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Background: AXL expression promotes tumour growth, angiogenesis, epithelial to
mesenchymal transition (EMT), resistance to CT and targeted agents. AXL is overex-
pressed in CRC. We aimed to evaluate AXL expression in mCRC pts and to correlate it
with clinical outcomes.

Methods: AXL expression was assessed by immunohistochemistry in tumor samples of
a consecutive series of 109 mCRC pts (75 RAS mutant and 34 RAS WT) treated at our
Institution and 68 mCRC RAS WT pts enrolled in CAPRI-GOIM trial. Pts received a
first line treatment according to RAS status: RAS mutant pts (n¼ 75) received CTþ
anti-angiogenic drugs, RAS WT pts (n¼ 102) CTþ cetuximab.

Results: AXL stained positively in 20/177 samples with different intensity: 13 weak, 5
moderate, 2 intense. In RAS WT cohort 9/102 cases (9%) were positive while in RAS
mutant 11/75 (15%). Tumor stroma was assessable in 166 samples. AXL expression was
high (moderateþ intense) in 47/96 (49%) RAS WT and in 28/70 (40%) RAS mutant
cases. No significant correlation was found between AXL expression and clinico-pato-
logical features. In RAS WT cohort, AXL positive pts had a significantly worse median
PFS [4.3 m (CI95% 3.2-5.5) vs 12.1 m (CI95% 11.0-13.3) p¼ 0.001], in RAS mutant no
impact on PFS was observed. AXL expression in tumor was a negative prognostic factor
in both cohorts although statistical significance was reached only in RAS mutant
[median OS: 30.2 m (CI95% 18.4-42.0) vs 20.1 m (CI95% 10.6-29.6) p¼ 0.007].
Intriguingly, high AXL expression in stroma correlated with lower median OS in both
cohorts (Table).

Conclusions: AXL, marker of EMT phenotype, might represent an additional predic-
tive biomarker of lack of efficacy in RAS WT mCRC pts treated with CTþ cetuximab.
Moreover, its expression in tumor and stroma might have a negative prognostic rele-
vance in mCRC. Targeting AXL could overcome resistance to anti-epidermal growth
factor receptor and represent a novel therapeutic strategy in mCRC.
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Background: Study 8 [NCT01972217] was a randomized Phase II trial that tested the
hypothesis that the combination of PARP inhibition plus abiraterone benefits unse-
lected patients (pts) with mCRPC. The primary endpoint was progression-free survival.
A key secondary objective was to understand the relationship between HRRm status
and outcome, which was challenged by low-tissue acquisition and high-test failure. The
primary biomarker analysis focused on testing plasma when tumour data were not
available and germline mutations were not evident. Here we describe additional analy-
ses of circulating tumour DNA (ctDNA) to further characterize HRRm status and eval-
uate concordance between different testing modalities.

Methods: Tumour specimens were sequenced via Foundation Medicine. Germline
analysis was performed via Color Genomics. An inhouse (RUO) sequencing assay was
used for baseline ctDNA analysis. A subset of plasma samples was analyzed via
GuardantOMNITM and a custom assay (Resolution Bioscience). CtDNA libraries were
also subjected to shallow whole genome sequencing (�4–5x). From 142 enrolled pts,
we obtained HRRm data for 136 (from any source).

Results: Previous tumour/germline analyses identified 8 HRRm pts: 1 somatic, 7 germ-
line (tumour success rate 38/68 [56%]; germline success rate 102/102). CtDNA analyses
yielded a success rate of 93% (127/136 pts with plasma analyzed), with tumour variants
detectable with high confidence in 79% (100/127). Plasma sequencing identified addi-
tional HRRm pts, including homozygous deletions, approximately tripling the number
known to have a HRRm. Plasma testing in pts with tumour data revealed high concord-
ance between tumour and ctDNA.

Conclusions: Comprehensive, sensitive sequencing of ctDNA for HRRm is feasible in
mCRPC pts with a high success rate. Both targeted and whole genome approaches add
value. There was good concordance across testing modalities where gene coverage over-
lapped, highlighting the considerable value of ctDNA testing in mCRPC where access
to tissue of sufficient quality for molecular analysis is challenging, and somatic altera-
tions are common. The first two authors contributed equally.
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Table: 96P
Cohort Median OS

(months - CI95%) AXL

expression in tumor

Median PFS

(months - CI95%) AXL

expression in tumor

Median OS

(months - CI95%) AXL

expression in stroma

Median PFS

(months - CI95%) AXL

expression in stroma

N (tumor) / N

(stroma)

AXL positive AXL negative AXL positive AXL negative AXL high AXL low AXL high AXL low

Overall population

N¼ 177 /

N¼ 166

20.1 (12.8-27.4) 36.5 (30.6-42.3 )

p¼ 0.02

- - 25.3 (21.4-29.3) 46.4 (34.6-58.2)

p¼ 0.003

- -

RAS WT (CT þ
cetuximab)

N¼ 102 /

N¼ 96

23.0 (0.0- 63.3) 39.8 (30.2– 49.4)

p¼ 0.66

4.3 (3.2- 5.5) 12.1 (11.0– 13.3)

p¼ 0.001

28.8 (17.4- 40.1) 47.7 (29.7– 65.7)

p¼ 0.021

10.7 (8.4- 13.0) 12.4 (9.6– 15.2)

p¼ 0.06

RAS mutant (CT þ
anti-angiogenic)

N¼ 75 / N¼ 70

20.1 (10.6- 29.6) 30.2 (18.4- 42.0)

p¼ 0.007

8.9 (5.4- 12.4) 9.1 (7.6- 10.7)

p¼ 0.444

24.2 (18.2- 30.1) 37.7 (16.8- 58.6)

p¼ 0.026

8.9 (6.1- 11.8) 8.6 (7.3- 10.0)

p¼ 0.53
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