
p:0.01, Exp(b):2.82 respectively) whereas only EGFR promoter methylation resulted
independently correlated with PFS (p:0.025, Exp(b):3.03 and p:0.056, Exp(b):0.51 for
EGFR promoter methylation and p53 expression respectively).

Conclusion: The crosstalk between p53 and EGFR represents a poorly understood issue
which could be significant in clinical practice. Our findings suggest a potential prognos-
tic/predictive role of p53 status in patients with colorectal cancer treated with anti
EGFR therapy. Further studies are needed to better understand the clinical role of p53
status in this setting.

P 210 Unexpected discordance in 5-year OS rates between Nx colon
cancer patients and those in stages II plus III

1, N Conev2, A Petrov1, I Donev2
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One of the most commonly diagnosed types of cancer among men and
is colon cancer. Pathological stage at surgery is one of the most important prog-

features in that type of cancer. The number of lymph nodes found during surgery
presence of nodal metastases is determining for prognosis and further adjuvant

decisions. Unknown nodal status is defined as Nx and the results from an
analysis performed by Surveillance, Epidemiology, and End Results Program show that
14% of colon cancer patients are defined as Nx. The prognosis in the Nx group of
patients is not known. Theoretically, the overall survival (OS) in Nx subgroup should
be equal to OS in N0þN1þN2 patients. The potential benefit of chemotherapy in Nx
patients is not known.

Methods: A total of 1187 patients with colon cancer that underwent surgery at the
Complex Cancer Center Plovdiv from 01.2004 to 12.2011 (734 stage II, 329 stage III
and 124 Nx patients) were analyzed retrospectively. Studied data included date of sur-
gery, age, gender, tumor location, lymph node status and tumor differentiation. All
stage III patients, Nx patients and 21.9% of stage II patients underwent adjuvant che-
motherapy. Survival analysis was performed using Kaplan-Meier method and Cox
regression model.

Results: For stage II, III and Nx cancer patients, overall survival rates at five years after
surgery were 92.4%, 88.3% and 33.9%, respectively. Moreover, the patients with Nx
lymph node status were associated with higher risk of death HR- 1.44 (95% CI, 1.028-
2.022; p¼ 0.03).

Conclusion: This study shows an unexpected discordance in 5-year overall survival
rates between Nx colon cancer patients and patients in stages II plus III. Further investi-
gations are needed to confirm that Nx lymph node status is an independent negative
prognostic marker for colon cancer patients.

P� 211 Serum angiogenesis associated proteins and clinical outcome in
metastatic colorectal cancer patients receiving bevacizumab
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Introduction: Bevacizumab (B) plus chemotherapy (CT) is a common choice for first-
line treatment of metastatic colorectal cancer (mCRC). Molecular predictors of B effi-
cacy have not been identified yet. Previous studies have assessed circulating levels of
pro- and anti-angiogenic factors at baseline and during therapy in relation to B
response with conflicting results. We analyzed the potential role of 22 angiogenesis
associated proteins (FGF-basic, HGF, sTIE-2, sVEGFR-1, sVEGFR-2, Ang-2, EGF, IL-
6, IL-8, PLGF, VEGF-A, VEGF-C, VEGF-D, PDGF-bb, Ang-1, SDF-1alpha, MDC,
Galectin, TSP-1, Endocan, eNOS, HIF-1alpha) in relation to patient outcomes.

Methods: Serum samples collected at different times (baseline, first clinical evaluation
and disease progression) were available for 58 patients treated by CT (FOLFOX4/
FOLFIRI) with B out of the 176 patients enrolled in the randomized multicenter ITACa
trial (NCT01878422). Levels of all serum proteins were determined using a Bio-Plex
200 array reader, based on Luminex X-Map Technology. Baseline marker expression
levels and their modulation during therapy were correlated with objective response
(OR), progression-free survival (PFS) and overall survival (OS).

Results: Higher baseline vascular endothelial growth factor C (VEGF-C) levels and
macrophage-derived chemokine (MDC) levels were associated with higher OR rate
(Odd Ratio¼7.69, 95% CI 2.13-27.78, p¼ 0.002 and Odd Ratio¼3.58, 95% CI 1.12-
11.37, p¼ 0.031, respectively). Baseline IL-8 levels were associated with PFS and OS, in
particular patients with IL-8<145 pg/mL showed a better median PFS and OS com-
pared to those with higher levels (12.6 vs 6.5 months; Hazard Ratio [HR] 5.09, 95% CI
2.00-12.97, p< 0.001 and 28.8 vs 8.7 months, HR 6.06, 95% CI 2.12-17.37, p< 0.001,
respectively). Moreover, patients with thrombospondin-1 (TSP-1) levels�12000 ng/
mL showed a better median OS compared to those with lower levels (34.5 vs 13.1

months, HR 0.43, 95% CI 0.23-0.8, p¼ 0.007). Regarding serum proteins modulation
during therapy, patients with a> 20% reduction from baseline to first clinical evalua-
tion in IL-8 levels showed a better PFS and OS compared to those with a< 20% reduc-
tion or an increase (HR 0.41, 95% CI 0.22-0.77, p¼ 0.005 and HR 0.43, 95% CI 0.23-
0.79, p¼ 0.007, respectively).

