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sequencing and PDX modeling. CONCLUSION: We propose a trial using 
clinical microdialysis, placed in diffuse midline glioma tissue post biopsy, as 
an experimental research tool, to assess CNS drug entry and targeted inhib-
ition with abemaciclib.  These studies will be the first of their kind focused 
on the dynamic nature of CNS drug delivery with the overall intent to in-
form future clinical therapies.
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PROSPECTIVE CLINICAL STUDY OF CONVENTIONALLY 
FRACTIONATED CONCURRENT CHEMORADIOTHERAPY AND 
HYPOFRACTIONATED CONCURRENT CHEMORADIOTHERAPY 
AFTER THE SURGERY OF HIGH-GRADE GLIOMAS
Shi Weiyan; The First Hospital of Jilin University, Changchun, China

PURPOSE: To observe and evaluate the efficacy and safety of conventional 
fractionated concurrent chemoradiotherapy and hypofractionated concur-
rent chemoradiotherapy for adjuvant treatment of newly treated high-grade 
glioma. METHOD: For newly treated patients with high-grade gliomas 
with WHO grade III-IV, all patients started concurrent chemoradiotherapy 
within 1  month after surgery, and received concurrent temozolomide 
75  mg/m2 during radiotherapy until the end of radiotherapy. Sequential 
temozolomide chemotherapy at 200 mg/m2 for at least 6 cycles. All patients 
were randomly divided into groups, one group was given conventional frac-
tional irradiation, 60Gy/30f in high-risk areas, 46Gy/23f in low-risk areas, 
and the other group was given low-fractionated irradiation, 53Gy/15f in 
high-risk areas, and 53Gy/15f in low-risk areas 43Gy/15f. The overall 
survival (OS), progression-free survival (PFS), radiation-induced cerebral 
edema and radiation-induced brain necrosis were evaluated. RESULT: As of 
December 31, 2022, a total of 60 patients were enrolled, including 30 in the 
conventional fractionation treatment group and 30 in the hypofractionated 
treatment group. At present, 58 patients survived and 2 died, 2 in the con-
ventional fractionation group, one due to tumor recurrence and one due to 
cardiac accident; 7 patients recurred, including 4 in the conventional frac-
tionation group and 3 in the low fractionation group. Radiation cerebral 
edema occurred in 9 cases, 6 cases in the hypofractionated group and 3 
cases in the conventional fractionation group, all of which were completely 
relieved after dehydration with mannitol, which did not affect the progress 
of radiotherapy. No radiation necrosis occurred during follow-up.  CON-
CLUSION: Compared with the standard stupp regimen, using 53Gy/15f in 
the high-risk area and 43Gy/15f in the low-risk area as an adjuvant therapy 
with concurrent temozolomide and sequential temozolomide, there was no 
increased risk of disease recurrence, no increased risk of death, and no in-
creased risk of death.
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A MULTIVARIATE RETROSPECTIVE ANALYSIS OF 159 
PATIENTS WITH HIGH-GRADE GLIOMAS: OVERALL SURVIVAL, 
PROGRESSION-FREE SURVIVAL, AND PROGNOSTIC FACTORS
Shiyu Liu, Xin Jiang, Lihua Dong; Department of Radiation Oncology, the 
First Hospital of Jilin University, Jilin, China

BACKGROUND AND PURPOSE: High-grade gliomas are highly ma-
lignant, aggressive, high incidence rate, and mortality. The purpose of 
this study was to analyze retrospectively and identify prognostic factors 
of patients with high-grade gliomas diagnosed by biopsy or postoperative 
pathological examination.  METHODS: In this retrospective study, we 
analyzed the patient’s demographic data, tumor characteristics, treatment 
approaches, immunocytochemistry results, the overall survival (OS) time, 
and the progression-free survival (PFS) time in a series of 159 histologically 
proven high-grade gliomas recruited from January 2011 to December 2019. 
OS time and PFS time were analyzed by Kaplan-Meier survival analysis 
with log-rank test and found the independent factors by using Cox regres-
sion analysis. RESULTS: Survival analysis showed that an OS of 84.90%, 
55.35% and 13.20% was observed at 1, 2 and 5 years, respectively. And a 
PFS of 56.6%, 25.26% and 3.14% was observed at 1, 2 and 5 years, respect-
ively. The mean OS was 52.73 months and mOS was 35 months. Univariate 
analysis showed that postoperative pathological classification and grade 
and age were statistically significant for patient outcome (P < 0.01). 147 
patients underwent concurrent chemoradiotherapy and 80 of them died; 
12 patients did not undergo concurrent chemoradiotherapy and 10 died 
(P = 0.03); There were statistically significant differences in the prognostic 
impact of Ki-67 expression, MGMT, IDH1R132H and p53 mutations by 
immunohistochemistry (P = 0.001; P = 0.016; P = 0.003; and P = 0.021, re-
spectively). Similarly, we concluded that different grades, age, pathological 
classification, Ki-67 and IDH1R132H expression by immunohistochemistry 
were statistically significantly associated with PFS (P < 0.01; P  =  0.004; 
P = 0.003; P = 0.001; P = 0.028). CONCLUSIONS: Tumor grade and con-
current chemoradiotherapy after surgery were independent prognostic fac-
tors affecting patients’ survival, and grade was also an independent factor 
affecting PFS.
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TARGETING IMMUNE-PAYLOAD TO THE GLIOBLASTOMA 
TUMOR MICROENVIRONMENT USING A MACROPHAGE-BASED 
TREATMENT RELYING ON AUTOLOGOUS, GENETICALLY 
MODIFIED, HEMATOPOIETIC STEM CELL-BASED THERAPY: THE 
TEM-GBM STUDY (NCT03866109)
Marica Eoli1, Francesca Farina2, Bernhard Gentner3, Alessia Capotondo3, 
Elena Anghileri1, Matteo Barcella3, Valentina Brambilla4, 
Maria Grazia Bruzzone5, Matteo Carrabba2, Valeria Cuccarini5, 
Giorgio d’Alessandris6, Francesco Di Meco6, Valeria Ferla2, 
Alberto Franzin7, Paolo Ferroli8, Filippo Gagliardi9, Federico Legnani8, 
Stefania Mazzoleni4, Pietro Mortini9, Matteo Maria Naldini3, 
Alessandro Olivi6, Roberto Pallini6, Monica  Patanè10, Rosina Paterra1, 
Bianca Pollo10, Massimo Saini8, Silvia Snider9, Luigi Naldini3, 
Carlo Russo4, Gaetano Finocchiaro11, Fabio Ciceri2; 1Neuro-Oncology 
Unit - Istituto Neurologico Carlo Besta, Milan, Italy. 2Hematology and 
Bone Marrow Transplant Unit - San Raffaele Hospital, Milan, Italy. 
3San Raffaele Telethon Institute for Gene Therapy (SR-Tiget), Milan, 
Italy. 4Genenta Science, Milan, Italy. 5Neuroradiology Unit - Istituto 
Neurologico Carlo Besta, Milan, Italy. 6Neurosurgery Unit - Policlinico 
Gemelli, Rome, Italy. 7Neurosurgery Unit – Fondazione Poliambulanza, 
Brescia, Italy. 8Neurosurgery Unit - Istituto Neurologico Carlo Besta, 
Milan, Italy. 9Neurosurgery Unit - San Raffaele Hospital, Milan, Italy. 
10Neuropathology Unit - Istituto Neurologico Carlo Besta, Milan, Italy. 
11Neuro-Oncology Unity - San Raffaele Hospital, Milan, Italy

