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His disease progressed on treatment, and he died prior to initiation of a 
PDGFRA kinase inhibitor (avapritinib). CONCLUSIONS: Further investi-
gation into the underlying factors that drive the differing disease course in 
patients with RIG is needed.

ABSTRACT CITATION ID: NOAE064.294
HGG-10. YAP1-MAML2 FUSION IN YOUNG CHILDREN WITH 
PEDIATRIC HIGH-GRADE GLIOMA: A CASE REPORT
Emily Jewels1, Samuel Bergeron-Gravel2, Simon Lagacé2, Lili-Naz Hazrati3, 
Stephen Saikali3, Christopher Dunham4, Sylvia Cheng1; 1British Columbia 
Children’s Hospital, Vancouver, BC, Canada, 2CHU de Québec - Université 
Laval, Quebec City, QC, Canada, 3McGill University, Montreal, QC, 
Canada, 4British Columbia Children’s Hospital and Women’s Hospital and 
Health Center, Vancouver, BC, Canada

BACKGROUND: High-grade gliomas (HGG) in children are a heteroge-
neous group of central nervous system (CNS) tumors that are very aggres-
sive and highly malignant. Few patients achieve long-term survival despite 
decades of clinical trials. International collaborations have sought to better 
describe and understand the genetic underpinnings of pediatric HGG in 
hopes to uncover more effective treatment options. We report two HGG 
cases of young children with a YAP1-MAML2 fusion. METHODS: Clinical 
data was collected retrospectively, and pathology was reviewed to confirm 
the diagnosis. RNA sequencing was performed using the Illumina TruSight 
RNA Pan-cancer Next Generation Sequencing Panel. Methylation pro-
filing was completed using the HumanMethylation450 BeadChip platform 
(Illumina, San Diego, CA). RESULTS:  Two children ages less than 5 years 
with HGG were identified to have the YAP1-MAML2 fusion. One child was 
diagnosed at age 4 years and had an additional somatic BRAF V600D mu-
tation. The child was treated initially with surgical debulking and cisplatin-
based chemotherapy but had rapid clinical and radiologic progression. Due 
to the BRAF V600D mutation, the child started Dabrafenib and Trametinib 
but continued to have rapid craniospinal dissemination and died within 
8 weeks of presentation. The second child was diagnosed at age 2 years 
and had an additional oncogenic PTENpF341V mutation. DNA methyla-
tion profiling on this tumor did not show evidence of clustering with any 
known CNS tumor entity. This child was treated with surgical debulking, 
chemotherapy (Baby POG), focal radiation 5400cGy, and maintenance 
chemotherapy (lomustine and temozolomide as per COG ACNS 0423). This 
child continues to have stable residual disease 29 months from presentation. 
CONCLUSION:  We present two cases of HGG in young children with a 
unique YAP1-MAML2 fusion. Future studies are needed to further charac-
terize the significance of how this new molecular alteration impacts treat-
ment and long-term outcomes in pediatric HGG.

ABSTRACT CITATION ID: NOAE064.295
HGG-11. TRANS-SPECIES STUDY OF IDH-MUTANT REPLICATION-
REPAIR DEFICIENT HIGH-GRADE GLIOMAS (RRD-HGG) AND 
RESPONSE TO COMBINED TARGETED AND IMMUNOTHERAPY: 
AN IRRDC STUDY
Anirban Das1, Nicholas R Fernandez1, Kevin J Bielamowicz2, 
Gadi Abebe-Campino3, Shani Caspi3, Nyman Per4, Richard T Graham5, 
John Y Kim6, Mari Wilhelmsson7, Mette Jorgensen8, Orli Michaeli9, 
Maria Baro Fernández10, Amanda Li1, Adrian Levine1, Zoya Aamir1, 
Lucie Stengs1, Logine Negm1, Vanessa Bianchi1, Melissa Edwards1, 
Julie Bennett1, Birgit Ertl-Wagner1, Peter Dirks1, Eric Bouffet1, 
Cynthia Hawkins1, Uri Tabori1; 1Hospital for Sick Children, Toronto, 
Canada, 2Arkansas Children’s Hospital, AR, USA, 3Chaim Sheba Medical 
center, Ramat Gan, Israel, 4Crown Princess Victoria Children’s Hospital, 
Linköping, Sweden, 5Cincinnati Children’s Hospital Medical Center, 
Cincinnati, USA, 6Kaiser Permanente, Oakland, USA, 7Karolinska 
Universitetssjukhuset, Stockholm, Sweden, 8Great Ormond Street Hospital, 
London, United Kingdom, 9Schneider Children’s Medical Center of Israel, 
Petah Tikva, Israel, 10University Hospital, Madrid, Spain

