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Background: The multicenter, open-label, randomized, phase 3 EPIC study (EMR
062202-025) investigated the addition of cetuximab to irinotecan vs irinotecan in pts
with EGFR-expressing mCRC who had previously progressed on first-line fluoropyri-
midine- and oxaliplatin-based chemotherapy. The primary endpoint was overall sur-
vival (OS). We present the extended RAS analysis (KRAS/NRAS exons 2, 3, and 4) for
the EPIC study population.

Methods: 1298 RAS-unselected pts were enrolled from May 2003 to February 2006.
Existing DNA samples were reanalyzed using BEAMing (beads, emulsion, amplifica-
tion, magnetics) technology. RAS wild-type (wt) status was defined as having all alleles
be analyzable and a sum of RAS mutations of� 5%. Baseline characteristics, efficacy,
safety, and post-study therapy were assessed. 10.3% had no RAS data available.

Results: Among the 452 (231 in the cetuximabþ irinotecan arm and 221 in the irinote-
can arm) pts with RAS wt mCRC, baseline characteristics were comparable to those of
the unselected population. 67.5% had 1 prior line of therapy. In the cetuximabþ irino-
tecan vs irinotecan arms, median progression-free survival (PFS) was 5.4 vs 2.6 months
(HR, 0.57 [95% CI, 0.46-0.69]; P< .0001), median OS was 12.3 vs 12.0 months (HR,
0.91 [95% CI, 0.71-1.17; P¼ .4645]), and overall response rate (ORR) was 29.4% vs
5.0% (OR, 8.12 [95% CI, 4.04-17.40]; P< .0001), respectively. 76.4% and 61.8% of pts
in the cetuximabþ irinotecan vs irinotecan arms, respectively, experienced a grade� 3
adverse event. 47.1% of pts in the irinotecan arm received cetuximab in a subsequent
line of therapy vs 11.3% in the cetuximabþ irinotecan arm.

Conclusions: This retrospective analysis confirms that cetuximab-based therapy is
suitable as a standard, second-line treatment for pts with RAS wt mCRC. Specifically,
the addition of cetuximab to irinotecan significantly improved PFS and ORR in this
population. A large proportion of pts in the irinotecan arm crossed over to receive
post-study cetuximab, potentially masking any OS benefit of the addition of cetuximab
to irinotecan in this study. Benefits appear clinically relevantly higher than for pts with
RAS-unselected or KRAS wt mCRC.
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Background: Two phases III studies (FIRE-3 and CALGB/SWOG80405) suggested
higher response rate (RR) for doublet chemotherapy with an anti-EGFR (Epidermal
Growth Factor Receptor) compared to an anti-VEGF (Vascular Endothelial Growth
Factor), in first line RAS/BRAF wild-type (WT) unresectable metastatic colorectal can-
cer (mCRC). Unfortunately, in clinical practice the delay to obtain RAS/BRAF status
may delay the chemotherapy start. No study has evaluated the impact of a delayed
introduction of the anti-EGFR.

Methods: This retrospective multicentric AGEO (Association Gastro-Entérologues
Oncologues) study included mCRC RAS/BRAF WT patients who received a doublet
chemotherapy either with an anti-VEGF introduced immediately (control arm) or with
an anti-EGFR introduced at cycle 2 or 3 (delayed group) between 2013 and 2016. The
primary endpoint was the Progression Free Survival (PFS). The Overall Survival (OS)
and the RR were secondary endpoints. Given different characteristics between the two
groups, a propensity score was developed.

Results: A total of 262 patients were included: 129 in the control group and 133 in the
delayed group. Compared to the delayed group, patients treated in the control group
were more likely descendant mCRC (60% vs 44%) and had more metastatic sites (>1
site: 57% vs 40%). In the delayed anti-EGFR group, the time to obtain RAS status was
20.7 days 618.9. The anti-EGFR was introduced in 70% of cases at C2 and in 30% at
C3. Using the propensity score, there was no more difference between the two groups.
The median follow-up was 37.9 months. PFS and RR were significantly longer and
higher in the delayed anti-EGFR group compared to the control anti-VEGF group
(PFS: 13.8 vs 10.8 months, p¼ 0.03; RR: 67% vs 46%, p¼ 0.0007). Meantime, no dif-
ference was observed concerning OS (30.4 months vs 30.0 months, p¼ 0.23).

Conclusions: There is no deleterious effect of delayed anti-EGFR introduction at cycle
2 or 3 compared to the immediate introduction of anti-VEGF in patients with RAS/
BRAF WT mCRC. Therefore, in current clinical practice, if the response rate is an
important goal, it is possible to wait for RAS status and to initially start chemotherapy
without targeted therapy.

Legal entity responsible for the study: Lola-Jade Palmieri.

Funding: Has not received any funding.

Disclosure: D. Tougeron: Consulting or advisory role: MSD, BMS, Sanofi, Roche;
Speaker’s bureau: Roche, Novartis, Servier; Travel, accomodations, expenses: MSD,
BMS, Merck, Amgen. A. Lievre: Consulting or advisory role: Merck, Amgen, Bayer,
Ipsen; Speaker’s bureau: Roche, Merck, Ipsen, BMS, Novartis, Servier; Travel, accomo-
dations, expenses: Merck, Novartis, Ipsen, Roche. S. Pernot: Honoraria: Amgen,
Sanofi; Travel, accomodations, expenses: Amgen, Merck, Servier, Bayer. O. Bouche:
Consulting or advisory role: Roche, Merck, Amgen, Bayer; Speaker’s bureau: Lilly,
Pierre Fabre, Novartis, Servier; Travel, accomodations, expenses: Lilly, Roche, Merck.
R. Coriat: Amgen, Merck, Roche, Novartis, Ipsen, Keocyt, Bayer, Servier. All other
authors have declared no conflicts of interest.

Annals of Oncology abstracts

Volume 29 | Supplement 8 | October 2018 doi:10.1093/annonc/mdy281 | viii163

D
ow

nloaded from
 https://academ

ic.oup.com
/annonc/article-abstract/29/suppl_8/m

dy281.032/5141404 by guest on 21 February 2019




