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AGENDA 

• Early stages: 

 

-adjuvant CT 

 

-molecular signature 

 

-neoadjuvant CT 

 

• mCRC: 

 

triplet/bev vs doublet/bev  

 



Abstract 3502 

Is 3y DFS really a surrogate endpoint for OS in the current era?  

The standard end point 5y OS is a long period to wait before concluding that a regimen is effective 



It was already established that  

3y DFS  is a valid surrogate  

marker for 5y OS 

Sargent et al. JCO 2005 ; Sargent et al. JCO 2007; Sargent et al.  EJC 2011 

This analysis was needed because… 

 

• Extended survival after recurrence   

     reduces reliability of 3y DFS as surrogate 

     of 5y OS in a simulation study  

     (de Gramont et al. JCO 2010) 

 

• FOLFOX treated colon cancer showed  

      improved survival after recurrence and  

      OS for stage III colon cancer patients  

      over years 

      (Salem et al. ASCO GI 2018) 



Adjuvant Therapy for Colon Cancer 



International Duration Evaluation of Adjuvant Therapy 

Study (IDEA) 

* 

*Several trials included additional features (e.g., the inclusion of 

patients with stage II or rectal cancers) 

Grothey  et al.  NEJM  2018 

 

• Noninferiority of 3m vs 6m could be claimed if the upper 

limit of the two-sided 95% CI of the HR did not exceed 1.12 



International Duration Evaluation of Adjuvant Therapy 

Study (IDEA) 

Grothey  et al.  NEJM  2018 

DFS Comparison by Risk Groups 

IDEA was not able to compare CAPOX and FOLFOX 



Abstract 3500 

IDEA: Would we feel differently when the studies began reporting 

out individually? 



Adverse Events 



Results consistent with IDEA: 

 

•  3m of CAPOX appears to be as 

good as 6m of CAPOX  

 

• 3m of FOLFOX carries too much 

risk of inferiority 

 



Abstract 3501 

IDEA: Would we able to extend the same observations to patients 

with high risk stage 2 disease? 



Adverse Events 



• Overall non-inferiority not shown for 3m 

treatment for high risk stage II disease  

 

• Similar regimen effect seen as in stage III disease 

 



Abstract 3503 

Should we move to a new era of molecularly defined subsets? 

Surrogate markers  are desperately needed in adjuvant therapy 



CRCAmplifier Subsets: 

Gene Expression Profiling 

Sadandandam  et al.  Nature Medicine    2013; 

De Sousa e Melo et al. Nature Medicine  2014; 

Guinney et al. Nature Medicine  2015 

CSS: Colon Cancer 

Subtypes: CCS1-3 

Consensus Molecular 

Subtypes: CMS1-4 

• The current gene expression profiles may be good prognostic tools but they are 

an incosistent predictive tool  

 

• These tools were developed independent of the mechanisms of action of 5-FU and 

Oxaliplatin 



• Recombination Proficiency Score 

(RPS): uses expression of 4 genes 

involved in DNA repair pathway 

presence (RF1,PARI, RAD51 and 

Ku80). Pitroda et al. STM 2014  

 

• High expression yelds low RPS 

signaling error-prone repair 

processes and lethality to DNA 

damaging agents i.e. predictive 

for platinums 

Stage III with low RPS scores  

received oxaliplatin benefit 

Stem-like tumors with low RPS scores did not 

receive oxaliplatin benefit 



Abstract 3504 

Should be considered neoadjuvant therapy in localized colon cancer? 



Why consider neoadjuvant therapy in localized colon cancer 

Advantages 

 
• Response might reduce the risk of 

incomplete surgical resection 

 

• Address micrometastatic disease 

early 

 

• Pathologic response may be early 

surrogate endpoint for survival and 

opportunity to personalise 

 

• Facilitates translational studies  

Disadvantages 

 
• Delay surgery 

 

• Risk of progression prior to surgery 

 

• Potential for increased surgical 

complications  

 

• Potential for overtreatment  







This is not  practice changing in terms of 

standard of care, but promising as a 

treatment option    





Neoadjuvant Checkpoint Inhibition in 

Localized Colon Cancer 



Neoadjuvant Checkpoint Inhibition in 

Localized Colon Cancer 
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			NICOLE	(	NIvolumab	in	locally	advanced	COLon	cancEr)					
		“Pr	eopera ve	Nivolumab	in	pa ents	with	locally	advanced	colon	cancer	(T3	or	T4):		

a	window-of-opportunity	study.” 		
	

PI:	A.Avallone	;		Coord.	Transla onal	Studies:		A.	Budillon;	Steering	commi ee	:	P.A.	Ascierto,	P.	Delrio,	G.	Bo ,	J.Galon	

• A total of  22 patients will 

receive nivolumab at a flat 

dosage of 240 mg every two 

weeks prior to planned surgery. 

• Postoperatively, standard 

adjuvant chemotherapy will be 

administered in pathological 

III-stage and at investigator 

discretion in pathological II-

stage.  



Does intensified neoadjuvant therapy offer  advantage in high 

risk rectal cancer?    

Abstract 3505 

Locally advanced rectal cancer comprises a heterogeneous group of tumors in which 

outcomes vary significantly. 



DFS and OS not available 



AGENDA 

• Early stages: 

 

-adjuvant CT 

 

-surrogate markers 

 

-neoadjuvant CT 

 

• mCRC: 

 

• triplet/bev vs doublet/bev  

 



Abstract 3507 

What is the ideal population to use FOLFOXIRI + Bevacizumab?    





• Survival shorter in pts with high CTCs 

  

• Benefit from FOLFOXIRI consistent with 

other studies 

 

• CTCs are prognostic, not predictive of 

greater benefit from FOLFOXIRI 



Abstract 3508 

What is the advantage of Triplet/Bevacizumab versus a sequential 

strategy of doublet/Bevacizumab?    







• The primary endpoint was met! 

• Reproducibly efficacy 

 

• Not appropriate for all patients 

 (older , less robust pts, previous adjuvant oxaliplatin) 



PD 

R 
1:1 

FOLFOXIRI +Bev 

up to 8 cycles 

FOLFOX +  Bev 

up to 8 cycles 
mCRC pts: 

 Unresectable disease 

 Previously untreated  

for mts disease 

5FU/BEV 

5FU/BEV 

PD1 

PD1 

FOLFOX +  Bev 

up to 8 cycles 5FU/BEV 

FOLFOXIRI +Bev 

up to 8 cycles 5FU/BEV PD2 

FOLFIRI +  Bev 

up to 8 cycles 5FU/BEV PD2 

Would have been the results the same if…  

What is the ideal population to use FOLFOXIRI + Bevacizumab?    

Cremolini  et al.  Lancet Oncology  2015 

TRIBE TRIAL    



Thank You                     
for your attention  


