
Methods: MDNA55-05 is a 52 subject, open-label, non-randomized, study of intratumoral
delivery of� 240 lg MDNA55 via� 4 catheters in a single treatment in GB at 1st or 2nd
recurrence, tumors� 4 cm. Multimodality MRI determines tissue response and disease sta-
tus using RANO-based criteria, combining contrast-enhanced and perfusion imaging.

Results: 27 subjects, median age 51 (35 - 77) received 18 – 180 mg MDNA55. Prior treat-
ments included surgery (N¼ 26), radiation (N¼ 25) and temozolomide (N¼ 25).
Review of some early post-treatment MRIs show extensive changes to enhancement which
could increase for up to 120 days then take another 6 months to resolve. Multi-modal
MRI helps differentiate changes due to progression from local tissue reactions (pseudo-
progression). Response patterns seen include early progression, early onset response and
delayed onset response. Withdrawal of subjects without differentiating pseudoprogression
from true progression can preclude the ability to fully assess therapeutic effect. A refined
MDNA55 evaluation regimen consisting of multi-modal MRI and/or biopsies has been
implemented to optimize the chance for increased therapeutic benefit.

Conclusions: These findings show biologic activity of MDNA55 in recurrent GB with
appearances on imaging suggestive of disease control in some subjects. We illustrate
how supportive diagnostic modalities are required for accurate response assessments
and argue the importance of refining overall response tools according to treatment
type.

Clinical trial identification: NCT02858895.

Legal entity responsible for the study: Medicenna Therapeutics.

Funding: Medicenna Therapeutics.
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Background: Treatment for GBM elderly PTS is still a challenge in neuro-oncology.
Clinical tools, including CGA, are needed for improving treatment decision and out-
come. To date, few studies exploring the impact of CGA on outcome have been per-
formed in these PTS. The aim of this study was to evaluate CGA as a prognostic tool in
terms of PFS and OS in elderly GBM PTS.

Methods: We performed a retrospective analysis of elderly PTS� 65 years, treated at
Veneto Institute of Oncology between January 2011 and January 2018, with newly his-
tologically diagnosed GBM and receiving a baseline CGA after 3-4 weeks from surgery.
CGA included the following domains: age, activities and instrumental activities of daily
living (ADL, IADL), cognitive status (MMSE), mood (GDS), nutritional status
(MNA), number of drugs, comorbidity (cumulative Illness Rating Scale-CIRS), pres-
ence of geriatric syndromes, presence of caregiver. PTS were classified according to
Balducci’s criteria into Fit or Unfit (Frail and Vulnerable).

Results: 113 PTS were enrolled: 72 (64%) were male, KPS were� 70 in 90 PTS (80%);
37 PTS (33%) had a radical surgery, 63% partial surgery and 4% received a biopsy. 90
PTS (80%) received Stupp treatment, 16 (14%) temozolomide or radiotherapy alone
and, only 7 (6%) received no treatment. MGMT methylation status was analyzed in 96
PTS: 44% were metMGMT. According to CGA evaluation: 40 PTS (35.4%) were classi-
fied as Fit and 73 PTS (64.6%) Unfit. PFS was 11.2 (95% CI 6.0-16.4) and 7.2 (95% CI
5.8-8.6) months for Fit and Unfit PTS (p¼ 0.1). On multivariate analysis, adjusted for
type of surgery, MGMT methylation status and type of therapy, PFS was significantly
different between the two groups (HR¼ 0.6, 95% CI 0.2-0.9; p¼ 0.04). OS was 16.4
(95% CI 14.6-18.2) and 10.6 (95% CI 8.3-12.8) ms for Fit and Unfit PTS (p¼ 0.04); on
multivariate analysis the HR was 0.51 (95% CI 0.2-0.9; p¼ 0.04).

Conclusions: CGA demonstrated significant outcome prediction in terms of OS and
PFS, regardless of therapy. It could be a useful treatment decision-tool suggesting to
treat FIT PTS with radiochemotherapy while a prospective study to evaluate the best
treatment in Unfit PTS should be warrant.

Legal entity responsible for the study: Veneto Institute of Oncology IOV - IRCCS,
Padua, Italy.
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Background: Evidence for second-line treatment of recurrent glioblastoma (rGBM) is
scarce and no standard of care is established. A Dutch phase II trial (BELOB) reported
promising results with bevacizumab plus lomustine with improved overall survival

(OS) and progression free survival (PFS). Therefore, a phase III trial (BELOREC)
described maintenance of a PFS improvement; however, OS was not improved. Despite
the negative trials, bevacizumab combined with chemotherapy is widely used in rGBM.

