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1. Colorectal Cancer: do we have a health problem? 

2. Colorectal Cancer: one drug and a single physician  

3. Colorectal Cancer: multidisciplinary with multiple drugs  

General Improvement of Outcome! 

One drug for one patient? 

• The management of CRC – overview  



• CRC is a problem – epidemiology 

Cancer Incidence in Belgium 2008. Belgian Cancer Registry, 2011 

CANCER Incidence, n= Mortality, n= Male/Female 

 All 59996 26647 1.3 

 - Mean age at diagnosis: 67 (M) and 65 years (F) 

 Colorectal 8175 2930 1.5 

 - Mean age at diagnosis: 70 (M) and 72 years (F) 

- Ranking for frequency: 3rd (M, 13.8%); 2nd (F, 13.4%) 

- Ranking for mortality: 2nd (M, 10.3%); 3rd (F, 11.9%) 



• CRC: one drug and a single physician  

Surgeon 

5-Fluorouracil 

Prognosis 

http://upload.wikimedia.org/wikipedia/commons/e/e3/Fluorouracil.svg


• Introduction – the current management of CRC 

- Diagnosis and Staging 

- Multidisciplinary Team Decision 

- Therapeutic plan 

 local treatment 

 oncological surgery 

 radiotherapy 

 organ directed treatment 

 systemic treatment 

- Adequate Follow up 

Multidisciplinary 

Personalised 



 mColorectal Cancer (mCRC) – clinical presentation 
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 mColorectal Cancer (mCRC) – clinical presentation 

Metastatic 

Limited 
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 mColorectal Cancer (mCRC) – (r)evolution 

Metastatic 

Palliation Acute 

5-FU 

BSC 

Palliation Chronic 

Multidisciplinary 

Multi ‘optional’     

Curative 

6 mths 

> 5 yrs 



SURGERY  ORGAN DIRECTED  SYSTEMIC  

 primary tumor  RFA, RadioFrequencyAblation  chemotherapy 

 metastasis 
 chemoembolisation 

 drug eluting beads 
 ‘target’ therapy 

 radioembolisation  

 (tomo) radiation  

 mColorectal Cancer (mCRC) – (r)evolution 



 mColorectal Cancer (mCRC) – registered/future drugs 

Oral/IV 

Fluoropyrimidines 

Irinotecan 

Oxaliplatin 

Raltitrexed 

Bevacizumab 

Cetuximab 

Panitumumab 

Regorafenib 

Aflibercept 
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Hemoglobin 

(g/dl) 

Alk. Phosph. 

(U/l) 

AST 

(U/l) 

ALT 

(U/l) 

LDH 

(U/l) 

CEA 

(µg/l) 

12.4 

(12.0-15.0) 

173 

(53-141) 

34 

(< 31) 

43 

(< 34) 

1367 

(84-246) 

14507 

(< 3.0) 

- colonoscopy: stenotic tumor at 25 cm (sigmoid) 

- biopsy: moderately differentiated (G2) adenocarcinoma 
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• Introduction – impact on survival (multidisciplinary approach) 

Kopetz S et al. J Clin Oncol 2009;27:3677-3683  



0 5 10 15 20 25 

1. N Engl J Med 2000; 343:905-14; 2. Lancet 2000; 355:1041-7; 3. J Clin Oncol 2004; 22:23-30; 4. N Engl J Med 2004; 350:2335-42; 5. J Clin Oncol 2008; 26:2013-9; 6. J Clin Oncol 

2007; 25:1670-6; 7. Ann Oncol 2011; 22:1535-46; 8. J Clin Oncol 2011; 29:2011-9; 9. J Clin Oncol 2011; 29(Suppl):3510 (oral); 10. . J Oliner K, et al. Clin Oncol 31, 2013 (suppl; 

abstr 3511) (poster) 

12.6 Saltz1, 2000 5-FU/LV bolus 

14.1 Douillard2, 2000 5-FU/LV infusion 

14.8 Saltz1, 2000 IFL 

17.4 Douillard2, 2000 FOLFIRI (de Gramont or AIO) 

19.5 Goldberg3, 2004 FOLFOX 

22.6 Falcone6, 2007 FOLFOXIRI 

23.5* Van Cutsem8, 2011 FOLFIRI + cetuximab 

Overall survival (months) 

