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Introduction: Since mCRC registration first-line trials scheduled the continuation of
doublets plus anti-EGFRs until progressive disease (PD), there is still no evidence if de-
escalating treatment intensity after an anti-EGFR-based induction phase might be not
inferior in terms of disease control, while reducing toxicity burden and improving qual-
ity of life. The MACRO-2 trial suggested that maintenance with cetuximab alone after
mFOLFOXþ cetuximab achieved a progression-free survival (PFS)% not inferior than
mFOLFOXþ cetuximab until PD in KRAS exon 2 wild-type patients.

Methods: 229 RAS wild-type unresectable mCRC patients were enrolled and received
FOLFOXþ panitumumab induction (8 cycles) followed, in absence of PD, by 1:1 ran-
domly-assigned maintenance with panitumumab (arm B) or panitumumabþ 5-FU/
LV (arm A) until PD/unacceptable toxicity/death. The primary endpoint was to dem-
onstrate the non-inferiority of 10-month (10-m) PFS% of arm B vs A. An overall sam-
ple size of 224 subjects (112 in the control group and 112 in the study group) achieved
90% power to detect a 50% 10-m PFS in arm A and a maximum 15% difference in arm
B, with a significance level of 0.1 and a 15% drop-out rate. Secondary endpoints were
safety, PROs, response rate, duration of response, time to treatment failure and overall
survival.

Results: Will be provided after primary analysis with central RAS and BRAF molecular
analyses.

Conclusion: NA
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Introduction: The MOMA study investigated whether the addition of metroCT to
bev as maintenance treatment following 4 months of upfront therapy with FOLFOXIRI
plus bev could improve PFS of mCRC patients. From May 2012 to March 2015, 232
patients, mostly RAS (65%) or BRAF (9%) mutant, were randomized in 16 Italian cen-
ters. The primary endpoint was not met. Here we provide final clinical results of the
study including OS findings, subgroup analyses and treatments after progression.

Methods: Patients with unresectable mCRC were randomized 1:1 to receive up to 8
cycles of FOLFOXIRI plus bev, followed by bev (arm A), or the same induction fol-
lowed by bev plus metroCT (capecitabine 500 mg/tid and cyclophosphamide 50 mg/die
per os, arm B) until disease progression (PD). According to the comparative
Rubinstein and Korn’s design, estimating a first-line PFS of 11 months, to detect a HR
of 0.75 favoring arm B, with 1 sided-alpha and beta errors of 15% and 80%, 173 events
were required. In the case of PD during maintenance, the re-introduction of
FOLFOXIRI plus bev or of a modified FOLFOXIRI plus bev regimen (i.e. FOLFOXIRI/
FOLFOX or FOLFIRI plus bev) was recommended up to 4 cycles, followed by mainte-
nance, according to randomization arm.

Results: At a median follow up of 43.9 months, 210 and 164 progression and death
events were registered. No significant differences between arms were reported in terms
of PFS (median PFS arm A/B: 9.4 / 10.3 months; HR: 0.94 [70%CI: 0.82-1.09],
p¼ 0.680) and OS (median OS arm A/B: 28 / 22.5 months; HR: 1.16 [70%CI: 0.99-
1.37], p¼ 0.336). Response rate with FOLFOXIRI plus bev was 63% (arm A/B: 68%/
57%). No interaction effect between treatment arm and RAS/BRAF status or tumour
sidedness was reported in PFS or OS. In the overall study population median PFS
among RAS/BRAF wt (N¼ 36), RAS mutant (N¼ 150) and BRAF mutant (N¼ 20)
patients were 10.2, 10.1 and 9.4 months (log-rank test, p¼ 0.759) and median OS were
31.3, 24.9 and 19.2 months, respectively (log-rank test, p¼ 0.457). 152 (72%) out of
210 patients with progression event received a treatment after PD. In 87 (57%) and 44
(29%) cases FOLFOXIRI plus bev or modified FOLFOXIRI plus bev were re-intro-
duced, respectively. Main grade 3/4 adverse events occurring during the reintroduction
of FOLFOXIRI plus bev were neutropenia (20%), diarrhea (9%), stomatitis (3%),
vomiting (2%), hypertension (1%), and venous thrombosis (1%).

Conclusion: The addition of metroCT to maintenance with bev does not significantly
improve PFS or OS of mCRC patients irrespective of their RAS/BRAF mutational status
and tumour sidedness. Activity results of FOLFOXIRI plus bev are confirmed with a
shorter treatment duration (4-months). Outcome results in the BRAF mutant sub-
group are consistent with previous findings with the triplet plus bev. Re-introduction
of FOLFOXIRI plus bev was feasible and associated with a favourable safety profile.
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Introduction: Specific miRNA signatures in biological fluids can facilitate earlier detec-
tion of the tumors being then minimally invasive diagnostic biomarkers. Circulating
miRNAs have also emerged as promising diagnostic biomarkers for CRC screening. In
this study we investigated the performance of a specific signature of miRNA in plasma
samples in order to design a robust predictive model able to distinguish healthy indi-
viduals from those with Colorectal cancer and Advanced Adenomas.

Methods: Case control study of 300 patients from eight Spanish hospitals including
100 healthy individuals, 101 diagnosed with advanced adenomas and 96 colorectal can-
cer cases. Real time quantitative reverse-transcriptase PCR was used to quantify a signa-
ture of miRNA (miR19a, miR19b, miR15b, miR29a, miR335, miR18a) in plasma
samples. Binary classifiers (SVM linear, SVM radial, SVM polynomial) were built for
the best predictive model.

Results: A receiving operating characteristic curve (AUC ROC) of 0.9159 was obtained
retrieving a model with a sensitivity of 0.9375 and specificity of 0.7403, positive predic-
tive valued (PPV) of 0.8710 and negative predictive value (NPV) of 0.8836 when con-
trols were compared to patients with advanced neoplasm (colon cancer and advanced
adenomas).

Conclusion: We identified and validated a signature of 6 miRNAs (miR19a, miR19b,
miR15b, miR29a, miR335, miR18a) as predictors able to differentiate significantly
patients with colon cancer and advanced adenomas from those who are healthy. This
signature could be used for CRC screening purposes.
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