
considered eligible. The primary endpoint was overall survival (OS); secondary end-
points were progression-free survival (PFS) and response rate (RR). Cox’s proportional
hazard models for survivals were estimated. A propensity score (PS) adjustment for
baseline characteristics was further accomplished for survival analysis.

Results: The clinical data of 341 pts (CTr/r 133, REG 150, TAS-102 58) were retrospec-
tively collected. At multivariate analysis, type of treatment, ECOG PS, number of meta-
static sites, and treatment line independently correlated with OS ( P< .001, P¼ .001, P
< .001 and P .029, respectively). The mOS was 18.5 (95% CI, 14.3–22.7), 6 (95% CI,
5.6–9.5) and 7.6 months (95% CI, 5.6–9.5), for CTr/r, REG and TAS-102 group, respec-
tively (log-rank P< .0001). mOS was significantly longer for pts receiving CTr/r than
for those treated with REG/TAS-102 (15.8 vs 7.1 months; adjusted HR 1.96, 95% CI
1.44-2.66; P< .0001) at the PS analysis, adjusted for ECOG PS, number of metastatic
sites and treatment line; 2-years OS was 34% and 11.6% for CTr/r and REG/TAS-102,
respectively. PFS was significantly longer for pts receiving CTr/r than for those treated
with REG/TAS-102 (5.5 vs 3.9 months; HR 1.45, 95% CI, 1.11-1.91; P .006) at the PS
analysis. Accordingly, RR was higher in pts receiving CTr/r compared to REG/TAS-102
(29.0 vs 1.5%; Chi-square P< .00001).

Conclusion: Our analysis, although underpowered, supported the hypothesis of supe-
riority of CTr/r in comparison with REG or TAS-102, in both efficacy and activity.
Given the retrospective nature of our analysis and the potential role of selection bias in
treatment assignment, prospective validation is mandatory.
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Introduction: Regorafenib is an oral small-molecule multiple kinase inhibitor indi-
cated as a third-line treatment for patients with metastatic colorectal cancer (mCRC).
Regorafenib has shown significant benefits in overall survival (OS) and progression-
free survival (PFS) in mCRC patients in two phase III trials (CORRECT and
CONCUR). Moreover, a retrospective exploratory analysis investigated the clinical
activity of regorafenib in biomarker subgroups in the CORRECT study. The present
study aimed to evaluate the role of specific biomarkers potentially involved in the clini-
cal activity of regorafenib.

Methods: We determined the concentration of 4 proteins of interest in plasma samples
collected from 17 mCRC pts before starting regorafenib (baseline). The proteins
selected on the basis of their roles in angiogenesis and colorectal cancer pathogenesis
were TNF-a, TGF-b, chemokine ligand 5 (CCL5), and chemokine ligand 4 (CCL4).
They were analysed with ELISA test and concentrations were expressed in pg/ml. The
values obtained were compared with the values of 7 healthy controls, in order to evalu-
ate the differences in the concentration of the cytokines examined. All analyses were
carried out using GraphPad (Version 5) and P< .05 was considered the statistical sig-
nificance level. Additional ongoing analysis include other cytokines that will give us fur-
ther informations.

Results: We found that TNF-a basal level is significantly higher in CRC patients com-
pared to healthy volunteers. Moreover, progressed patients (PD) (n¼ 12), have higher
basal levels of TNF-a, CCL5, and TGF-b compared with responders (R) (complete
response n¼1, partial response n¼ 1 or stable disease [SD] n¼ 3). The median values
of cytokine distribution in R patients are similar to that of healthy volunteers.
Furthermore, high TGF-b negatively correlates with PFS, indicating that this cytokine
is associated with tumour progression. We also observed that plasma basal levels of
CCL4 are significantly lower in PD compared to R patients. We assigned a score
(qREGOSCORE) to each patient depending on the combination of pro- or anti-
tumoural roles of each cytokine. Notably, this score was significantly higher in PD pts
than in R pts and also correlated with PFS. These results might discriminate mCRC
patients that will respond better to treatment