BACKGROUND: IDH-mutant gliomas comprise <10% of HGG in 
children. RRD-HGG comprise 5-10% of childhood HGG, demonstrate 
high mutation burden (TMB) and respond to immune-checkpoint inhib-
ition (ICI). The impact of RRD with childhood IDH-mutant gliomas, and 
effective therapeutic options for these patients are not well-established. 
METHODS: Clinical and multi-omic analyses were performed on IDHmut-

RRD-HGG registered to the IRRDC and the glioma taskforce. Tumor 
development and genomic data were studied from a novel IDHmut-RRD-
HGG immunocompetent mouse model. Outcome following ICI and tar-
geted therapy were evaluated. RESULTS: IDHmut-RRD-HGG accounted for 
>60% of childhood IDH-mutant-HGG. Conversely, IDH1-mutations were 
detected in 20% of RRD-HGG. All patients (n=48) harboured germline 
mutations in MMR genes (CMMRD: 62%, Lynch syndrome: 38%). 
Contrary to sporadic IDH-mutant-gliomas, the majority (>90%) were 
high-grade. Diffuse/multifocal involvement, predominantly involving the 
frontal lobe, was frequent. TMB was lower than IDH-wildtype RRD-HGG 

(median: 28 mutations/Mb, p<0.05). Secondary POLE/POLD1 mutations 
were absent. TP53 and ATRX were frequent somatic hits. Copy number 
changes, particularly loss of CDKN2A/2B, were common. CD8-T-cell infil-
tration (immunohistochemistry) and tumor inflammation score (transcrip-
tome) were lower than IDH-wildtype RRD-HGG (p<0.05). A novel mouse 
model (Olig2Cre+/Msh2LoxP/LSL-Idh1R132H) revealed similar lower TMB, 
diffuse cerebral involvement, slower growth, and low immune infiltrates 
as compared with IDH-wildtype RRD-HGG models. IDHmut-RRD-HGG 
demonstrated worse survival as compared to sporadic IDH-mutant-HGG 
(p<0.001). Within RRD-HGG, ICI monotherapy resulted in inferior sur-
vival in IDHmut-RRD-HGG vs IDH-wildtype RRD-HGG (p<0.05). Five 
patients developed metachronous IDHmut-RRD-HGG while on anti-PD1 
treatment for IDH-wildtype RRD-HGG, suggesting intrinsic resistance. 
Interestingly, an IDH-inhibitor demonstrated objective response in 4/8 
IDHmut-RRD-HGG. Furthermore, for IDHmut-RRD-HGG on ICI treat-
ment, the addition of an IDH-inhibitor prolonged survival at 12-months 
in comparison to those without (p=0.01). CONCLUSION: Hypermutant 
RRD-HGG with IDH1;p.R132H harbour unique immuno-biology and 
do not respond to anti-PD1 monotherapy. The addition of IDH-inhibition 
demonstrated favourable responses, supporting need for evaluation of the 
combination in clinical trials.

