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Background: ctDNA has been recently suggested as a major prognostic factor in
resected stage II and III colon cancer patients (pts)1,2. Its predictive value for adjuvant
treatment intensity or duration is currently unknown. We have analyzed here ctDNA
from pts enrolled in the IDEA-FRANCE trial3, its prognostic value and its predictive
value for treatment duration (3 or 6 months).

Methods: ctDNA was tested by using the detection of 2 methylated markers (WIF1 and
NPY) by digital droplet PCR accordingly to a method developed and validated for col-
orectal cancer 4-6. Comparisons for pts and tumour characteristics and DFS will be
done between the ctDNA tested pts and the full study population and between ctDNA
positive and negative pts. DFS has been analyzed in the 6 and 3M treatment arms
according to ctDNA results. Subgroup analyses for high- and low-risk pts were pre-
planned.

Results: Of the 1345/2010 pts that consented to the IDEA translational research pro-
gram, with available blood sample for ctDNA testing, 805 have been sampled before
chemotherapy start and fully analyzed. More PS 0 (77% vs 71%) and more T4 and/or
N2 (28% vs 23%) were observed in the 805 pts studied here than in the 1205 pts left.
696 pts were found ctDNA- and 109 ctDNAþ (13.5%). ctDNAþ pts were more often
T4, poorly differentiated and with tumour perforation. 2-year DFS was 64% vs 82% in
ctDNAþ and – pts, respectively (HR :1.75 (95%CI 1.25-2.45) p¼ 0.001). In multivari-
ate analysis including Age, Gender, MSI, perforation, T stage, N stage and treatment
arm, ctDNA was confirmed as an independent prognostic marker (adj.HR: 1.85
(95%CI 1.31 to 2.61) p< 0.001). Adjuvant treatment for 6 months was superior to 3
months in both ctDNA– (HR :0.69 (95%CI 0.52 to 0.93) p¼ 0.015) and ctDNAþ pts
(HR: 0.50 (95%CI 0.27 to 0.95) p¼ 0.033). Interestingly ctDNAþ pts treated 6 months
had a similar prognosis to ctDNA- pts treated 3 months.

Conclusions: In this first ctDNA assessment on a large series coming from a phase III
clinical trial we found 13.5% of pts with ctDNA post-surgery. ctDNA was confirmed as
an independent prognostic marker. In this series, 6 months of treatment seems better in
both ctDNAþ and- pts. [1]Tie J, et al. Circulating tumor DNA analysis detects minimal
residual disease and predicts recurrence in patients with stage II colon cancer.Sci Transl
Med. 2016 Jul 6;8(346):346ra92. [2]Schøler LV, et al. Clinical Implications of
Monitoring Circulating Tumor DNA in Patients with Colorectal Cancer. Clin Cancer
Res. 2017 Sep 15;23(18):5437-5445. [3] André T, et al.Three Versus 6 Months of
Oxaliplatin-Based Adjuvant Chemotherapy for Patients With Stage III Colon Cancer:
Disease-Free Survival Results From a Randomized, Open-Label, International
Duration Evaluation of Adjuvant (IDEA) France, phase III Trial.J Clin Oncol. 2018
May 20;36(15):1469-1477. [4] Garrigou S, et al. A Study of Hypermethylated
Circulating Tumor DNA as a Universal Colorectal Cancer Biomarker. Clin Chem.
2016;62:1129-1139. [5] Garlan F, et al. Early Evaluation of Circulating Tumor DNA as

Marker of Therapeutic Efficacy in Metastatic Colorectal Cancer Patients (PLACOL
Study). Clin Cancer Res.2017;23:5416-5425. [6] Bachet JB, et al. RAS mutation analysis
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RASANC prospective multicenter study. Ann Oncol. 2018May 1;29(5):1211-1219.
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Background: To assess the effects of bevacizumab plus chemotherapy as first-line treat-
ment for RAS mutant unresectable colorectal liver metastases (CLMs).

Methods: From June 2013 to December 2017, patients with RAS mutant unresectable
liver-limited metastases from colorectal cancer were randomly assigned to receive che-
motherapy (mFOLFOX6 [modified fluorouracil, leucovorin,and oxaliplatin]) plus
bevacizumab (arm A) or chemotherapy alone (arm B). The resectability of liver meta-
stases was determined by a local multidisciplinary team. The primary end point was the
rate of patients converted to resection for liver metastases. Secondary end points
included tumor response, survival and toxicity. Block randomization method was
used.

Results: The intent-to-treat population comprised 241 patients. 121 patients were ran-
domly assigned to arm A and 120 to arm B. For all patients, 35.7% (86/241) had right-
sided colon cancer; 47.3% (114/241) had primary tumour resection before randomiza-
tion; 86.3% (208/241) had liver metastases more than three; 33.2 (80/241) with the
diameter of liver metastases more than 5 cm; 78.4% (189/241) were bilobar metastases.
The median follow-up time was 37.0 months for all patients. The R0 resection rates for
liver metastases were 22.3% (27 of 121 patients) in arm A and 5.8% (7 of 120 patients)
in arm B, with significant difference (P< 0.01). Patients in arm A had significantly bet-
ter objective response rates (54.5% v 36.7%; P< 0.01), median PFS (9.5 v 5.6 months;
P< 0.01) and median OS (25.7 v 20.5 months; P¼ 0.03) compared with those in arm
B. Addition of bevacizumab was associated with more frequent proteinuria(9.9% v
3.3%; P¼ 0.04) and hypertension ( 8.3% v 2.5%; P< 0.05).

Conclusions: For patients with initially unresectable RAS mutant CLMs, bevacizumab
combined with chemotherapy improved the resectability of liver metastases and
improved response rates and survival compared with chemotherapy alone.
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Dear Dr. Tang, 

 

On behalf of the ESMO 2019 Scien�fic Commi�ee, we are delighted to inform you that the late-breaking abstract
listed below has been ACCEPTED for Proffered Paper (oral presenta�on) during the ESMO 2019 Congress, 27
September - 1 October 2019, Barcelona, Spain.   

Your abstract will also be published in the ESMO 2019 Abstract Book, a supplement to the official ESMO
journal, Annals of Oncology. 
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sufficient time to prepare a thorough review of the subject and, if necessary, to contact you directly before the
Congress concerning your data.

Full Conflict of Interest disclosures must be made at the start of all slide presentations.
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