Methods: Retrospective analysis of adult patients with a first recurrence of a GBM
(WHO grade 4) after temozolomide chemoradiotherapy, in the period between 2007
and 2017, at our institution. We selected patients treated with bevacizumab 10 mg/kg
every 2 weeks and irinotecan 125 mg/m2 every 2 weeks (BVZþIRI) or with lomustine
90 mg/m2 every 6 weeks (BVZþLOM). Survival analysis was performed using the
Kaplan-Meier method and prognostic factors assessed by univariate analysis and by the
Cox regression model.

Results: Of the 154 patients included, the median age was 57 years (19-77) and 64.3%
(n¼ 99) were men. Almost 90% were ECOG-PS 0-1 and the median treatment time
was 3 months (0-29). About 70% (n¼ 108) of the patients were treated with BVZþIRI
and almost 30% (n¼ 46) with BVZþLOM. 9-months OS was 37.6% in the BVZþIRI
group, with a median of 7 months (95% CI 5.92-8.08), and 57.3% in the BVZþLOM
group, with a median of 9 months (95% CI 4.55-13.45). For 6-months PFS, it was
35.9% in the BVZþIRI group, with a median of 4 months (95% CI 3.13-4.87), and
40.6% in the BVZþLOM group, with a median of 5 months (95% CI 4.29-5.71). In the
univariate analysis, BVZþLOM (p¼ 0.04), corticotherapy doses response (p¼ 0.03)
and proteinuria (p¼ 0.04) were prognostic factors for OS. BVZþLOM (HR 0.49; IC
95% 0.25-0.94; p¼ 0.03) and corticotherapy doses response (HR 0.52; IC 95% 0.28-
0.98; p¼ 0.04) had a positive impact on OS in multivariate analysis. The most frequent
toxicities were trombocitopenia (34.3% in BVZþIRI and 43.5% in BVZþLOM;
p¼ 0.28), neutropenia (28.7% and 21.7%; p¼ 0.37) and leucopenia (23.1% and
17.4%; p¼ 0.43).

Conclusions: According to our data, and despite the samples size difference,
BVZþLOM has a positive prognostic impact in OS comparing to BVZþIRI.

Legal entity responsible for the study: Joana Sim~oes.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.

383P Worldwide trends in survival from adult glioma 2000-2014 (CONCORD-
3): Impact of morphology

F. Girardi, V. Di Carlo, A. Bonaventure, C. Allemani, M.P. Coleman, CONCORD Working

Group Non-communicable Disease Epidemiology, London School of Hygiene and
Tropical Medicine, London, UK

Background: The CONCORD programme initiated world-wide surveillance of trends
in population-based cancer survival in 2015. The third cycle (CONCORD-3) covered
18 cancers, including brain tumours. Data for 656,659 adults (15-99 years) diagnosed
with a brain tumour were provided by 286 registries in 59 countries. For adults diag-
nosed during 2010-2014, 5-year net survival from all brain tumours combined varied
between 15% and 42%. We will present detailed comparison of survival trends for glio-
mas defined by anatomic location, morphology and WHO grade.

Methods: We will present the numbers of adults diagnosed with a glioma and the sub-
type distribution by continent. We will estimate net survival up to 5 years, using the
unbiased Pohar Perme estimator. Net survival is the probability that patients survive
their cancer until a given time since diagnosis, after controlling for competing risks of
death (background mortality) by age, sex, country and calendar year.

Results: Data were obtained for 545,184 adults. Glioblastoma was the most common
morphology (57%). Astrocytic, oligodendroglial and oligo-astrocytic tumours speci-
fied as WHO grade I-III made up 21% of all gliomas, while glioma not otherwise speci-
fied (NOS) and astrocytoma NOS made up 15%. Rarer tumours, such as
oligodendroglioma, fibrillary astrocytoma, pilocytic astrocytoma, mixed glioma, ana-
plastic oligodendroglioma and anaplastic astrocytoma made up less than 10% of glio-
mas in all continents. The frequency of glioblastoma was 58% or higher in Europe,
North America and Oceania, 53% in Africa and around 45% in Asia and Central and
South America. The frequency of astrocytoma NOS was lowest in Europe, North
America and Oceania (below 9%) and highest in Central and South America (22%).

Conclusions: The distribution of gliomas varies around the world. The differential was
the frequency of unspecified morphologies, which may be partly attributable to diag-
nostic capacity. We will assess the extent to which disparities in morphology contribute
to worldwide variation in survival from adult brain tumours. When comprehensive
survival analyses are available, this project is expected to become the reference for inter-
national comparison of brain tumour survival, to help inform national cancer control
plans.

Legal entity responsible for the study: London School of Hygiene and Tropical
Medicine.

Funding: Children with Cancer UK.
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