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Background: TRIBE2 aimed at comparing two strategies of 1> and 2™ line treatment
of mCRC with different chemotherapy intensity and a prolonged angiogenesis
inhibition.

Methods: TRIBE2 (NCT02339116) was a phase 3 trial in which previously untreated
pts with unresectable mCRC were randomized 1:1 to FOLFOX/bev followed by
FOLFIRI/bev after disease progression (PD) (arm A) or FOLFOXIRI/bev followed by
the reintroduction of the same regimen after PD (arm B). Combination treatments
were administered up to 8 cycles, followed by 5-FU/bev until PD. The primary

endpoint was Progression Free Survival 2 (PFS2), defined as the time from randomiza-
tion to PD on any treatment given after first PD or death. Estimating a median PFS2 in
arm A of 15 months, 466 events and 654 pts were required to detect a HR of 0.77 in
favor of arm B, with overall 2-sided-ot and B errors of 0.05 and 0.20, respectively. An
interim analysis at 2/3 of events (303) was planned. According to the O’Brien Fleming
spending rule, 2-sided-ot levels of 0.0131 and 0.0455 were defined for the interim and
final analysis.

Results: From February 2015 to May 2017, 679 pts (arm A/B: 342/337) were enrolled in
58 Italian sites. Main patients’ characteristics were (arm A/B): median age 61/60 yrs,
ECOG PS 0 86%/87%, right-sided primary 38%/38%, liver-only disease 29%/32%,
RAS mutant 65%/63%, BRAF mutant 10%/10%. At a median follow-up of 22.8 mos,
547 (arm A/B 286/261) patients progressed and 423 (arm A/B 235/188) events of PFS2
were reported. As compared with FOLFOX/bev, upfront FOLFOXIRI/bev significantly
improved PFS1 (median 9.9 vs 12.0 mos, HR 0.73 [95%CI: 0.62-0.87], p < 0.001) and
RECIST response rate (61% vs 50%, OR 1.55 [95%CI: 1.14-2.10], p = 0.005). 247
(86%) and 197 (75%) patients received a treatment after PD in arm A and B, respec-
tively. Patients in arm B reported significantly longer PFS2 than in arm A (median
PFS218.9 vs 16.2 mos, HR 0.69 [95%ClI: 0.57-0.83], p < 0.001).

Conclusions: The primary endpoint was met at the interim analysis: 4-months induc-
tion with FOLFOXIRI/bev followed by maintenance and reintroduction improves
mCRC patients’ outcome as compared with a sequential strategy of oxaliplatin- and iri-
notecan-based doublets.
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