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Background Material and methods Results
- Four anti-angiogenic drugs are currently approved for the Study population, sampling and treatment Patient characteristics
treatment of patients with metastatic colorectal cancer » The study included 89 patients with mCRC allocated in the period » Patient characteristics are shown in Table 1.
(MCRC). from March 2010 to October 2013.
Circulating EGFL7
« This number is expected to grow. + Serum samples were collected at base-line and every three weeks * Asignificant decline in cir-EGFL7 was detected after treatment
until progression. initiation (Figure 1), p<0.001.
+ The clinical benefit, when used in unselected patient
cohorts, is often modest. « All patients received first line CAPOX (consisted of a 2-hour Prognoses
intravenous infusion of oxaliplatin 130 mg/m2 on day 1 followed by « Circulating EGFL7 was not related to PFS, but was correlated with
« This calls for a better understanding of the targeted oral capecitabine 1000 mg/m?2 twice daily on days 1 through 14 of a OS. Median OS for patients with high base-line concentrations was
biology in order to select patients and treatment in a more 21-days cycle) and bevacizumab (7.5 mg/kg on day 1). 11.8 months (95% confidence interval (Cl), 8.8-15.6 months), 18.4
appropriate way. months (95% CI, 13.2-21.6 months) in the intermediate group, and
Evaluation and tumour response criteria 22.7 months (95% ClI, 16.5-30.6 months) in the low group,
« Epidermal growth factor-like domain 7 (EGFL7) is a key + The response to treatment, according to RECIST version 1.0, was respectively, p=0.001 (Figure 2 A and B).
regulator of the angiogenic process responsible for assessed by CT scans of the chest and abdomen.
vascular tube formation, vascular integrity, and for the » The unfavourable prognosis for patients with high levels of
guiding of migrating endothelial cells during the vascular Protein analyses circulating EGFL7 at base-line was independent of performance
sprouting process. + An enzyme-linked immunosorbent assay, (Cloud-Clone Corp.) was status, prior tumour resection, and number of metastatic sites
used to quantify EGFL7 in serum samples according to the when analysed in a Cox Regression multiple analyses, hazard
manufacturer’s protocol. ratio 2.53 (95% CI1 1.23-5.21), p=0.01 (Table 2).
Aim + All samples were assayed in duplicate and the average was used » Base-line concentrations (medians) of EGFL7 were significantly
for comparison with clinical data. Precision was acceptable, in that lower in patients that post-treatment underwent resections of their
. To analyse the relationship between circulating EGFL7 total coefficients of variation on two levels were 19.2% (high) and metastases (RO resections), 143 ng/mli (95% Cl, 68-225 ng/ml),
(Cir-EGFL7) and clinical outcome in patients with mCRC 23.4% (low). Protein concentrations are expressed in ng/ml. N=16, compared to the remaining patients, N=73, that remained
treated with first line capecitabine and oxaliplatin unresectable, 336 ng/ml (95% Cl, 195-514 ng/ml), p=0.01 (Fig. 3).
(CAPOX), and bevacizumab. Statistical analyses _ .
+ The association between categorical outcomes and the EGFL7 » Circulating EGFL7 was not related to tumour response.

concentrations was analysed using the Wilcoxon Rank-Sum Test for

differences in medians. Progression free survival (PFS), and overall Table 2. Cox Regression analyses, simple and multiple

