 yrs 



 



 Pt w Stage 2 and 3 Rectal Ca would receive significant 
benefit from  

                             pre-op Radiotherapy 

 

 However 

 In patients with S2 disease with  high rectal Ca ? 

DCCG Study - Conclusions 



 German Rectal Trial  

Chemoradtx: Pre-op vs Post-op 

Sauer et al. N Engl J Med 2004 

50.4Gy in 28# 
5FU 1g/m2 daily for 5 days, W1 & W5 



Sauer et al. N Engl J Med 2004 



 

GRT -results 

Sauer et al. N Engl J Med 2004 



GRT -results 

Sauer et al. N Engl J Med 2004 



 

Sauer et al. N Engl J Med 2004 



German Rectal Trial - conclusions 

PRE-op 
Chemoradtx 

POST-op 
Chemoradtx 

P value 

5-yr Local recurrence 6% 13% 0.006 

5-yr Overall survival 76% 74% 0.8 

Sphincter-preservation surgery 39% 19% 0.004 

Toxicity profile- acute 27% 40% 0.001 

Toxicity profile – long-term 14% 24% 0.01 

Sauer et al. N Engl J Med 2004 



German Rectal Trial at 11 yrs now 

Sauer et al. JCO 2012 



 

Sauer et al. JCO 2012 Sauer et al. N Engl J Med 2004 



 

Sauer et al. JCO 2012 Sauer et al. N Engl J Med 2004 



Neoadjuvant Chemoradiation 

 is the  

preferred option 

Timing of Chemoradtx 



In Neoadjuvant setting 

 

What about  

 Radtx alone  vs  Chemoradtx?  

MORE Questions 



 

 Resectable T3-T4 Tumour 

 Pre-op radtx 45 Gy 

 Pre-op 5-FU bolus on wk1 &wk5 

 Primary End Point = OS 

 

EORTC 22921 

Bosset et al.  N Engl J Med 2006 



EORTC - results 

Bosset et al.  N Engl J Med 2006 



 

EORTC - results 

Bosset et al.  N Engl J Med 2006 



 

FFCD 92-03 

Gerard et al.  JCO 2006 



Bosset et al.  N Engl J Med 2006 

Gerard et al.  JCO 2006 



 
 Preop-radiotherapy alone had higher local recurrence rate, 

however not affecting the overall survival. 
 

 Addition of Chemotherapy confers significant benefit in 
local control 
 

 critisism 
 only 36% receive TME,  
 Bolus 5FU 

 
 

 

conclusion from EORTC & FFCD 



Now that we established that  

neoadjuvant chemoradtx is necessary and beneficial,  

 

What About 

      The use of  Capecitabine? 

      The addition of Oxaliplatin? 

More, MORE Questions! 



NSABP-R-04:  

P3 Randomized Study in US 

1608 pt w Clinical S2/3 Rectal Ca ,  

undergoing pre-op Radtx  (45Gy + boost) + 

1)Continuous infusion 5-FU  

2)Continuous infusion 5-FU+ oxaliplatin 

3)Capecitabine (825mg/m2 BD 5 days/wk) 

4)Capecitabine  + Oxaliplatin (50mg/m2/wk x 5) 

 

Primary End point: pCR, SSS, surgical downstaging 

Capecitabine / infusional 5 FU 

Roh et al.  ASCO, 2011 



 NO Sig Difference btw 5FU vs CAPE regimen 

 No Sig Difference btw regimens with or without OX 

 Increase G3/4 toxicity w Ox 

 

 

Interim Results 

Roh et al.  ASCO, 2011 



Hofheinz et al 

 Non-inferiority P3 study of 401 pt  w S2,S3 Rectal Ca,  
all pt receive pre-op radtx +  

 2 arm (CAPE vs 5 FU)  

 2 Strata (Neoadjuvant vs adjuvant) 

 

 Primary End point : OS 

 2nd End points : DFS and safety 

Capecitabine / infusional 5 FU-2 

Hofheinz et al.  ASCO, 2011 



Hofheinz et al - result 

 CAPE not inferior to 5FU regimen in 5 yrOS 
 Significant difference in 3 yr DFS, favouring CAPE 
 Neoadjuvant better tolerated + improve nodal downstaging 

 Hofheinz et al.  ASCO, 2011 



 capecitabine = CVI 5FU in preop CRT  

 

 The addition of oxaliplatin DID NOT improve 
preliminary outcomes but added significant toxicities 

 

 Mature data to follow 

NSABP-R-04 + Hofheinz et al 

Roh et al.  ASCO, 2011 

Hofheinz et al.  ASCO, 2011 



 Surgery : TME is SOC 

 

 In Neoadjuvant setting :  

 Pre- op > Post-op Chemoradiation therapy 

 CAPE = 5FU regimen  

 Addition of Oxaliplatin increase toxicity 

 

 

Finally 
In S2, S3 Rectal Cancer 



Thank you 



 

Additional Slides 



MOSAIC study 

 P3 study in Europe 

 2246 pt w S2, S3 Colon Ca 

 FL +/- Oxaliplatin for 6 mth 

 De Gramont Regimen 

 1’ end point was DFS 

Adjuvant Chemotherapy  

NSABP C-07 

 P3 study in US 

 2407 Pt w S2, S3 Colon Ca 

 FL +/- Oxaliplatin for 6 mth 

 Roswell-Park Regimen 

 1’ end point was DFS 

 

 

Andre et al. N Engl J Med 2004 Kuebler et al. JCO 2007 

Derived From :  



 Significant DFS at 3 yrs 
       (77.8% vs. 72.9%; P = .01) 
       in favour of FOLFOX4 
 No significant difference in OS 

 

chemotherapy 

HR 0.77 

 Significant DFS at 4 yrs 
       (73.2% vs. 67%; P = <.004) 
       in favour of FLOX 
 No significant difference in OS 

 
Andre et al. N Engl J Med 2004 Kuebler et al. JCO 2007 



 

 Current Gold-standard adjuvant chemotherapy 
schedule is extrapolated from Colon Ca Trial 

 

  Oxaliplatin-based Chemotherapy 

Adjuvant Chemotherapy 



MOSAIC – De Gramont Regimen 
 FOLFOX 4: 2 hr 200 mg/m2 leucovorin, bolus 5FU 

400mg/m2 then 22hr 600mg/m2 5 FU on 2 consecutive 
days every 14 days for 12 cycle 

 +/-  2 hr  oxaliplatin 85mg/m2 
 

NSABP-C-07 – Roswell Park Regimen 
 FLOX : 2 hr leucovorin 500mg/m2, bolus 5FU 500mg/m2 

D1,8,15,22,29, 36 then 2 wk rest period  
 +/- 2 hr oxaliplatin 85mg/m2 on D1, 15,29 of 8 wk cycle 

MOSAIC vs NSABP-C07 



 