ABSTRACT CITATION ID: NOAE064.296
HGG-12. A PHASE IB/II STUDY ON ASIDNA™ IN ASSOCIATION 
WITH RE-IRRADIATION IN CHILDREN, ADOLESCENTS AND 
YOUNG ADULTS WITH RELAPSING HIGH-GRADE GLIOMA
François DOZ1,2, Pierre LEBLOND3,4, Liesbeth CARDOEN5, 
Jacques GRILL6,7, Wael JDEY8, Marie DUTREIX9, Fouzia AZZOUZ10, 
Mamadou DIALLO11, Line CLAUDE12, Pascale VARLET13,14, 
Claire ALAPETITE15; 1SIREDO (Care, innovation, research in pediatric, 
adolescent and young adults oncology), Institut Curie, Paris, France, 
2Université Paris Cité, Paris, France, 3IHOPe (Institut d’hématologie et 
d’Oncologie Pédiatrique), Centre Léon Bérard, Lyon, France, 4C3 Team, 
LabEx DEVweCAN, CRCL INSERM U1052, CNRS UMR 5286, Lyon, 
France, 5Imaging Department, Institut Curie, Paris, France, 6Départment 
de Cancérologie de l’Enfant et de l’Adolescent, Gustave Roussy et 
Université Paris-Saclay, Villejuif, France, 7INSERM U981 « Genomic and 
Oncogenesis of pediatric Brain Tumors », Villejuif, France, 8Preclinical 
R&D, ValerioTX, Paris, France, 9UMR “ETIC”, Institue Curie, Orsay, 
France, 10DREH (Direction de la Recherche Clinique), Institue Curie, 
Saint Cloud, France, 11Service de Biométrie, Institut Curie, Saint Cloud, 
France, 12Radiation Oncology Department, Centre Léon Bérard, Lyon, 
France, 13Université Paris Cité, Institute of Psychiatry and Neuroscience of 
Paris (IPNP), INSERM U1266, Ima-Brain team, Paris, France, 14GHU-
Paris Psychiatrie et Neurosciences, Hôpital Sainte Anne, service de 
Neuropathologie, Paris, France, 15Radiotherapy Department, Institue 
Curie, Paris, France

BACKGROUND: AsiDNA is a synthetic cholesterol-
oligodeoxyribonucleotide conjugate, inducing false DNA damage signaling, 
which prevents DNA repair in tumor cells. AsiDNA therefore increases 
the vulnerability of tumor cells to irradiation without increasing toxicity 
in healthy tissues. Preclinical data showed encouraging results of AsiDNA 
combined to irradiation in glioma and medulloblastoma models. We aimed 
to determine the safety and efficacy of AsiDNA, a DNA-repair inhibitor, in 
children, adolescents and young adults with recurrent High-grade Glioma 
(HGG) eligible for re-irradiation. METHODS: AsiDNA was administered 
intravenously using a 3 consecutive days loading dose, followed by a weekly 
dose (350 mg/m2/dose or 600 mg for patients ≥ 50kg) for 11 weeks. Focal 
radiotherapy, using 1.8 Gy daily fraction, 5 days a week, was administered 
in combination during the first weeks: 18 Gy for brainstem diffuse midline 
glioma (DMG) and 36 Gy for supra-tentorial HGG (DMG or non-DMG). 
The first part of the study aimed to assess the safety and to confirm the re-
commended phase-II dose based on dose limiting toxicities (DLT) during 
the first 8 weeks. A second part was planned to assess activity/efficacy of the 
combination based on the progression-free survival (PFS) rate at 3 months. 
AsiDNA pharmacodynamics (PD) was studied in peripheral blood mono-
nuclear cells (PMBC). RESULTS: Eight (8) patients were enrolled: median 
age 14 y (6.2-24.5), 5 DMG. No DLT was observed. Median FU was 9.1 
months, disease progression was observed in 8 patients; 6 died because of 
disease progression. Median PFS was 3.9 months. The PD results showed no 
significant target engagement in PBMCs. CONCLUSIONS: Considering the 
low PFS as well as lack of efficacy on PD markers, the DSMB recommended 
stopping the study.

