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Incremental Improvements in Overall Survival in the Last Decade 

Saltz, NEJM 2000 5-FU bolus 

Douillard, Lancet 2000 5-FU infusion 

Saltz, NEJM 2000 IFL 

Douillard, Lancet 2000 FOLFIRI 

Goldberg, JCO 2004 FOLFOX 

Hurwitz, NEJM 2004 IFL + bevacizumab 

Tournigand, JCO 2004 FOLFOX followed by FOLFIRI 

Douillard, JCO 2009 FOLFOX + panitumumab 

VanCutsem, NEJM 2009 FOLFIRI + cetuximab 

OS (months) 

Saltz JCO 2008 FOLFOX + bevacizumab 

FOLFOX + cetuximab Bokemeyer, Ann Onc 2011 22.8 

23.9 

23.5 

Douillard NEJM 2013 FOLFOX + panitumumab RAS Wild-type 26 



Unresectable mCRC treatment in 2013 

• Median expected OS: 20-30 months 

• Most of the patients will receive several lines 

of treatment 

– From 100 in 1st line 

• 60-70 will receive a 2nd line 

• 30-40 will receive a 3rd Line 

• 15-20% will receive 4+ lines 



Schmoll H J et al. Ann Oncol 2012;23:2479-2516 



Groups according to clinical presentation 
ESMO Consensus Conference 2011 Schmoll H J et al. Ann Oncol 2012;23:2479 

 

Groups Clinical Criteria 

Group 0 Upfront resectable metastasis, 

 

Goal: cure, reduced relapse rate 

Group 1 Potentially resectable metastasis 

 

Goal: Objective Response, tumor shrinkage.  

Group 2 Multiple metastasis, rapid progression, associated symptoms  even 

in patients without major co-morbidities 

 

Goal: Disease control, symptom improvement.  

 

Group 3 Multiple metastasis or organ involved, definitely never resectable, 

Mild symptoms associated, co-morbidities 

 

Goal: Disease control, increased survival with preserved quality of 

life, regimen with mild toxicity profile prefered..  



Clinical Groups 0 and 1 

Clinical presentation Treatment aim Treatment intensity 



Clinical Groups 2 and 3 

Clinical presentation Treatment aim Treatment intensity 



Hierarchy of factors for definition of treatment aim/group.  

Schmoll H J et al. Ann Oncol 2012;23:2479-2516 



Factors influencing the choice of 1st-line treatment (1) 

in group 1, 2 and 3 



Factors influencing the choice of 1st-line treatment (2) 

in group 1, 2 and 3 



1st-line options according to clinical groups 
Group RAS wild-type Recommendationa RAS mutant Recommendationa 

1 

FOLFIRI + Cet +++ FOLFOX/XELOX + Bev +++ 

FOLFOX + Pan/Cet +++ FOLFOXIRI ++(+)b 

FOLFOX/XELOX + Bev ++(+) FOLFIRI/XELIRI + Bev ++(+)c 

FOLFOXIRI ++(+)b FOLFOX/XELOX + 

FOLFIRI/XELIRI + Bev ++(+)c FOLFIRI/XELIRI + 

FOLFOX/XELOX + IRIS + 

FOLFIRI/XELIRI + 

IRIS + 

2 

FOLFIRI + Cet +++ FOLFOX/XELOX + Bev +++ 

FOLFOX + Pan/Cet +++ FOLFIRI/XELIRI + Bev ++(+)c 

FOLFOX/XELOX + Bev +++ FOLFOX/XELOX ++ 

FOLFIRI/XELIRI + Bev ++(+)c FOLFIRI/XELIRI ++ 

FOLFOXIRI +(+)b FOLFOXIRI ++b 

FOLFOX + Cet +(+) IRIS + 

FOLFOX/XELOX + 

FOLFIRI/XELIRI + 

IRIS + 

3 

FUFOL/Cape (mono) +++ FUFOL/Cape (mono) +++ 

FUFOL/Cape + Bev +++ FUFOL/Cape + Bev +++ 

XELOX/FOLFOX ++ XELOX/FOLFOX ++ 

FOLFIRI/XELIRI ++ FOLFIRI/XELIRI ++ 

IRIS + IRIS + 

Cet/Pan (mono) (+) watchful waiting + selected pts.d 

Watchful waiting + selected pts.d triplets (±Bev) 
+ option for spec. 

situation 

Triplets (+/−Bev or Cet/Pan) + option for spec. 



