
related adverse events (TRAEs) were fatigue (22%) and injection site reaction (18%).
The most frequent grade 3-4 treatment-related adverse event was fatigue (n¼ 2; 2.7%).
In Stage 1, a 22% disease control rate (DCR; CRþPRþSD for>¼8 weeks) was
observed, comprised of 1 PR (duration: 78 weeks) and 9 SD [median duration: 25
weeks (range: 3.7–120.9)] were observed. In Stage 2, a 54% DCR was observed consist-
ing of 2 CRs (duration: 22 and 46 weeks), 2 PRs (duration: 38 and 54 weeks), and 11
SDs [median duration: 13.6 weeks (range: 1.6 – 35.1)] were observed. OS-12 was 44%
in Stage 1 [95% CI 28.9, 58.9] and 50% [95% CI 30.6, 69.4] in Stage 2, and median OS
was 11 months in Stage 1 and 11.7 months in Stage 2. Flow cytometry analysis of Stage
2 patients demonstrated CD8þ T cell responses to the SL-701 peptides.

Conclusions: SL-701 plus adjuvants with or without bevacizumab was well-tolerated and
demonstrated anti-tumor activity, including multiple major responses and a preliminarily
promising survival curve, warranting further study. Updated study data will be presented.

Clinical trial identification: NCT02078648.

Legal entity responsible for the study: Stemline Therapeutics.

Funding: Stemline Therapeutics.

Disclosure: R. Lindsay, J. Bullington, C. Brooks: Employment and stock ownership:
Stemline Therapeutics. All other authors have declared no conflicts of interest.
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IOV – IRCCS, Padua, Italy, 2Department of Biomedical Sciences, Humanitas University
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Background: Immune-checkpoint inhibitors (ICI) represent a new interesting
approach in oncology. The presence of DNA MMRd would seem to be a predictor of
ICI efficacy. We analyzed MMRd frequency in glioma PTS and its correlation with clin-
ical, histological and molecular characteristics.

Methods: From July 2017 to May 2018, we prospectively analyzed histologically con-
firmed glioma PTS for the presence of MMRd by immunohistochemistry (IHC):
MSH2, MSH6, PMS2, MLH1. Clinical, histological and molecular characteristics
(MGMT methylation and IDH mutational status, PD-L1 expression) were recorded.
Chi-square test was used for analyzing their correlations with MMRd.

Results: 167 PTS were enrolled: 78% glioblastoma (GBM), 14% anaplastic astrocytoma
(AA), 1% ependymoma, 2% anaplastic oligodendroglioma (OD) and 5% LGG. The
analyses were assessed on tissue samples of first (82% of the cases) and second surgery
(18%). All PTS performing a second surgery received radiotherapy and temozolomide
as first-line therapy. 134 PTS were analyzed for IDH status: 99 were IDH wt; 117 for
MGMT status: 68 were methylated. 27 PTS (16%) showed MMRd by IHC (MSH2 in
48%, MSH6 in 55.6%, PMS2 in 18.5% and MLH1 in 14.8%): 33% of AA, 14% of GBM,
33% of OD and 0% of LGG (p¼ 0.2). MMRd was found in 13% and 32% on first and
second surgery samples (p¼ 0.03). PD-L1 expression analysis was performed in 60
cases: no expression was showed in 58% of cases,� 1% and<50% in 38%,> 50% in
10%. MMRd was not correlated with PD-L1 expression (p¼ 0.3). MMRd was found in
10% and 29% of IDHwt and IDHmut gliomas (p¼ 0.008); MMRd was showed in 10%
and 21% of PTS with unmet and metMGMT (p¼ 0.1). Among MMRd tumors, 7 were
also investigated by molecular analysis (PCR) of mononucleotide markers: in only 1 PT
(14%) was confirmed MMRd in agreement with IHC analysis (p¼ 0.1.).

Conclusions: We showed a small group of glioma PTS have MMRd by IHC, expecially
at second surgery. Correlation was observed between IHC MMRd and IDH mutational
status. No association was demonstrated between IHC MMRd and histology, MGMT
status, PD-L1 expression or molecular analysis of MMRd. A prospective study analyz-
ing ICI efficacy in MMRd PTS should be warranted.

Legal entity responsible for the study: The authors.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.

375O Radiological phenotyping of IDH mutation status in gliomas using
dynamic susceptibility contrast perfusion-weighted MRI
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1R&D, Image Analysis Ltd, London, UK, 2Institute of Neurology, University College
London, London, UK

Background: Gliomas staging and prognosis has been recently related to the mutation
of the gene encoding isocitrate dehydrogenase (IDH). Dynamic Susceptibility Contrast
Perfusion-Weighted Imaging (DSC-PWI) is an established MRI technique for glioma
staging and prognosis but its value for non-invasive IDH phenotyping has not been
thoroughly investigated. Combining DSC-PWI with advanced image analysis methods,

such as texture analysis and machine learning, has the potential to increase the diagnos-
tic accuracy of DSC MRI for IDH mutation status detection.