21.3 Saltz5, 2008 XELOX/FOLFOX + bevacizumab 

Informal comparison as these 

are not head-to-head clinical 

trials 

*KRAS WT population  

**RAS WT population 

22.8* FOLFOX + cetuximab Bokemeyer7, 2011 

Oliner10, 2013 FOLFOX + panitumumab 26.0** 

Hurwitz4, 2004 IFL + bevacizumab 20.3 

Douillard9, 2011 FOLFOX + panitumumab 23.9* 



• Introduction – impact on survival 

Kopetz S et al. J Clin Oncol 2009;27:3677-3683  



 Figure modified from Nordlinger B et al. Ann Oncol. 2009; 20: 985-992; 1. Saif  MW. et al. World J Gastroenterol. 2009; 15: 3855-3864 

First-line therapy for patients with liver metastases 

Upfront resectable 

(20–25%)1 

Curative surgery 

Chemotherapy  

 resection 

Borderline  

resectable 

Make eligible for  

curative surgery 

Chemotherapy 

± biologics 

Unresectable  

(75–89%)1 

Extend survival and 

maintain quality of life 

Chemotherapy 

± biologics 

Patient 

assessment 

Treatment 

goal 

Treatment 

strategy 

• metastatic colorectal cancer 



• metastatic colorectal cancer 



• metastatic colorectal cancer – resection 

Adam R et al. Ann Surg. 2004 ; 240(4): 644-57 



• metastatic colorectal cancer – induction therapy 

a) Potential Benefits 

b) Potential Disadvantages 

- To test chemoresponsiveness (potential prognostic indicator) 

- The potential elimination of micrometastatic disease 

- The possibility of tumor downsizing 

- The possibility of hepatic damage 

- The caveat of complete radiological/metabolic response 



• metastatic colorectal cancer – induction therapy 

Allan PJ et al. J Gastrointest Surg 2003;7:109-115 

 5-year survival 

Surgery Pre-operative CT 

• All patients  

– responders 

– non-responders 

35% 

  

43% 

85% 

35% 

- Retrospective study 

- Responsiveness of the tumour 
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• metastatic colorectal cancer – induction therapy 

- Regimen with objective response (OR) > 50% 

- Monitoring of patients during neoadjuvant therapy 

- Impact of toxicity on surgery 



• metastatic colorectal cancer – induction therapy 
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Chemotherapy Surgery Chemotherapy 

Karoui M et al. Ann Surg 2006;243:1-7 



• metastatic colorectal cancer – induction therapy 

1. Induction therapy 

- Regimen  : maximum response potential 

- Duration  : 3 to 4 months before surgery 

- Evaluation : CT (PET/CT?) every 6 to 8 weeks 

2. Bevazicumab added to chemotherapy regimen 

- Be carefull with prior radiotherapy or stenting 

- Bevacizumab-free window of 6 weeks before surgery 

3. Cetuximab added to chemotherapy regimen 

- No specific influence on timing or sequence of surgery 



First Second Third … 

• RAS mutant 
CT 

Beva + CT 

CT 

Beva + CT 

Afli + CT 

CT 

Regoraf. 
Regoraf 

 Study Protocols 

• RAS wild 

CT 

Beva + CT 

Cetu + CT 

Pmab + CT 

CT 

Beva + CT 

Cetu + CT 

Pmab ± CT 

Afli + CT 

CT 

Cetu + CT 

Pmab 

Regoraf 

Regoraf 

 Study Protocols 

CT=chemotherapy; Beva=bevacizumab; Cetu=cetuximab; Pmab=panitumumab; Afli=aflibercept; Regoraf=regorafenib 

 mColorectal Cancer (mCRC) – ‘current’ possibilities 



• metastatic colorectal cancer – palliative treatment 

- Chemoembolisation (1964); floxuridine, oxaliplatin 

- Local Ablative Therapies; RadioFrequency, Cryo, Laser,…  

- Drug-eluting Beads; irinotecan, doxorubicin 

- Radioembolisation; Yttrium-90 microspheres (SIR-Spheres, 

 TheraSpheres) 



Line of Treatment ‘OLD’ 

S PD 
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 Consolidation/Maintenance treatment 

1° line Consolidation 

S 
 Efficacy - PR/SD 

 Toxicity 

 ‘Holiday’ 

 R0 resection 

Cure, PD 

1° line ‘OLD’ 

S PD 

‘NEW’ 

S = start; PR = partial response; SD = stable disease; PD = progressive disease 



Douillard JY et al. WCGI 2013 

 Consolidation/Maintenance treatment – efficacy  
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‘The optimal treatment in the correct patient at the 

perfect moment in an experienced center’   

mCRC is a chronic disease 
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