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Functional studies on preclinical models (Yao et al. Nature 2017) identi-
of BRAF mutations: activating RAS -independent BRAF mutations signal-

(class 1- BRAF V600E) or as dimers (class 2-codons 601/597) and
BRAF mutations with impaired kinase activity (class 3-codons 594/

clinico-pathological and molecular features of class 1 mutation are well
ited data are available with regard to class 2 and 3 mutations, due to their

hological, molecular and outcome data from BRAF mutated
596, 597, 600, 601) mCRC patients were collected. A group of BRAF wild-

ts was included as control. IHC analyses were performed to determine the
subtypes (CMS). Clinical features were compared by chi-square

t test. PFS and OS were evaluated by Kaplan-Meier and log-rank test.

ss 1, 2 and 3 included 92, 12 and 13 patients respectively. BRAF wild-type
540. No clinico-pathological differences were observed comparing class 1
F mutated. Conversely, BRAF class 3 mutated were more frequently left

well differentiated (p¼ 0.0120), pN0 (p¼ 0.0159), and with no
(p¼ 0.0176) compared to class 1. With regard to CMS, class 2

were all assigned to CMS2-3. Class 1 tumors were assigned to CMS1, 2-3
44% and 17% of cases. Median OS for BRAF wt, BRAF mutant class1, 2

42.2, 21, 23.4 and 44.5 months respectively. HR for OS was 2.38 (95% CI
class 1, 1.90 (95% CI 0.85-4.26) for class 2 and 0.93 (95% CI 0.51-1.69)

ared to BRAF wt (p< 0.0001). Median PFS for BRAF wt, BRAF mutant
3 were 10.1, 7.3, 7.0 and 13.8 months respectively. HR for PFS was 2.02

94) for class 1, 2.49 (95% CI 0.92-6.74) for class 2 and 0.85 (95% CI
class 3, compared to BRAF wt (p< 0.0001).

Our data confirm previous findings describing specific features associated
rare mutations. For the first time clinico-pathological characteristics and

are reported according to the 3 classes categorization of BRAF mutations.
class 1 and 2 share similar features and worse outcome compared to class

patients

Autophagy (A) related proteins evaluation represents an
independent survival factor of colorectal cancer (CRC) patients (pts)
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Introduction: A holds a bimodal role during carcinogenesis. Before tumorigenesis, A
promotes normal cells survival and suppress carcinogenesis, while after cancer develop-
ment A induces cancer cells survival. The aim of this study is to assess the impact of A
related proteins in the survival of CRC pts.

Methods: The data of 68 CRC pts treated at our Department from January 1st to
December 31st, 2016 were studied. KRAS, NRAS and BRAF status was evaluated with
polymerase chain reaction, while MSI, p62 and LC3B with immunohistochemistry
(IHC). IHC scoring of A related proteins was based on both the percentage of positive

tumor cells and staining intensity. Statistical analysis was done using SPSS for
Windows Software.

Results: Patients’ characteristics are shown in Table 1. Sixty-eight pts aged 34-81 years
(median 66.4 years) were included. All pts were treated with chemotherapy (adjuvant
or metastatic setting). By the time of the data evaluation (December 2017) 8 pts
(11.8%) had died due to their disease. In cross-tabulation, p62 expression did not
shown any significant association with clinicopathological parameters. Moreover,
higher LC3B expression was more frequently observed in KRAS-positive CRC pts com-
pared to KRAS-negative (p¼ 0.0550), whereas no correlation between LC3B expres-
sion and clinicopathological parameters was recorded. In univariate analysis, CRC pts
having high p62 expression showed significantly better overall survival (OS) compared
to those with low expression (24.8 vs 15.9 months; p¼ 0.008). In addition, CRC pts
having high LC3B expression showed significantly better OS compared to those with
low expression (24.9 vs 16.1 months; p¼ 0.007). In multivariate analysis, both p62 and
LC3B expression were identified as independent prognostic factors of OS (p¼ 0.012
and p¼ 0.019, respectively), independently of tumor grade, disease stage and muta-
tional status. CRC pts with high p62 expression also showed mildly better recurrence-
free survival (RFS) compared to those with low expression (43.1 vs 34.8 months;
p¼ 0.115), whereas high LC3B expression was not associated with better RFS (39.7 vs
38.4 months; p¼ 0.714).