Methods: Our retrospective, multi-centre study included 365 patients [184 female; 181
male, median age: 49 (range 21-81 years)], who had been immunohistopathologically
diagnosed with gliomas (198 IDH positive; 167 IDH negative). A fully adaptive
Bayesian method was applied to calculate leakage-corrected relative cerebral blood vol-
ume (rCBV) maps from the DSC raw data. Tumour boundaries were manually defined
and co-registered to the rCBV maps. The texture features were calculated based on the
rCBV findings within the defined tumour. A 2-fold cross-validation setting of 1000 iter-
ations using support vector machine and multinomial ordinal regression was applied
to assess the predictive power of the extracted features in IDH phenotyping.

Results: The proposed rCBV analysis for IDH status stratification showed a sensitivity
rate of 75% and specificity rate of 88%. In the non-parametric Wilcoxon test nine out
of the ten classical histogram statistics and 12 texture features appeared significantly
different across mutation status (p< 0.02). The distance error (difference between the
real and predicted grade) was used to show the classification across grading: In 90.2 %
of the cases the same features led to inferior or equal to 1 in and in 71.3% of cases to an
exact prediction.

Conclusions: These promising preliminary results for DSC-MRI-based glioma stratifi-
cation with respect to their IDH mutation status suggest further exploration into the
potential diagnostic and predictive and predictive value of rCBV analysis as surrogate
non-invasive biomarker for IDH classification of gliomas.

Legal entity responsible for the study: University College London.

Funding: Has not received any funding.

Disclosure: D. Roettger: Head of Scientific and Medical Affairs: IAG. All other authors
have declared no conflicts of interest.
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J.C. Ben�ıtez Monta~nez1, M. Vieito Villar2, C. Hierro2, M. Gonzalez Rodriguez2, I. Matos2,
I. Bra~na Garcia2, C. Suarez Rodriguez2, E.A. Martinez Saez3, M.C. Perez-Gago2,
R. Morales-Barrera2, C. Ortiz2, C. Suarez2, X. Maldonado4, F. Martinez-Ricarte5,
C. Auger6, A. Azaro2, R. Dienstmann7, J. Carles2, E. Garralda2
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Background: Although patients(pts) with low-grade gliomas and anaplastic tumors
have better outcomes than those with glioblastoma, most pts that relapse will die as a
consequence of their disease. There is an unmet clinical need for new treatments in this
population.

Methods: Between 2014-2017, 145 pts with brain tumors were evaluated in the Early
Drug Development Unit at Vall d�Hebron Institute of Oncology and included in our
MPP. Clinical and molecular data from 36 pts (24%) with non-glioblastoma diagnosis
were retrospectively reviewed.

Results: Median age at diagnosis was 33 years. The majority were low-grade tumors
(62.2%) with astrocytic differentiation (51.4%). Most pts (78.4%) were initially treated
in other institutions (78%) with a median time since diagnosis to referral of 60.6
months (CI95%). Most pts (81%) were temozolomide-refractory. Molecular profiling
identified a potentially targetable alteration in 78% of the cases. This included IDH mut
(54%), PIK3CA/PTEN mut (16%), EGFR fusion (5%) and FGFR mutation/fusions
(5%) and BRAF mutations/translocations(5%). Eleven cases (29%) were enrolled in
phase 1 clinical trials and 4 (11%) in molecularly matched clinical trials (2 IDH inhibi-
tor, 2 FGFR inhibitor). One patient with a IDH1132H mut treated with a IDH inhibitor
achieved a stable disease>10 months and another with FGFR1 E17-TACC1 transloca-
tion has an ongoing partial response lasting over 6 months. Median overall survival
(OS) since the referral to our unit was of 32 weeks (CI95%18 to 45), 78% survived at
least 12 weeks and only 4 died during the first month(11,1%). Pts enrolled in matching
trials had numerically better survival than those who entered unmatched trials (44 vs
22 weeks, p¼ 0,131).

Conclusions: Although rare, the high presence of drugable mutations and the lower
likelihood of early death compared to glioblastoma makes them an interesting target
for molecular prescreening and inclusion in phase I clinical trials.

Legal entity responsible for the study: Vall d’Hebron Institute of Oncology (VHIO).

Funding: Has not received any funding.

Disclosure: J. Carles: Speaker bureau: Bayer, Janssen; Advisor committee: BMS, MSD,
Janssen, Astellas, Pfizer. E. Garralda: Advisory role: Roche, NeoMed Therapeutics,
Ellypses Pharma. All other authors have declared no conflicts of interest.
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