ABSTRACT CITATION ID: NOAE064.297
HGG-13. INFANT-TYPE HEMISPHERIC GLIOMA (IHG): AN 
INDIVIDUAL PATIENT DATA META-ANALYSIS
Lara Chavaz1,2, Aditi Bagchi3, Fabienne Toutain1,2, Stefan M. Pfister4,5, 
Dominik Sturm4,5, Torsten Pietsch6, Gerrit H. Gielen6, Andreas Waha6, 
Matthew Clarke7, Michael Karremann8, Martin Benesch9, 
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Thomas Perwein9, Gunther Nussbaumer9, Christof Kramm10, 
Maura Massimino11, Veronica Biassoni11, Maria Vinci12, 
Angela Mastronuzzi12, Dannis van Vuurden13, Sophie E.M. Veldhuijzen 
van Zanten14, Alan Mackay7, Chris Jones7, David T.W. Jones15,16, Ana S. 
Guerreiro Stucklin17, Uri Tabori18,19, Cynthia Hawkins18,20, Scott Ryall18, 
Andrés Morales La Madrid21, Alvaro Lassaletta22, Simon Bailey23, 
Darren Hargrave24, Jason Chiang25, Moatasem El-Ayadi26, Bruna 
Minniti Mançano27, Rui Manuel Reis28,29, Christian Hagel30, Giles 
W. Robinson3, Amar Gajjar3, Hamza Gorsi31,32, Nicolas Silvestrini33, 
Andre O. von Bueren1,2; 1Department of Pediatrics, Gynecology and 
Obstetrics, Division of Pediatric Hematology and Oncology, University 
Hospital of Geneva, Geneva, Switzerland, 2Cansearch Research 
platform for pediatric oncology and hematology, Faculty of Medicine, 
Department of Pediatrics, Gynecology and Obstetrics, University of 
Geneva, Geneva, Switzerland, 3Department of Oncology, Division of 
Neuro-Oncology, St. Jude Children’s Research Hospital, Memphis, TN, 
USA, 4Department of Pediatric Oncology, Hematology & Immunology, 
Heidelberg University Hospital, Heidelberg, Germany, 5Division of 
Pediatric Glioma Research, German Cancer Research Center (DKFZ) and 
German Cancer Consortium (DKTK), Heidelberg, Germany, 6Institute 
of Neuropathology, DGNN Brain Tumor Reference Center, University 
of Bonn, Bonn, Germany, 7Division of Molecular Pathology, Institute of 
Cancer Research, London, United Kingdom, 8Department of Pediatric 
and Adolescent Medicine, University Medical Center Mannheim, 
Medical Faculty Mannheim, Heidelberg University, Mannheim, Germany, 
9Division of Pediatric Hematology and Oncology, Department of 
Pediatrics and Adolescent Medicine, Medical University of Graz, Graz, 
Austria, 10Division of Pediatric Hematology and Oncology, University 
Medical Center Göttingen, Göttingen, Germany, 11Pediatric Oncology 
Unit, Fondazione IRCCS Istituto Nazionale Tumori, Milano, Italy, 
12Department of Hematology/Oncology, Cell and Gene Therapy, Bambino 
Gesù Children’s Hospital (IRCCS), Rome, Italy, 13Princess Máxima 
Center for Pediatric Oncology, Utrecht, Netherlands, 14Department 
of Radiology and Nuclear Medicine, Erasmus MC, Rotterdam, 
Netherlands, 15German Cancer Research Center (DKFZ), Heidelberg, 
Germany, 16Hopp Children’s Cancer Center Heidelberg (KiTZ), 
Heidelberg, Germany, 17Department of Oncology and Children’s Research 
Center, University Children’s Hospital Zurich, Zurich, Switzerland, 
18The Arthur and Sonia Labatt Brain Tumour Research Centre, The 
Hospital for Sick Children, Toronto, ON, Canada, 19Department of 
Hematology Oncology, The Hospital for Sick Children, Toronto, ON, 
Canada, 20Division of Pathology, Hospital for Sick Children, Toronto, 
ON, Canada, 21Pediatric Cancer Center Barcelona, Hospital Sant 
Joan de Deu, Barcelona, Spain, 22Department of Pediatric Hematology 
Oncology, Hospital Infantil Universitario Niño Jesús, Madrid, Spain, 
23Department of Paediatric Oncology, Sir James Spence Institute of Child 
Health, Royal Victoria Infirmary Queen, Newcastle upon Tyne, United 
Kingdom, 24Pediatric Oncology Unit, Great Ormond Street Hospital 
for Children, London, United Kingdom, 25Department of Pathology, St. 
Jude Children’s Research Hospital, Memphis, TN, USA, 26Department of 
Pediatric Oncology, National Cancer Institute, Cairo University, Cairo, 
Egypt, 27Departament of Pediatric Oncology; Barretos Cancer Hospital, 
Barretos, Brazil, 28Molecular Onocology Research center; Barretos 
Cancer Hospital, Barretos, Brazil, 29Life and Health Research Institute 
(ICVS), Medical School, University of Minho, Braga, Portugal, 30Institute 
of Neuropathology, Eppendorf University Hospital, University of 
Hamburg, Hamburg, Germany, 31Department of Hematology/Oncology, 
Children’s Hospital of Michigan, Detroit, MI, USA, 32Central Michigan 
University School of Medicine, Mt Pleasant, MI, USA, 33Clinical Research 
Platform – Paediatrics, Gynaecology and Obstetrics, Department of 
Women, Child, and Adolescent Medicine, Geneva University Hospitals 
and Faculty of Medicine, Geneva, Switzerland