simple analysis multiple analysis

_ L survival (OS), was compared using the Kaplan-Meier method and HR 95% CI __ p-value HR 95 % CI p-value
Table 1. Patient Characteristics the log rank test, and patients were classified according to EGFLY Glf:ﬂ“:;‘l‘; 0 0.8910
concentrations at base-line (low, intermediate and high). Male 09647 0.5771-1.6127
Patients | . ﬁ Age (years)” 1.0095 0.9833-1.0364 04797
N =89 Efass ECOG PS
Gender @ 0 1 0.0161 1 0.2920
Male 53 (50) E 1200 - 1-2 19118 1.1280-3.2402 13644 0.7655-2.4321
Female 36 (40) E‘: 1000 - Tumour resection
a - No 1 0.0542 1 0.4016
AIE’IE (Ye(asr;)) 65 (10) . Yes 0.5749 0.3272-1.0100 0.7560  0.3932-1.4534
Eaﬂ =a=loww ] o
Range 32_80 I -—-ir:lerrnad]ata = L;:uhf;““n { 0.1319
> Mean 55 (62) mihigh Colon 15179 0.8820-2.6121
< Mean 34 (38) R Metastatic sites
ECOG PS 0 S = a0 12 19111? 1.1183-3.2680 Ho 19%113 1.0561- 3.4229 R
0 28 (69) e _ = = 124 > : 11833 - 0561-3.
1-2 31 (35) o — - —— - "y : | Arjgjm*ant chemotherapy 1 0.4588
Tumour resection paseline first svsluasian *tprogression ftme . Yes 06434 0200320664
Yes 28 (31) _ | | . . . cir-EGFL7
No 61 (69) Figure 1. Median cir-EGFL7 levels at base-line, first evaluation, and at Low { 1
Localization progression grouped according to EGFL7 concentrations at base-line. The Emmdim ;fﬂi 5';232%332?; E;gﬁg ;‘gg ?Eg %g’{'ﬂ gﬁiz
Colon 53 (60) upper limit (20!_1]3 l"_lgfml) of the 95% cunﬁdence interval for the high cir-EGFL7 gmiﬂ_ﬂgég{ﬁfl ;ﬁﬁdmm futerval ECOG fzs: E“HT Wﬁ Oncolosy Gronp Performance
Rectum 34 (38) levels at baseline is censored for graphical reasons but not from the analyses. tAge 1s mctuded i the amabyes spudenmal growth factor- " domam I
SynChrﬂnﬂUS 2 (2) bThetwnpati&ntswiﬂ:symhmmushmmwsweremtincluﬂadinthe analyses
Mft- sites 40 (45) _ cir-EGFL7, baseline, n=89, p=0.27 cir-EGFL7, baseline, n=89, p=0.001 _ 5000 -
4] = _
= 1.0 1.0 B _
=2 49 (59) e 09 _  09- £ 4000
Adjuvant chemotherapy > 08 © ©
Yes 6 (7) " -9 7 > 0.8 - z :
m 0.7 - > 0.7 - ® 3000 -
No 83 (93) 2  06- S 0.6- -
KRAS — 0.5- 2 05- = 2000 ) :
Wild type 21 (24) .E 0.4- © 04- ™ )
Mutated 23 (26) o 0.3- o 03 1000 >
Unknown 45 (51) = 3-1? ' o 02 it : & |
N: Number; SD: Standard deviation; ECOG PS: o " 0.1 - O - _%_ —a?%—
Eastern Cooperative Oncology Group performance o 0.0 0 3 5 3 1'0 1'3 1'5 18 2'0 0.0 ' ' ' | | ' ' ' E Li " ‘
status; Met. sites: Number of metastatic organ sites A 0 5 10 15 20 25 30 35 40 IVerresection
Not all sums of percentages equals 100% due to Months Months No Yes
rounding of data Figure 3. Base-line concentrations (medians) of EGFL7 were
Age at start of treatment Figure 2. Progression free survival (A) and overall survival (B) curves significantly lower in patients that post treatment underwent
according to cir-EGFL7 concentrations at base-line. The red curves illustrate resections of their metastases (RO resections), 143 ng/ml (95% CI,
patients with low concentrations, blue curves patients with intermediate 68-225 ng/ml), N=16, compared to the remaining patients, N=73, that
concentrations, and green curves patients with the highest concentrations. remained unresectable, 336 ng/ml (95% Cl, 195-514 ng/ml), p=0.01.

CONCLUSION

The present results confirm unfavourable clinical outcome for patients
with high concentrations of EGFL7, thus, supporting the potential of
targeting EGFL7 Iin the setting of mCRC.
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