
stage showing a worse prognosis and shorter overall survival. The early diagnosis of the
disease would improve the outcome of these patients. Tumor-derived exosomes are
emerging as mediators of tumor progression and modulators of metastasis. Hence, the
content of these tumor-derived exosomes (mRNA, miRNA and/or proteins) may be
used as early diagnostic and prognostic markers. Members of TP53 family translate
into different variants with opposite functions. TP73 translates into TAp73 isoforms
which show tumor suppressor functions and DTAp73 forms that lack the transactiva-
tion domain show protumoral activities. TP53 can translate into the variant D133p53,
which is emerging as a variant with oncogenic functions. Here, we studied DNp73,
TAp73, and D133p53 mRNA levels of serum-isolated exosomes from i) 29 healthy sub-
jects, ii) 51 individuals with premalignant lesions (low and high-grade adenomas) and,
iii) 43 CRC patients diagnosed at different stages of the disease. Our main goal was to
determine the early diagnostic value of these markers.

Methods: Exosomes were isolated from the serum by subsequent ultracentrifugations
and filtration. The quantification of exosomes was performed by a NanoSight NS500
instrument. RNA from exosomes was extracted using SeraMirTM Exosome RNA
Amplification kit (System Biosciences). cDNA was synthesized with the Transcriptor
First-Strand cDNA Synthesis kit (ROCHE). qPCRs were performed with a LightCycler
2.0 instrument and Fast Start DNA Masterplus SYBR Green I kit (ROCHE). Expression
levels were normalized with the exosome concentration. Statistical analysis of the dif-
ferences in mRNA levels was performed by the Kruskal-Wallis and U-Mann Whitney
tests. P-values�0.05 were considered statistically significant.

Results: DNp73 levels were higher in patients with premalignant lesions and CRC,
although no significant differences were observed between both groups. D133p53 levels
were significantly increased in CRC patients but there were no statistically significant
differences between the healthy group and the premalignant lesion group. TAp73
mRNA content was negative for all groups.

Conclusion: Our preliminary data showed that DNp73 mRNA levels were already over-
expressed in serum-isolated exosomes from patients with premalignant lesions and
may support its use as an early diagnostic marker in colorectal cancer through liquid
biopsy. To our knowledge, this is the first time that D133p53 mRNA levels in serum-
isolated exosomes were analyzed in cancer, and specifically in CRC. Our preliminary
data shows its possible usage as a diagnostic marker. Its is necessary to enlarge our CRC
patients series to confirm our data. The identification through a liquid biopsy of early
diagnosis markers for CRC may overcome the current handicaps of the fecal occult
blood tests.
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Introduction: Real world outcomes of tumours commonly differ than that of
clinical trial settings, especially for diseases like gastrointestinal tumours (GIST)
where the tyrosine kinase inhibitors (TKI) are neither easily accessible nor
without severe toxicities. We conducted this study to analyse the long-term outcomes
of GIST.

Methods: We retrospectively analyzed GIST patients registered at Tata Memorial
Hospital and followed up for more than 1 month from the year 2004 to 2018. Baseline
clinical, demographic and outcome details were collected from the medical record.
Efficacy variables were disease-free survival (DFS), progression-free survival (PFS) and
overall survival (OS). Survival was calculated using Kaplan-Meier estimates.

Results: A total of 247 patients were included in this study with a median age of 54
(range:22-81) years; 70 (28.3%) were female and 69 (28.3%) had one or more comor-
bidities. Of these patients, GIST arose from the stomach in 100 (40.5%) and the small
bowel in 86 (34.8%). A total of 83 (33.6%) patients had metastasis at the time of diag-
nosis. Spindle-shaped morphology was seen in 144 (73.8%) patients and 28 (14.3%)
patients showed epithelioid morphology. Of the patient, 224 (99.1%) expressed c-Kit
on immunohistochemistry, while 191 (98.4%) expressed DOG1. Kit gene was mutated
in 196 (79.35%) patients, most commonly in exon 11 (n¼ 141), while PDGFR muta-
tion was detected in only 1 patient. After a median follow up of 6.8 years in 128 patients
operated with curative intent, median DFS was 68 (95% CI, 62.1-74) months; 102
(40.4%) patients received neoadjuvant-intent imatinib and their DFS was 72.4 (95%
CI, 60.5- 84.4) months, while for those who were operated upfront, DFS was 72.4
(95%CI, 59.3-85.6) months. Patients received adjuvant imatinib for a median of 35.5
months. Liver was the most common site of metastasis at 81 (64.8%), followed by peri-
toneal deposits in 56 (44.8%). After a median follow-up of 5.1 years in 125 patients
with metastasis during the study period, PFS on first-line therapy was 33 (95% CI, 24-
43) months, while most common first-line therapy used was imatinib in 97 (77.6%) fol-
lowed by high-dose imatinib in 14(11.2). Second-line therapy was given to 61 patients,
most commonly sunitinib (n¼ 29) followed by high-dose imatinib (n¼ 21) and a PFS
of 16.5 (95% CI, 5.6-27.4) months was achieved. Thirty-one patients received third-
line therapy and 17 patients received fourth-line therapy. After a median follow-up of
7.6 years of the entire cohort, 5-year survival was 80% (median not reached), while
median OS since the time of metastasis was 8 (95% CI, 4.1-12.8) years.

