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64 y/o male patient: More information 

• MRI: T3b, N? 

• EUS: likely N+ / suspect (single Ln., < 12mm) 

• Rigid proctoscopy: 8-11.5 cm ab ano 

• CT: no clear distant mets., 2 small pulmonary lesions 

• Biopsy: Adenocarcinoma 

• Molecular Pathology: RAS wild type 

• History: smoker for > 20 yrs (20 py), cessation for 5 yrs 

• No significant comorbidities  
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– Peripheral lung lesions without clear hypermetabolism 



Questions to the Board 

• More diagnostics? ( PET) ? 

– Peripheral lung lesions without clear hypermetabolism 

• Which treatment goal exists? 

• Which strategy as the initial step? 

– Pre-operative chemoradiation with 5FU or Capecitabine? 

–  Pre-operative chemoradiation with FP + Oxaliplatin? 

– 5x5 Gy RT? 

– Chemotherapy only ( Surgery) 

– No pretreatment, upfront Surgery?  
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64 y/o male patient: More information 

• preoperative CRT with Capecitabine/45 Gy 

• underwent LAR / TME 

• yCRM negative / R0 

• ypT3b N1, minimal pathohistologic regression 

• CT: Lung lesions: slightly increased in size 



Questions to the Board 

• Which adjuvant treatment? (if adjuvant) 

– None 

– Cape / FU 

– FU or Cape plus oxaliplatin 

• Which further treatment? (if suspected M+) 

– upfront surgery of lung lesions 

– „inductive“ chemotherapy only (e.g. FOLFOX) 

– „inductive“ therapy with chemotherapy plus bevacizumab 

– „inductive“ chemotherapy plus anti-EGFR? 



Back-up slides 



Mercury Study  
e.g. T3 Tumor: Correlation Pathology and MRI 

„In 273 (92.5%) of the 295 patients, the depth of tumor spread depicted on 
[...] MR images was within 5 mm of the histopathologic measurement.“ 



Local failure 

FFCD (%) 8% 

EORTC (%) 9% 

AIO/CAO/ARO (%) 6% 

Polish trial (%)      5x5 9% 

MRC CR 07 (%)   5x5 5% 

Dutch TME (%)    5x5 6% 

Local Control with RT and CRT 

Bosset 2006; Gerard 2006; Sauer 2004; Bujko 2006; Sebag-Montefiore 2006;  Peeters 2007  
 



Merkel et al, Int J Colorectal Dis 2001 

Gunderson et al, J Clin Oncol 2010 

Ouchi et al, Cancer 1996  
Dressen et al., Eur J Cancer 2009 

e.g. T3 tumors 



MRC CR 07 Trial:  
5x5 Gy „for all“ or selective adjuvant RChT ? 

RC <15cm ab ano, operable (by MRI) 

Randomisation PRE versus POST; n= 674/676 

5x5Gy 

Resection 

Pathology 

Resection 

Pathology 

CRM -ive CRM +ive 

Keine RT RT 45Gy +   
simult. ChT 5-FU 

Adjuvant Chemotherapy at „local standard“ 



MRC CR 07 Trial:  
5x5 Gy „for all“ or selective adjuvant RChT ? 

Quirke et al., Lancet 2009 



Sebag-Montifiore et al., Lancet 2009 
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Sebag-Montifiore et al., Lancet 2009 

MRC CR 07 Trial:  
5x5 Gy „for all“ or selective adjuvant RChT ? 

 



CR07 : Local recurrence by T3 substage 

N=184 N=309 N=150 

 3% vs 6% 

 3% vs 10% 

10%vs 22% 

T3a <=1mm 

 

T3b >1-5mm 

 

T3c>5-15mm 



Sebag-Montifiore et al., Lancet 2009 

MRC CR 07 Trial:  
5x5 Gy „for all“ or selective adjuvant RChT ? 
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Does Oxaliplatin improve results of RCT? 

Rödel, Liersch, Arnold et al., Lancet Oncol 2012 



5-FU bolus OP RCTx + 5FU 

mFOLFOX6 OP RCTx + Oxal 

R 

Δ ~ 4.5 % 

Disease free survival Overall survival 

AIO/AROCAO-04 

Rödel et al., Lancet Oncol 2015 



PETACC6:  

EORTC GITCG, AIO, 

AGITG, EORTC ROG, 

BGDO and FFCD 

(years)
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124 547 468 347 129 24 0

121 547 430 322 131 22 1

Cape+RT

Cape+Oxali+RT

Cox model adjusted for stratification factors (except center) 

       HR = 1.04; 95% CI : (0.81,1.33) 
       P-value = 0.781 
3-year DFS: 74.5% in Cape+RT vs. 73.9% in Cape+Oxali+RT  
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57 547 465 378 151 25 1

Cape+RT

Cape+Oxali+RT

HR = 1.31; 95% CI : (0.89,1.93) 
      P-value = 0.179 
3-year OS: Cape+RT: 89.5%  
Cape+Oxali+RT: 87.4%  

Capecitabine OP RCTx + Cap 

CAPOX OP RCTx + CAPOX 

R 

Disease free survival Overall survival 

Schmoll, et al., ASCO 2014 



Disease free survival  Overall survival  

Hofheinz et al., Lancet Oncol 2012 

Capecitabine vs. 5-FU bolus  
perioperative treatment of rectal cancer 

p=0.035 



Breugorn et al., Lancet Oncol 2015 
Distant relapse free survivalc 



Breugorn et al., Lancet Oncol 2015 
Disease free survival 



Breugorn et al., Lancet Oncol, 2015 
Cervantes et al., Lancet Oncol, 2015 

• After which radiotherapy / chemorad? 

• „high risk“ population? (stage III, different staging 

systems,....) 

• Individual trials underpowered 

• Chemotherapy suboptimal 

• ..... 

 

Metaanalysis on chemotherapy in LARC: 
Discussions 



5-FU (bolus) 
OP RCTx 

FOLFOX 

R 5-FU ADORE  

  

Disease free survival; (ITT) 

Hong, et al., ASCO 2014 



Remaining functional  

status 

Risk for relapse 

- Size? 

- Nodal status? 

- Tumour markers? 

- (response to) CRT?  

(Prognostic) factors for distant failure 

Technical Resectability 

and relapse free survival 

Chemorad 
5FU/Capecit

abin 

Chemorad 
5FU/Capecit

abin 
+ 

Oxaliplatin? 

RT (5x5) 
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FOWARC: Design 

Deng et al., ASCO 2015; #3500 

1° Endpoint: 3y DFS (60  75%) 



FOWARC: Results 

Deng et al., ASCO 2015; #3500 



Deng et al., ASCO 2015; #3500 

FOWARC: Results 



Thank you for your attention! 

arnold@tumorbio.uni-freiburg.de 
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