BACKGROUND: Infant-type hemispheric gliomas (IHG) are epigen-
etically distinct pediatric high-grade gliomas characterized by fusions in 
receptor tyrosine kinase (RTK) genes. METHODS: We performed a meth-
odical literature search, including 30 publications (22 case reports), to 
identify patients who met the diagnostic criteria of IHG based on the 
2021 WHO Classification of CNS Tumors. Individual patient data were 
obtained from published literature and/or via the authors of the publica-
tions. Survival analysis was conducted using the Kaplan-Meier method, 
and multivariate analysis was performed to investigate the effect of clin-
ical and molecular variables on outcomes. RESULTS: Hundred-fifty-five 
previously reported and one unpublished IHG were identified: 131 (84%) 
had fusions in RTK genes, of which ALK was most prevalent (62/131), 
followed by NTRK1/2/3 (30/131), ROS1 (30/131), and MET (9/131). 
Twenty-five patients, with either no identified RTK fusion (6/156) or not 
assessable fusion (19/156), had methylation scores ≥ 0.9 for IHG (using 
the Molecular Neuropathology brain tumor classifier versions ≥ 11b4). 
Surgery followed by adjuvant chemotherapy in 69% (67/97) was the most 
common primary treatment used in our cohort. The 3-year EFS and OS 

were 55% (95%CI: 45-67) and 81 % (95%CI: 73-89). 41 patients with 
relapsed or progressive tumors received various second-line treatments 
including surgery, chemotherapy, radiotherapy, and targeted therapy. 
Based on multivariate analysis, complete resection resulted in better EFS 
(p = 0.05) and OS (p = 0.009), and the presence and type of RTK gene fu-
sion were not associated with clinical outcomes. CONCLUSION: Our re-
sults show that despite favorable OS, patients with IHG often show early 
progression, indicating that the primary optimal treatment for IHG is yet 
to be established. Our analysis further indicates that achieving a safe, 
complete resection may play an important role in treating these patients. 
A comprehensive analysis of the salvage regimen is required to understand 
their role in OS.