Conclusion: Our data showed that in R pts, the baseline cytokine profile approached
the values observed in healthy volunteers. On the contrary, pts that did not benefit
from treatment could be identified by different cytokine profiles. However, it must be
stressed that our population is small and the data should be verified on a larger number
of pts. It might also be of interest to extend analyses to other cytokines and cell popula-
tions not yet determined in our study.
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Introduction: The pattern of clonal evolution of RAS mutations in cancer is highly het-
erogeneous, with some tumors retaining and some others losing RAS mutations as the
disease progresses. This mixed pattern of positive and negative selection of RAS muta-
tions observed at relapse appears to be related to the selective pressure of treatments.
To date, while the mutational landscape of RAS wild-type metastatic colorectal cancer
(mCRC) characterized by the appearance of RAS mutation at disease progression has
been widely investigated through liquid biopsy, that of mutant RAS cancers losing RAS
mutations at relapse has rarely been exploited. Given that metastatic sites are often dif-
ficult to re-biopsy in clinical practice, genomic profiling from circulating tumor DNA
offers potential advantages when compared with tumor tissue-based sequencing, being
easily and repeatedly collected on almost any patient. To date, mCRC harboring RAS
mutations has been judged as ineligible for anti-EGFR targeted therapies and are
doomed to rely on the inhibition of angiogenesis as the only actionable molecular tar-
get. Recommendations for medical oncologists take no notice of the molecular back-
ground of a priori resistant, RAS-mutant mCRC and ignore potential strategies to
inhibit the addition of cancer clones to the EGFR pathway. We aimed to explore
relapse-associated mutated key genes in mCRC characterized by negative selection of
RAS mutations in plasma at the failure of anti-angiogenesis based regimens and thus
treated with EGFR inhibitors. Although preliminary, this study might identify addi-
tional oncogenic driver mutations with the potential to be exploited for establishing
future therapeutic strategies.

Methods: We prospectively enrolled 13 RAS-mutant mCRC patients at the time of pro-
gression of disease from bevacizumab containing treatments (any line of therapy). The
IdyllaTM system was used to select patient candidates for anti-EGFR treatments, on the
basis of the disappearance of RAS-mutant clones in plasma. With the same method, we
re-evaluated RAS genes mutational status at the progression of disease after anti-EGFR
treatment.

Results: RAS genes were found to be wild-type in 9/13 (69%) patients. Two of these
patients died before the beginning of treatment. Seven patients who converted to RAS
wild type status in plasma at the time of progressive disease received EGFR inhibitors,
achieving clinical benefit. Plasma DNA samples were available from 4/7 patients for
IdyllaTM analysis at both baseline (before starting anti-EGFR treatment) and at progres-
sion of disease. At failure of EGFR inhibitors, RAS genes wild type status was main-
tained in 2 out of 4 patients, a KRAS G12C mutation was maintained in one patient
and a new RAS mutation (NRAS A146 T) was detected in the last one.

Conclusion: We propose a hypothetical algorithm which accounted for the transient
disappearance of RAS-mutant clones over time, which might extend the continuum of
care of mutant RAS colorectal cancer patients through the delivery of a further line of
therapy. We further investigated relapse-associated mutated key genes in mCRC
treated with EGFR inhibitors. The persistent absence of RAS mutations at relapse might
lead to the identification of additional oncogenic driver mutations as potential targets
for future therapeutic strategies.
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Introduction: Sunitinib has led to a significant increase in progression-free survival
(PFS) versus placebo in patients with pancreatic neuroendocrine tumours (panNETs).
Lack of cross-resistance to sequential VEGF-targeting drugs and the possibility of a suc-
cessful rechallenge with sunitinib have been postulated. The aim of this study was to
assess the efficacy and tolerability of sunitinib rechallenge in the third-line or later set-
ting in patients with metastatic panNETs who have previously failed treatment with
sunitinib.

Methods: In this study, patients with progressive, advanced unresectable/metastatic,
well-differentiated panNETs, received sunitinib rechallenge at 37.5 mg once daily.
Patients had received�1 different targeted therapies, and then sunitinib rechallenge.
Patient/disease characteristics, tolerability, treatment modalities, and outcomes of ther-
apeutic lines were recorded. The primary end-point was progression-free survival
(PFS) in sunitinib rechallenge. Other endpoints included objective response rate
(ORR), and adverse events (AEs).

Results: Analyses included 21 patients; median age was 57 years, 64% were male, and
82% had prior pancreatectomy. Median treatment duration was 8.6 months.
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