Conclusion: This is the first study from India, looking at long-term outcomes of
patients with GIST in the TKI era. Within the limitations of a small sample size, our

study examined the applicability of various regimens used in routine clinical practice
while treating GIST.
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Introduction: Recently, 3 classes of BRAF mutations (MTs) have been described.
BRAF V600 MTs, which signify metastatic colorectal cancer (mCRC) with poor prog-
nosis and not benefiting from anti-EGFR drugs, belong to class 1. Class 2 and 3 include
BRAF non-V600 MTs, which occur in about 1-2% of mCRC and are associated with a
favourable prognosis and specific clinicopathologic features. Class 2 and 3 differ in kin-
ase activity and sensitivity to anti-EGFR: class 2 are activated and RAS-independent
MTs; class 3 are kinase-dead and sensitive to inhibition of activated RAS. This study
aimed to retrospectively evaluate features and the prognostic role of rare BRAF non-
V600 compared to BRAF V600E MTs in mCRC pts treated at 2 Italian Institutions.

Methods: mCRC pts harboring BRAF MTs, assessed by means of NGS, pyrosequencing
or RT-PCR, treated between January 2013 and December 2018 at 2 Italian institutions,
were retrospectively analyzed. Clinicopathological and treatment characteristics, as
well as survival data were collected.

Results: 55 pts bearing BRAF MTs were identified. Of those, 46 (84%) harbored a
V600E and 9 (16%) a non-V600 MT. Within the non-V600 group, 3 MTs (K601E,
G469A, G469R) belonged to class 2, while 5 MTs (G466E, G466A, 2 D594G, D594N),
belonged to class 3. One pt harboured a T599I MT, whose kinase activity is unknown.
Compared to BRAF V600E mCRC, BRAF non-V600 mCRC were more frequently left-
sided (P¼ .017) and displayed a lower grade (P¼ .045). In addition, non-V600 mCRC
pts had a lower tumor burden (involving mainly one metastatic site) (P¼ .026) and
underwent more frequent resection of metastases with radical intent (77.7 vs 18%; P¼
.000175). mOS was significantly longer in the non-V600 compared to the V600E group
(61.3 vs 20.4 m; HR 0.41; 95% CI, 0.18-0.93; P¼ .05). No difference in activity and effi-
cacy of anti-EGFR agents was observed between class 2 and 3.

Conclusion: Despite the small size of our retrospective analysis, the results were consis-
tent with previous evidence. BRAF non-V600 MTs identified a subgroup of mCRC, dif-
fering both in terms of clinicopathologic characteristics and prognosis from that of
BRAF V600 mCRC. Interestingly, the better prognostic features allowed more fre-
quently radical resection of metastases, positively impacting survival.
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Introduction: Adding aflibercept to irinotecan-based chemotherapy in metastatic col-
orectal cancer (mCRC) patients refractory to oxaliplatin-based regimens improves
both progression-free and overall survival (VELOUR trial - Van Cutsem et al. 2012).
Predictive factors of benefit from aflibercept combination therapy are still missing. In a
phase 2 randomized trial (AFFIRM trial - Lambrechts et al. 2015) patients with mCRC
received oxaliplatin-based chemotherapy alone or in combination with aflibercept.
High levels of serum IL-8, defined as a concentration of IL-8> 19 pg/ml, were predic-
tive of shorter PFS to aflibercept (high IL-8 vs low IL-8: 4.1 vs 9.3 months, p¼ 0.0221).
The levels of serum IL-8 did not affect the outcome of patients receiving only chemo-
therapy. The FLIBER study aims to prospectively validate the predictive role of IL-8
and other cytokines in mCRC patients receiving second-line aflibercept and FOLFIRI.

Methods: The FLIBER study is a phase 4, single-arm, multicenter trial that is investigat-
ing the role of IL-8 as a predictive factor of benefit from aflibercept plus FOLFIRI. The
study is enrolling mCRC patients who have failed an oxaliplatin-based chemotherapy
and who are eligible for second-line aflibercept in combination with FOLFIRI as per
local standard of care and per investigator’s choice. A panel of cytokines will be assessed
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