Conclusion: Overall, these results indicate that the evaluation of A related proteins
expression in paraffin specimens might represent an independent survival factor of
CRC pts. The biological rationale could be the blockade of autophagy by chemotherapy
resulting in high expression and accumulation of p62 and LC3B proteins. Further test-
ing of other A related proteins (Beclin-1 and RAB7) is ongoing and will be presented.
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Introduction: Preclinical data suggest that loss of p53 might influence epidermal
growth factor receptor (EGFR) promoter activity in different tumour types. The clinical
role of p53 status in colorectal tumours, however, is still controversial. In the present
study we assessed the role of p53 abnormal expression in patients with colorectal
tumours treated with anti-EGFR therapy.

Methods: Tumour samples from RAS/BRAF WT patients with colorectal tumours
treated with second-third line irinotecan-cetuximab were analysed for the immunohis-
tochemical expression of p53. Aim of the present study was to evaluate the correlation
of p53 abnormal expression with clinical outcome in terms of OS, PFS, ORR. Tumour
sidedness, EGFR promoter methylation and EGFR GCN were evaluated as covariates.
The association between categorical variables has been estimated with the chi-squared
test. Statistical analysis has been performed with the MedCalc package. Survival distri-
bution has been estimated by the Kaplan–Meier method. Comparison of survival
curves has been performed with log-rank test. Logistic regression analysis has been used
to assess the independent role of variables resulted significant at univariate analysis.

Results: Eighty-eight patients were included in the study, 36/88 (40.9%) had abnormal
expression of p53 (abnormal p53), 52/88 (59.1%) had normal expression of p53 (nor-
mal p53). Abnormal p53 status was more frequent in left sided tumours (88.9% vs
16.7% of abnormal p53 for left sided and right sided tumours respectively) whereas it
was less frequent in EGFR promoter methylated tumours (19.4% vs 71.2% of abnormal
p53 for methylated and unmethylated respectively) and in EGFR GCN<2.12 tumours
(5.6% vs 57.7% of abnormal p53 for EGFR GCN�2.12 and EGFR GCN<2.12 respec-
tively). Median PFS was 8,00 (95% CI: 6,98 to 8,10) vs 3,00 (95% CI: 2.90 to 3,63)
months in patients with abnormal p53 tumours and in patients with normal p53
tumours respectively (HR 0.36; p< 0.0001). Median OS was 18 (95% CI:) vs 8 (95%
CI: 6.98 to 8.10) months in patients with abnormal p53 tumours and in patients with
normal p53 tumours respectively; HR: 0.21; p< 0.0001). ORR was 61.1%VS 3.8% in
patients with abnormal p53 tumours and in patients with normal p53 tumours respec-
tively (p< 0.0001). In multivariate analysis, EGFR promoter methylation and p53
expression maintained their independent role for OS (p:0.0003, Exp(b):0.21 and
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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

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.
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homeobox transcription factor 2 (CDX2) gene is
ial cells. The encoded protein regulates genes involved in

We performed a retrospective study to assess the impact
in our cohort of patients at Kent Oncology Centre diag-

er on outcomes.

histology samples with CDX2 immunohistochemistry test-
ary 2011 and November 2013 were obtained. 147 samples

e samples and patients with insufficient data on out-
excluded, leaving a total of 78 patients. Data collected
tumour stage, performance status, tumour location, KRAS

time to relapse and time to death.

had a median age of 70.5. 57.7% had a performance sta-
no performance status recorded. 48.7% of patients had left

right sided tumours. 1.3% had disseminated disease, and
. 15 (19.2%) patients had CDX2 negative samples, and 58
positive. We were unable to obtain CDX2 test results for 5

(43.6%) had metastatic disease on presentation compared
metastases. 34 patients (43.6%) were KRAS wild type, 8

t. 36 patients (46.2%) had unknown KRAS status. 24
wildtype, 12 (15.4%) were BRAF mutant. 42 (53.8%) had

all stages of CRC the median overall survival was 27.8
patients compared to 36.4 months in CDX2 positive
for death in the CDX2 negative group compared to the posi-
CI 0.59 – 2.71 p¼ 0.5608). In the metastatic colorectal cancer

ts in total, 8 (23.5%) of who were CDX2 negative. In this
survival in the CDX2 negative group was 4 months. In

in the CDX2 positive group was 13.8 months. The hazard
was 2.40 (95 CI 0.85 -6.81, p¼ 0.0210).

negative patients have a poorer prognosis. This was not
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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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