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3 and 15 years of age (median 7.3). All mutations are found in the germline 
when a constitutional DNA sample was available (n=26). Most tumors 
(93%) showed a biallelic inactivation of PTCH1, other recurrent alter-
ations concerned the TP53 pathway (including 1 somatic TP53 VP) and 
activation of MYCN/MYCL signaling. We observed that ELP1-mutated 
MB behave as sporadic cases, with similar distribution within clinical 
and molecular risk groups of MB, similar outcomes (5y-OS = 85%) and 
no unusual side effects of treatments. Three patients developed a second 
tumor (2 high-grade gliomas and 1 thyroid carcinoma) within the irradi-
ation fields. All germline PV were inherited from one asymptomatic parent 
(11 trio). No specific morphological features were mentioned. Only two 
index cases from the 29 French patients had a previous familial history 
of MB (occurring in a cousin), with many asymptomatic carriers. Except 
the MB, no other cancer was significantly associated with the ELP1 PV. 
CONCLUSIONS: the low penetrance, the ‘at risk’ age window limited to 
childhood and the narrow tumor spectrum, question the actual benefit of 
genetic screening in these patients and their family. Our results suggest 
restricting ELP1 germline sequencing to patients with MB, depending on 
the parents’ request.
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BACKGROUND: Outcome of children with medulloblastoma (MB) 
and Fanconi Anemia (FA), an inherited DNA repair deficiency, has not 
systematically been described. Treatment is complicated by high vul-
nerability to treatment-associated side effects, yet structured data are 
lacking. This study provides a comprehensive overview about clinical 
and molecular characteristics of pediatric FA MB patients. METHODS: 
Clinical data including detailed information on treatment and toxicities 
of six previously unreported FA MB patients were supplemented with 
data of 16 published cases. RESULTS: We identified 22 cases of chil-
dren with FA and MB with clinical data available. Biological subgroup 
was SHH in all cases with data available (n=9), confirmed by methyla-
tion profiling in five patients. FA MB patients exclusively belonged to 
complementation groups FA-D1 (n=16) or FA-N (n=3). Patients were 
treated with postoperative chemotherapy only (50%) or radiotherapy 
(RT)±chemotherapy (27%). 23% did not receive adjuvant therapy. Ex-
cessive treatment-related toxicities were frequent. Severe hematological 
toxicity occurred in 91% of patients treated with alkylating chemo-
therapy, while non-alkylating agents and RT were less toxic. 14 pa-
tients (63.6%) developed 20 other malignancies, of which ten occurred 
before, five simultaneously with and five after MB diagnosis. Median 
overall survival (OS) was 1 year (95%CI 0.3-1.9). 1-year-progression-
free-survival (PFS) was 26.3±10.1% and 1-year-OS was 42.1±11.3%. 
Adjuvant therapy prolonged survival (1y-OS/1y-PFS 0%/0% without 
adjuvant therapy vs. 53.3±12.9%/33.3±12.2% with adjuvant therapy, 
p=0.006/p=0.086), with no difference whether the patient had received 
chemotherapy only or RT±chemotherapy. CONCLUSIONS: MB in FA 
patients is strongly associated with SHH activation and FA-D1/FA-N. 
Despite the dismal prognosis, adjuvant therapy may improve survival. 
Non-alkylating chemotherapy and RT are feasible in selected patients 

with careful monitoring of toxicities and dose adjustments. Unlike in 
standard MB protocols, focal RT may be considered in FA MB patients. 
Curative therapy for FA MB-SHH remains an unmet medical need.
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BACKGROUND: Cancer predisposition syndromes associated with an 
increased risk of CNS tumors and colorectal polyposis are heterogeneous 
inherited disorders associated with multiples genes. The delineation of the 
inheritance pattern and the management of the genetic testing are recom-
mended for optimal care of patients and their families. Our aim was to 
report a cancer predisposition brain tumor-polyposis syndrome in a four-
generation Tunisian consanguineous pedigree characterized by uncommon 
tumors localizations. METHODS: The index case was a 43-year-old infertile 
woman presented to our genetic counselling because of a suspected familial 
cancer predisposition syndrome. She consulted for digestive symptoms 
with epigastralgia. Six adenomatous polyposis of the colon were confirmed 
histologically. Her sister died of colon cancer at the age of 50. She developed 
a malignant mesenteric recurrence after surgical resection of a moderately 
differentiated adenocarcinoma infiltrating the meso fat with lymph node 
metastases. Their three sisters and brother did not have any cancer. From 
the same third generation, only one cousin died of a brain cancer identified 
as a glioblastoma at the age of 43. Their maternal grandmother and her 
two brothers died of respectively breast, laryngeal and urothelial cancers. 
The second generation and fourth generation involved healthy members. 
RESULTS: Analysis of the pedigree of this family indicated an autosomal 
recessive mode of inheritance of the brain tumor-polyposis syndrome. Clin-
ically, there was uncommon association with breast, laryngeal and urothelial 
cancers in the first generation and brain/colon cancers in the third gener-
ation. CONCLUSIONS: A recessive multi-tumor predisposition syndrome 
related to high microsatellite instability resulting in a mismatch repair 
deficiency seems to be the most reliable diagnosis in this family. Familial 
NTHL1 tumor and MUTYH associated polyposis syndromes were also 
suspected. NGS-based testing, from whole exome sequencing to multigene 
panel testing, is suggested as the most accurate genetic testing in such hetero-
geneous multi-tumor predisposition syndromes.
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BACKGROUND: Low grade gliomas (LGG), both sporadic & Neuro-
fibromatosis1 (NF1) associated, are the commonest pediatric brain tumors. 
When surgically unresectable, they may become progressive/ symptomatic 
and require chronic oncological treatment. Bevacizumab (BVZ; Avastin), a 
recombinant humanized monoclonal antibody to VEGF, has shown efficacy 
both as a single agent or combined with chemotherapy as second/ third line 
treatment of progressive LGG especially in the optic pathway. BVZ can be 
associated with adverse effects including hypertension (HTN) and protein-
uria. Children with NF1 have known increased tendency to hypertension 
however there is no data comparing the frequency of side effects from BVZ 
in patients with or without NF1. METHODS: Retrospective study of all 
LGG cases treated with BVZ diagnosed 2010-2023 in a tertiary oncology 
center. We graded hypertension, proteinuria, cardiac function, retinopathy 
& bleeding according to the CTCAE v5.0 in NF1 and non-NF1 patients. 
RESULTS: 16 children with LGG were treated with BVZ; 7 had NF1. 75% 
optic glioma, 25% other. All received BVZ as second or third line treatment 
in combination with chemotherapy. In the non NF1 group, 77% patients 
developed grade 2 HTN on BVZ treatment; none required medical inter-
vention. 6 had grade 1 elevation of protein-creatinine ratio (median 0.38). 
In the NF1 group, 71% developed grade 2 or 3 HTN on BVZ treatment 
including a patient with aortic coarctation (CoA) who had worsening of 
previous HTN, 2 required antihypertensive therapy (p non-significant HTN 
non NF1 vs. NF1). Only 1 NF1 patient developed proteinuria. No patients 
in either group stopped BVZ prematurely for toxicity. Hypertension was 
reversible after cessation of BVZ in all except the patient with CoA. CON-
CLUSIONS: Hypertension is more common than previously reported in 
both NF1 and non-NF1 patients treated with BVZ for LGG. Blood pressure 
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