
disease at 4 months indicating that palbocicilib had not reached the primary endpoint
to justify continuing accrual after the 1st step of the study.

Conclusions: Palbociclib has no significant activity as a single agent in advanced GIST
with p16/CDKN2A loss. Prognostic value of CDKN2A loss in the whole population will
be presented at the meeting.

Clinical trial identification: NCT01907607

Legal entity responsible for the study: Institut Bergonié

Funding: INCA

Disclosure: All authors have declared no conflicts of interest.
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Background: LY3039478 (LY) is an orally bioavailable selective Notch inhibitor
(Notch 1-4). Here we report on safety, pharmacodynamics (PD), and anti-tumour ac-
tivity of LY in patients (pts) with STS/GIST.

Methods: This ongoing, multi-part, phase 1 trial enrolled pts with refractory advanced
or metastatic STS and GIST, measurable disease, ECOG score�1, and baseline tumour
tissue. Eligible pts received LY 50 mg three times per week (TIW), for a 28-day cycle
until disease progression. Safety assessments were based on CTCAE V4.0. Tumour re-
sponses were assessed using RECIST 1.1 and Choi criteria. Primary objectives are to
confirm the recommended phase 2 dose of LY and document antitumour activity.
Secondary objectives are safety and toxicity, PD, progression-free survival (PFS) and
overall survival (OS).

Results: 63 pts have been enrolled and received LY (24 males, 39 females; median age
58, range 31-76). 26 pts had leiomyosarcoma (LMS), 9 liposarcoma, 7 pleomorphic sar-
coma, 6 angiosarcomas, 5 rhabdomyosarcoma and 10 GIST. 18 out of 39 (46%) pts
with evaluable tumour samples were positive for Notch 1 ICD. 5% and 13% were posi-
tive for Notch 2 ICD, and Notch 3 respectively. Per RECIST, 2 out of 53 pts with STS
had unconfirmed PR, and 20 SD. In GIST group, 4 pts had SD. Using Choi Criteria, 5
pts in STS had unconfirmed PR. Overall median PFS was 1.74 months (95% CI: 1.68-
2.60) and consistent across histology groups (median PFS¼2.23, 1.91 and 1.68 months
for LMS, GIST and other STS, respectively). PFS rate at 3 months was 42% in LMS,
39% in GIST and 15% in other STS respectively. OS and biomarker/histologic analyses
of pre and post treatment biopsies will be presented at the meeting. Most frequent
related adverse events (all grades) occurring in� 20% of pts included diarrhoea 44
(70%), vomiting 24 (38%), nausea 21 (33%), decreased appetite 17 (27%), fatigue 17
(27%) asthenia 16 (25%), hypophosphataemia 14 (22%).

Conclusions: LY suggested activity in pts with STS and GIST and had a manageable
safety profile.

Clinical trial identification: Trial protocol number: Protocol I6F-MC-JJCA(e)
Clinicaltrials.gov ID: NCT01695005 Release date: 08-July-2016

Legal entity responsible for the study: Eli Lilly and Company

Funding: Eli Lilly and Company
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1483PD Imatinib in combination with everolimus in patients with
progressive advanced chordoma: results form an Italian phase 2
clinical trial
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Background: To evaluate the antitumor activity of imatinib in combination with ever-
olimus in patients (pts) with advanced PDGFB- and/or PDGFRB-positive chordomas
with evidence of mTOR and/or of its effectors (i.e. S6, 4EBP1) activation.

Methods: Within an Italian academic prospective phase II clinical study carried out
from January 2011 to March 2015, 45 patients with advanced PDGFB/PDGFRB and
mTOR/S6/4EBP1 positive chordoma received imatinib 400 mg/day in combination
with everolimus at the starting dose of 2.5 mg/day, until progression or limiting tox-
icity. Eligible pts had to have evidence of progression in the 6 months prior to study
entry. The primary endpoint was overall tumor response rate (ORR), defined by the
Choi criteria applied also to MRI. Secondary endpoints were RECIST response,
progression-free survival (PFS), overall survival (OS).

Results: Fifteen of 45 pts included in the study were pretreated with imatinib (as a sin-
gle agent). All pts completed their treatment (22 progression; 16 toxicity; 7 other).
Among 38/46 patients evaluable by Choi criteria, the best response was: 8 partial re-
sponse (PR) (ORR, 21%), 23 stable disease (60%) and 7 progression. 42/46 pts were
evaluable by RECIST with 1 PR (2%), 36 SD (85%) and 3. Median PFS by Choi criteria
was 10 months (range 1-45), with 36% and 17% pts disease-free at 12 and 24 mos, re-
spectively. Median PFS by RECIST was 13 months. At a median follow-up of 31
months, median OS was 47 months.

Conclusions: Although formally negative (the planned target was a Choi ORR�60%),
this study showed that imatinibþ everolimus is active in a proportion of progressive
advanced chordoma pts. Major dimensional responses were uncommon but disease
stabilization was apparently longer than observed with imatinib as a single agent.
Toxicity was not negligible.
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Background: Trabectedin (T) and pazopanib (P) are approved treatments for locally
advanced or metastatic leiomyosarcoma (L-mSTS). In the absence of head-to-head
randomized controlled trials (RCTs); a matched indirect comparison (MAIC) was per-
formed to assess potential differences in clinical efficacy between the treatment groups.

Methods: MAIC was performed by extracting baseline characteristics from two phase
III RCTs: SAR 3007 (T) and PALETTE (P): individual patient level data (IPD) was
available forT only aggregated was published for P. Excluding those T patients who did
not meet inclusion criteria for PALETTE, a sample size of 372 L-mSTS patients
(T¼ 263, P¼ 109) was generated. Of all baseline characteristics, only time since diag-
nosis (�30 vs.< 30 months), age (�65 vs.< 65 years), and body weight (�77 vs.< 77
kilograms), were statistically significant outcome predictors with T. The generalized
method of moments (GMM) was used to optimally match cohorts for evaluation of
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