ABSTRACT CITATION ID: NOAE064.298
HGG-14. COMPARING THE RADIOSENSITIZATION POTENTIAL 
OF VARIOUS COMPOUND CLASSES IN PEDIATRIC-TYPE DIFFUSE 
HIGH-GRADE GLIOMA
Alessia Cais1,2, Szymon Lipiec1,2, Kenneth Chun-Ho Chan1,2, 
Nina Hofmann1,2, Clara Gade1,3, Laura von Soosten1,4, Roland Imle1,3, 
Mareike Roscher5,6, Rosemarie Euler-Lange5,6, Tuyu Zheng1,2, 
Frederik Manz1,7, Lena M Kutscher1,7, Kristian W Pajtler1,2, 
Heike Peterziel1,8, Ina Oehme1,8, Olaf Witt1,8, Ina Kurth5,6, David T 
W Jones1,4, Stefan M Pfister1,2, Marc Zuckermann1,2; 1Hopp Children`s 
Cancer Center Heidelberg (KiTZ), Heidelberg, Germany, 2Pediatric 
Neurooncology, German Cancer Research Center (DKFZ), Heidelberg, 
Germany, 3Pediatric Soft Tissue Sarcoma Research Group, German 
Cancer Research Center (DKFZ), Heidelberg, Germany, 4Pediatric Glioma 
Research, German Cancer Research Center (DKFZ), Heidelberg, Germany, 
5Morszeck Pre-Clinical-Trial Unit, Service Unit for Radiopharmaceuticals 
and Preclinical Studies, German Cancer Research Center (DKFZ), 
Heidelberg, Germany, 6Division of Radiooncology/Radiobiology, German 
Cancer Research Center (DKFZ), Heidelberg, Germany, 7Developmental 
Origins of Pediatric Cancer Junior Research Group, German Cancer 
Research Center (DKFZ), Heidelberg, Germany, 8Clinical Cooperation Unit 
Pediatric Oncology, German Cancer Research Center (DKFZ), Heidelberg, 
Germany

BACKGROUND: The 5-year survival rate of patients suffering from 
pediatric-type diffuse high-grade glioma (pHGG) remains at only ~20%. 
Often resection and/or X-ray radiation therapy (RT) are the only treatment 
options for these patients, though only providing palliative benefits. To date, 
the concomitant combination of RT and targeted agents is largely unex-
plored, especially as first line treatment. METHODS AND RESULTS: To 
identify drugs and compound classes that radiosensitize pHGGs, we per-
formed a series of high-throughput drug screens in combination with RT. 
Using a custom library of ~90 FDA-approved compounds, we analyzed 
combinatorial efficacies in 10 pHGG cell cultures. We identified a variety 
of drugs demonstrating increased efficacy with RT that have not been de-
scribed as radiosensitizers yet. Of these, we prioritized compounds that 
presumably cross the blood-brain-barrier (BBB) and are clinically relevant, 
yielding a selection of 6 drugs comprising HDAC-, Proteasome-, MEK- and 
BCL-inhibitors. Next, we analyzed whether these compounds act tumor-
specifically by screening two non-cancer cell cultures: Neural stem cells and 
HEK293T cells. While 3 of those compounds also demonstrated efficacy 
in one of the control cell lines, the 3 remaining drugs potentiated RT spe-
cifically in pHGG. We then successfully validated the radiosensitization of 
selected compounds using cell viability and apoptosis assays, and are cur-
rently performing clonogenic assays to prioritize the most effective drug-RT 
combinations for in vivo trials. OUTLOOK AND CONCLUSION: We will 
evaluate the most promising treatment combinations preclinically using es-
tablished PDX-mouse models. We are also planning to perform pharma-
cokinetic analyses of selected compounds to validate BBB permeability. 
Ultimately, mechanisms of radiosensitization will be functionally investi-
gated. Our comparative results will generate a comprehensive overview of 
the radiosensitization potential of different compound classes in a variety of 
pHGG models, allow mechanistic insights into the interplay of both modal-
ities, and provide a basis for future clinical trials.

ABSTRACT CITATION ID: NOAE064.299
HGG-15. SYNERGISTIC EFFECTS OF COMBINED MEK/CDK4/6 
INHIBITOR TREATMENT ON BRAFV600E POSITIVE HIGH-GRADE 
GLIOMA
Lisa Mayr1,2, Leah Mager3, Lisa Gabler3, Sibylle Madlener1, 
Dominik Kirchhofer2, Anna Lämmerer2, Katharina Bruckner1, 
Alexandra Lang3, Romina Walter4, Julia Schueler4, Andreas Peyrl1, Amedeo 
A. Azizi1, Christian Dorfer3, Christine Haberler5, Leonhard Müllauer6, 
Walter Berger2, Daniela Lötsch-Gojo3, Johannes Gojo1; 1Department of 
Pediatrics and Adolescent Medicine, Comprehensive Center for Pediatrics 
and Comprehensive Cancer Center, Medical University of Vienna, Vienna, 
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