ESMO consensus patients groups 

 

 

 

• Additional predictive biomarkers should be 

incorporated in treatment decision 

 

– Ras phenotype allows to select for anti-EGFR 

therapy 

 

– Braf phenotype for chemotherapy intensification? 

 



ESMO Group 2 mCRC  

 
• Need for an active regimen for an agressive tumor to stop 

tumor growth 

 

• Doublets or Triplets chemo-regimen are preferred 

• To be selected according to tolerance profile/pre-existing conditions 

 

• Targeted agents may be used in combination with chemotherapy 

for improved efficacy  

 
• Decision should be based on RAS phenotype and contra-indications 

 

• In some cases, patient file should be reviewed in a MDT 

to discuss possible resection. 

 

 



Preceptorship program: colorectal cancer  

Group 3 patients 



Clinical Groups for 1st-line treatment stratification 

Clinical presentation Treatment aim Treatment intensity 



1st-line options according to clinical groups 

Group RAS wild-type Recommendationa RAS mutant Recommendationa 

3 

FUFOL/Cape (mono) +++ 
FUFOL/Cape 

(mono) 
+++ 

FUFOL/Cape + Bev +++ 
FUFOL/Cape + 

Bev 
+++ 

XELOX/FOLFOX ++ 
XELOX/FOLFO

X 
++ 

FOLFIRI/XELIRI ++ FOLFIRI/XELIRI ++ 

IRIS + IRIS + 

Cet/Pan (mono) (+) 
watchful 

waiting 
+ selected pts.d 

Watchful waiting + selected pts.d triplets (±Bev) 

+ option for 

spec. 

situations 

Triplets (+/−Bev or 

Cet/Pan) 

+ option for 

spec. 



Proposal for sequence of salvage-chemotherapy.  

Schmoll H J et al. Ann Oncol 2012;23:2479-2516 

© The Author 2012. Published by Oxford University Press on behalf of the European 

Society for Medical Oncology. All rights reserved. For permissions, please email: 

journals.permissions@oup.com. 



ESMO Group 3 mCRC 

• Multiple strategies are possible 

 

• Several lines will be used 

 

• The important points are: 

– To try to use all available agents 

– Drug re-introduction may apply 

– To improve survival and preserve quality of life 

 

• Stop and Go strategies are convenient and may allow 

longer treatment overall 

 

 

 



ESMO Group 3 mCRC 

Targeted agents + Chemotherapy 

• Bevacizumab is active in combination with chemotherapy 

– Survival benefit is not constantly seen but PFS is 

– Risk factors should be considered 

– If used, should be preferred in early lines 

– No activity as single agent 

– To be discussed if maintenance is used 

 

 

 



ESMO Group 3 mCRC 

 

• Anti-EGFR Monoclonal Antibodies  are generally used at a 

later line of treatment in this patients population 

 

– Patients should be selected according to K and N RAS wt 

– No sequential trials in this group of patients are available  

– Upfront use of anti EGFR MoAb has been reported in small trial 

with high efficacy 

– Most frequently used in 3rd or 4th line 

 

 



State of Art for treatment strategy in mCRC 

• ESMO consensus guidelines as a reference in clinical practice 

 

• Each individual patient should be referred to 1 of the 4 groups 

 

– Treatment goal will be stated upfront 

– Treatment options will be identified for discussion 

 