We developed an autologous hematopoietic stem cell-based platform de-
signed to deliver IFNa, by a transcriptional and post-transcriptional control 
mechanism mediated by miRNA target sequences, specifically into the tumor 
microenvironment (TME) via Tie-2 expressing monocytes (Temferon). As 
of Feb 2022, 3 escalating doses of Temferon (0.5-2.0x106/kg) were tested 
across 15 newly diagnosed, unmethylated MGMT GBM patients assigned to 
5 cohorts. Follow-up from surgery is 6–28mo (2–25mo after Temferon). To 
date, no DLTs have been identified. As expected, 1mo after the administra-
tion of the highest tested dose, the hematopoietic system of Temferon-treated 
patients was composed of up to 30% of CD14+ modified cells. Temferon-
derived progeny persisted, albeit at lower levels, up to 18mo (longest time 
of analysis). Despite the substantial proportion of engineered cells, very 
low concentrations of IFNα were detected in the plasma and in the CSF, 
indicating tight regulation of transgene expression. SAEs were mostly at-
tributed to conditioning chemotherapy (infections) or disease progression 
(seizures). 1SUSAR (persistent GGT elevation) occurred. Median OS is 
15mo from surgery.  Homing of transduced cells to the tumor was demon-
strated by the presence of gene-marked cells in the 2nd surgery specimens 
of 3 out 4 pts belonging to low dose cohorts. Single-cell RNA seq of the 
TME highlighted a Temferon signature associated with the induction IFNa 
responsive genes and macrophage repolarization. Potential long-term benefit 
with Temferon was identified in a patient from cohort 3, who had PD at 
D+120 with two distant enhancing lesions, and increased tumor necrosis. 
1y following Temferon, with no 2nd-line therapy added, there was approxi-
mately 40% reduction in enhancing tumor volume compared to D+180 with 
a stable clinical and imaging picture thereafter. The results provide initial 
evidence of Temferon’s potential to modulate the TME of GBM patients, 
and anecdotal evidence for long lasting effects of Temferon in prevention of 
disease progression.
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FIRST-LINE TUMOR TREATING FIELDS (200 KHZ) THERAPY FOR 
NEWLY-DIAGNOSED GLIOBLASTOMA: THE PHASE 3 TRIDENT 
TRIAL (EF-32)
Wenyin Shi1, Lawrence Kleinberg2, Suriya A. Jeyapalan3, 
Samuel A. Goldlust4, Seema Nagpal5, David Roberge6, Ryo Nishikawa7, 
Rachel Grossman8, Martin Glas9; 1Department of Radiation Oncology, 
Thomas Jefferson University, Philadelphia, PA, USA. 2Department of 
Radiation Oncology and Molecular Radiation Sciences, Johns Hopkins 
University School of Medicine, Baltimore, MD, USA. 3Departments 
of Neurology and Medicine (Hematology-Oncology), Tufts Medical 
Center, Boston, MA, USA. 4John Theurer Cancer Center, Hackensack 
University Medical Center, Hackensack, NJ, USA. 5Division of Neuro-
Oncology, Stanford University, Stanford, CA, USA. 6Faculty of Medicine 
– Department of Radiology, Radiation-Oncology and Nuclear Medicine, 
University of Montreal, Montreal, QC, Canada. 7Saitama Medical 
University International Medical Center, Saitama, Japan. 8Department 
of Neurosurgery, Tel-Aviv Medical Center, Tel-Aviv, Israel. 9Division of 
Clinical Neurooncology, Department of Neurology, University Hospital 
Essen, Essen, Germany

BACKGROUND: Tumor Treating Fields therapy (TTFields; 200 kHz) 
comprise alternating electric fields that disrupt cancer cell division, and 
is approved for newly diagnosed glioblastoma (ndGBM), recurrent GBM 
and mesothelioma. In the phase 3 EF-14 trial, TTFields/temozolomide 


