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1) OS results of trials investigating the triplet +/- bevacizumab are reassuring 

THE UPFRONT USE OF THE THREE ACTIVE CYTOTOXICS MAY 
RAISE CONCERNS ABOUT THE FEASIBILITY AND EFFICACY OF 
FURTHER TREATMENTS, BUT…

PFS OS
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Loupakis et al, N Engl J Med 2014
Cremolini et al, Lancet Oncol 2015

Bevacizumab + FOLFIRI

Bevacizumab + FOLFOXIRI

HR=0.75 (95% CI: 0.62–0.90) 

p=0.003

Bevacizumab + FOLFIRI

Bevacizumab + FOLFOXIRI

HR=0.80 (95% CI: 0.65–0.98)

p=0.030



1) OS results of trials investigating the triplet +/- bevacizumab are reassuring 

THE UPFRONT USE OF THE THREE ACTIVE CYTOTOXICS MAY 
RAISE CONCERNS ABOUT THE FEASIBILITY AND EFFICACY OF 
FURTHER TREATMENTS, BUT…

Consistent results are reported in PFS and OS. If the use of the triplet 
impaired the feasibility and efficacy of further treatments, the advantage in 

PFS would hardly translate into an OS benefit

2) 2nd- and further-lines treatments seem feasible 



Cremolini et al, Lancet Oncol ‘15

TRIBE: 2ND-LINE TREATMENTS

FOLFIRI + bev

Arm A 

FOLFOXIRI + bev

Arm B

Potential candidates to 2nd line
92%

(236/256)

92%

(232/252)

Any 2nd-line therapy
76% 

(180/236)

76%            

(176/232)

2nd-line agents N=180 N=176

Fluoropyrimidine, % 93% 81%

Oxaliplatin, % 67% 29%

Irinotecan, % 31% 63%

Bevacizumab, % 31% 32%

Anti-EGFR mAB, % 15% 29%

3rd-line Anti-EGFR mAB, % 21% 13%



Stein A, et al. Clin Col Can ‘15

WHICH TREATMENT AFTER PROGRESSION?

Click and add text

FOLFOXIRI + bev

up to 12 cycles 
5FU/LV + bev PD

INDUCTION MAINTENANCE

The first-line treatment with FOLFOXIRI +/- bev should not be continued until 

disease progression

The role of maintenance is crucial to prolong

the oxaliplatin-and irinotecan-free interval



FOLFOXIRI PLUS BEV: WHAT TO DO AFTER
PROGRESSION?

 Text here

 Text here

 Text here
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FOLFOXIRI + bev

5-FU “only” + bev

6 months median

OXALIPLATIN and 
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SUMMARIZING… A POTENTIAL ALGORITHM

FOLFOXIRI + bev

PD ON TREATMENT PD OFF TREATMENT 20%

Later lines 

treatments

(Regorafenib, 

TAS-102)

RAS/BRAF

mut

Anti-EGFR +/-

chemotherapy

RAS/BRAF

wt

Chemo rechallenge

(doublets or triplet) + 

targeted agent*

* To be defined according to toxicity 

reported during FOLFOXIRI + bev, 

RAS/BRAF status, patient preference

Later lines treatments

(Regorafenib, TAS-102)

80%



CURRENTLY ONGOING…TRIBE-2

*all repeated for 8 cycles (4 months)  

followed by maintenance with 5FU/bev until PD

Primary endpoint: 

Progression Free Survival 2

Target accrual: 654 patients in 60 Italian centers

R

1:1

PD1

FOLFOXIRI 

+ bev*
5FU/bev

FOLFIRI 

+ bev*
5FU/bev

FOLFOXIRI 

+ bev
5FU/bev PD1

FOLFOX 

+ bev
5FU/bev

PD2

PD2
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