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

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

T —

Phase III Trial of Infusional Fluorouracil, Leucovorin,
Oxaliplatin, and Irinotecan (FOLFOXIRI) Compared With
Infusional Fluorouracil, Leucovorin, and Irinotecan
(FOLFIRI) As First-Line Treatment for Metastatic
Colorectal Cancer: The Gruppo Oncologico Nord Ovest
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1) OS results of trials investigating the triplet +/- bevacizumab are reassuring

$

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) 2"d-and further-lines treatments seem feasible




TRIBE: 2ND-LINE TREATMENTS -1 @
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FOLFIRI + bev | FOLFOXIRI + bev
Arm A Arm B
Potential candidates to 2" line 92% Iz
(236/256) (232/252)
Any 2"d-line therapy 7% 7%
(180/236) (176/232)
2"d-line agents N=180 N=176
Fluoropyrimidine, % 93% 81%
Oxaliplatin, % 67% 29%
Irinotecan, % 31% 63%
Bevacizumab, % 31% 32%
Anti-EGFR mAB, % 15% 29%
3'd-line Anti-EGFR mAB, % 21% 13%

Cremolini et al, Lancet Oncol ‘15



WHICH TREATMENT AFTER PROGRESSION? ., @)
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The first-line treatment with FOLFOXIRI +/- bev should not be continued until
disease progression

( N
FOLFOXIRI + bev » SEU/LV + bev » PD
up to 12 cycles
\ y

INDUCTION MAINTENANCE

The role of maintenance is crucial to prolong
the oxaliplatin-and irinotecan-free interval

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE_Weight IV, Random, 95% CI IV, Random, 95% CI
AlO KRK 0207 - Combi -0.7372 0125 243% 0.48[0.37,061] ——
AlO KRK 0207 - Mono -0.3716 0116 25.0% 0.69 [0.55,0.87] -
CAIRO 3 -0.84397007 0.09065533 26.8% 0.43(0.36, 0.51) -
SAKK 41/06 -0.28768207 0.13114787 23.9% 0.75[0.58, 0.97] T

Total (95% CI) 100.0% 0.57 [0.43, 0.75] -
Heterogeneity: Tau®= 0.06; Chi*= 17.96, df= 3 (P = 0.0004), = 83% :0 1 0¢2 i 1 3 g 10:

Testfor overall effect: Z= 4.05 (P < 0.0001) Favours experimental Favours control

Stein A, et al. Clin Col Can ‘15



FOLFOXIRI PLUS BEV: WHAT TO DO AFTER ., @)
PROGRESSION? o

Progression-free survival probability

10

0.9

0.8

0.7 -

06

05

04 4

03

0.2

0.1

Z0—4H40C0Z —

FOLFOXIRI + bev

POWERED BY COR2ED

FOLFIRI +BEVA
FOLFOXIRI +BEVA

6 months median
OXALIPLATIN and
IRINOTECAN-free
interval
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SUMMARIZING... APOTENTIAL ALGORITHM i @
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FOLFOXIRI + bev

PD ON TREATMENT PD OFF TREATMENT 80%
RAS/BRAF RAS/BRAF
wit mut
)\
Later lines
chemotherapy (Regorafenib, ( tu ted 'P t*)
TAS-102) argeted agen

v

[ Later lines treatments

reported during FOLFOXIRI + bev,

RAS/BRAF status, patient preference

* To be defined according to toxicity
(Regorafenib, TAS-102)




CURRENTLY ONGOING...TRIBE-2 e] @
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FOLFOX FOLFIRI

FOLFOXIRI FOLFOXIRI

>

Primary endpoint:
Progression Free Survival 2

*all repeated for 8 cycles (4 months)
followed by maintenance with 5FU/bev until PD

Target accrual: 654 patients in 60 ltalian centers

G.O.N.O AT
vﬁ') Gruppo Oncologico del Nord Ovest g ¥

Istituto Toscano Tumori
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