
signal seeking, and evaluates the theory of tumoural heterogeneity under induction
chemotherapy via switch maintenance treatment in first-line mCRC.

Methods: MODUL follows an umbrella design; pts with measurable, unresectable, pre-
viously untreated mCRC receive 16 weeks of induction treatment with FOLFOXþ
BEV followed by maintenance randomized to either control (FP/BEV) or experimental
treatment in one of four cohorts. Here we report results of Cohort 2 (BRAFwt: FP/BEV
þ atezolizumab). Primary efficacy endpoint: progression-free survival (PFS, per inves-
tigator). Secondary endpoints: overall survival (OS); best overall response rate (ORR);
disease control rate (DCR); time to treatment response (TTR); duration of response
(DoR); ECOG performance status (PS); safety.

Results: 824 pts were screened, 696 of whom were enrolled to receive induction treat-
ment. 445 pts with BRAFwt mCRC were randomized to maintenance treatment in
Cohort 2 (297 pts FP/BEVþ atezolizumab; 148 pts FP/BEV). In the primary analysis of
Cohort 2 (median follow-up 10.5 months), PFS was not met (HR¼ 0.92; 95% CI 0.72–
1.17; p¼ 0.48) and OS was immature. ORR, DCR, TTP and DoR showed small numeri-
cal differences in favour of experimental treatment. Subgroup treatment interactions
were observed for gender, ECOG PS, response at end of induction and initial diagnosis
(synchronous vs metachronous disease). In the updated analysis (median follow-up
18.7 months), PFS outcome was unchanged (HR¼ 0.96; 95% CI 0.77–1.20; p¼ 0.727)
and OS with 51% of pts with an event was HR¼ 0.86; 95% CI 0.66–1.13; p¼ 0.28. The
safety profiles observed are consistent with previous findings with no new safety signals
identified.

Conclusions: Adding atezolizumab to FP/BEV (standard of care) as first-line mainte-
nance treatment for pts with BRAFwt mCRC did not lead to improvement in efficacy
outcomes.
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LBA20 TRIBE2: A phase III, randomized strategy study by GONO in the 1st-
and 2nd-line treatment of unresectable metastatic colorectal cancer
(mCRC) patients (pts)
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Background: TRIBE2 aimed at comparing two strategies of 1st and 2nd 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-a 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-a 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], p¼ 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
PFS2 18.9 vs 16.2 mos, HR 0.69 [95%CI: 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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LBA21 InterAACT: A multicentre open label randomised phase II advanced
anal cancer trial of cisplatin (CDDP) plus 5-fluorouracil (5-FU) vs
carboplatin (C) plus weekly paclitaxel (P) in patients (pts) with
inoperable locally recurrent (ILR) or metastatic treatment naı̈ve
disease - An International Rare Cancers Initiative (IRCI) trial
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Background: Whilst advanced squamous cell carcinoma of the anal canal (SCCA) is a
rare disease incidence has risen by 2%/year for the past decade. There is no consensus
on management of these pts who generally have a poor overall survival (OS) and to
date no randomised trial has been completed. The combination of fluoropyrimidine /
platinum agents is often considered standard 1st line therapy whilst taxanes have shown
activity. We conducted a randomised phase II study to establish a standard of care.

Methods: Eligible pts randomised in 1:1 ratio to CDDP (60 mg/m2, D1q21)/5-FU
(1000 mg/m2/24h, D1-4q21) or C (AUC 5, D1q28)/P (80 mg/m2, D1,8,15q28).
Stratification factors were performance status (PS), extent of disease, HIV status &
country. Primary endpoint was response rate (RR). Based on a RR estimate of 40% in
the CDDP/5-FU arm, 80 pts were required to detect 10% difference in RR between the
2 arms with 80% power (phase II selection trial pick the winner design). Secondary end-
points include progression-free survival (PFS), OS, toxicity, quality of life & feasibility.

Results: Between 2014-2017, 91 pts were randomised (46 CDDP/5-FU, 45 CP) from
31/60 centres; Median age 61 yrs; Female 67%;12% locally advanced, 88% metastatic.
RR :57.1% in CDDP/5-FU and 59.0 % in CP. Median PFS: 5.7 mths for CDDP/FU ver-
sus 8.1mths for CP, p¼ 0.375. Median OS 12.3 mths for CDDP/FU versus 20 mths for
CP, HR 2.0 p¼ 0.014. Grade�3 toxicity occurred in 32 pts (76%) in CDDP/5-FU and
30 pts (71%) in CP. Reported Serious Adverse Events: 62% in CDDP/5-FU and 36% in
CP, p¼ 0.016.
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