Conclusion: Our data suggest that baseline IL-8 and TSP-1 levels could represent
potential prognostic markers in patients with mCRC receiving B-based chemotherapy
and that IL-8 modulation from baseline to the first clinical evaluation may indicate bet-
ter clinical outcomes.

P� 212 CDX2 immunohistochemistry as a prognostic biomarker for
colorectal cancer

1, C Mikropoulos1, J Summers2, L Rajakumar1, M Hill1

ne and Tunbridge Wells NHS Trust, Maidstone, UK, 2Maidstone & Tunbrudge
NHS Trust, Maidstone, UK

Introduction: The caudal-type homeobox transcription factor 2 (CDX2) gene is
expressed in intestinal epithelial cells. The encoded protein regulates genes involved in
cell growth and differentiation. We performed a retrospective study to assess the impact
of loss of expression of CDX2 in our cohort of patients at Kent Oncology Centre diag-
nosed with colorectal cancer on outcomes.

Methods: Results from all histology samples with CDX2 immunohistochemistry test-
ing performed between January 2011 and November 2013 were obtained. 147 samples
were initially included. Duplicate samples and patients with insufficient data on out-
comes were subsequently excluded, leaving a total of 78 patients. Data collected
included age at diagnosis, tumour stage, performance status, tumour location, KRAS
and BRAF status, CDX2 status, time to relapse and time to death.

Results: Our 78-patient cohort had a median age of 70.5. 57.7% had a performance sta-
tus of 2 or better, 24.4% had no performance status recorded. 48.7% of patients had left
sided tumours, 48.7% had right sided tumours. 1.3% had disseminated disease, and
1.3% had unknown primary. 15 (19.2%) patients had CDX2 negative samples, and 58
patients (74.4%) were CDX2 positive. We were unable to obtain CDX2 test results for 5
patients (6.4%). 34 patients (43.6%) had metastatic disease on presentation compared
to 44 (56.4%) patients without metastases. 34 patients (43.6%) were KRAS wild type, 8
(10.3%) were KRAS mutant. 36 patients (46.2%) had unknown KRAS status. 24
patients (30.8%) were BRAF wildtype, 12 (15.4%) were BRAF mutant. 42 (53.8%) had
unknown BRAF status. For all stages of CRC the median overall survival was 27.8
months in CDX2 negative patients compared to 36.4 months in CDX2 positive
patients. The hazard ratio for death in the CDX2 negative group compared to the posi-
tive group was 1.27 (95% CI 0.59 – 2.71 p¼ 0.5608). In the metastatic colorectal cancer
group, there were 34 patients in total, 8 (23.5%) of who were CDX2 negative. In this
subgroup, the median overall survival in the CDX2 negative group was 4 months. In
contrast, the mean survival in the CDX2 positive group was 13.8 months. The hazard
ratio for death in this subgroup was 2.40 (95 CI 0.85 -6.81, p¼ 0.0210).

Conclusion: mCRC CDX2 negative patients have a poorer prognosis. This was not
confirmed in early stage CRC.

P� 213 An evaluation of the clinical utility of a panel of variants in DPYD
and ENOSF1 for predicting common capecitabine related toxicities
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Introduction: 5-Flurouracil (5-FU) based adjuvant chemotherapy, including the 5-FU
oral prodrug capecitabine, is commonly used as it is extremely effective in increasing
survival of stage III colorectal cancer patients and patients with resectable gastric or
breast cancer. Its use is however limited by the concomitant toxicities that arise in some
patients.� 50% of patients experience dose limiting toxicity when treated with capeci-
tabine as a single agent and this percentage increases when given in combination e.g.
with oxaliplatin. We have tested the diagnostic accuracy of a panel of toxicity associ-
ated/DPYD deficiency alleles at predicting patients risk of Capecitabine-related
toxicity.

Methods: Genetic markers were included if they met one of the following criteria:
Minor allele frequency (MAF)< 1%, identified in patients with DPYD deficiency. 3 of
these markers were also associated with toxicity at P< 0.05. MAF>1% and associated
with global Capecitabine-related toxicity with an odds ratio> 1.5 at pathway level sig-
nificance and associated with an individual toxicity at genome wide significance.
DPYD genotype based dosing guidelines have been published. These were incorporated
in a simple genotype guided risk classification system with the following grades: critical
risk, high risk, standard risk and standard risk with high risk of hand foot syndrome
(HFS). Dose reductions based on DPYD haplotype B3 have been recommended.
Whilst this variant didn’t meet inclusion criteria for the panel we have evaluated the
clinical utility of including the variant. In order to test the clinical utility of the panel
the markers selected were genotyped in 888 participants of the QUASAR2 trial for
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