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On April 10, 2020, the FDA approved selumetinib for the treatment of
pediatric patients 2 years of age and older with neurofibromatosis type 1
who have symptomatic, inoperable plexiform neurofibromas. This, combined
with the 2016 EXIST-3 data showing the efficacy of adjunctive everolimus
in the treatment of tuberous sclerosis associated seizures, have resulted in
the re-imagining of the treatment of these neurocutaneous syndromes and
subsequently, the multidisciplinary clinics in which they are treated. In early
2021, this reshaping resulted in the launch of a unique, family-centered clinic
at Yale New Haven Children’s Hospital serving children and young adults
up to 30 years of age in the management of NF1, NF2, tuberous sclerosis
and schwannomatosis. Here we present the clinical reasoning and benefit of
a multidisciplinary, family-centered clinic that manages to combine on-site,
real-time access to neuro-oncology, neurology, psychology, dermatology,
orthopedics, genetics, and ophthalmology. We will describe how the collab-
oration of these specialists is essential for providing high-quality, easy-access
care to patients and families with the above noted syndromes — particularly
with the advent of effective, readily available targeted therapies that carry
their own side effects requiring further subspecialty consultation. Further-
more, we will describe previous and ongoing challenges to the creation of
such a clinic and offer solutions based on our experience.

NFB-06. LASER INTERSTITIAL THERMAL THERAPY AS A
RADIATION-SPARING APPROACH FOR CHILDREN WITH CANCER
PREDISPOSITION

Sergio Guadix', Neranjan de Silva', Mark Souweidane!?; 'Department

of Neurological Surgery, Weill Cornell Medicine, New York, NY, USA.
2Department of Neurosurgery, Memorial Sloan Kettering Cancer Center,
New York, NY, USA

BACKGROUND: Li-Fraumeni (LFS) syndrome confers a predisposition
for the formation of a broad range of tumors. Estimates of post-radiation
secondary malignancy in the context of LFS cohorts range from 20-50%.
Therefore, alternative therapeutic strategies are prioritized. Laser interstitial
thermal therapy (LITT) is a minimally invasive technique utilizing thermal
ablation for tumor control that is not associated with any ionizing radiation
or known mutagenic effect. We describe the case of a child with LFS previ-
ously treated for CPC who developed a secondary low-grade glial neoplasm
of the brain treated safely with MR-guided LITT as part of a radiation-
sparing therapeutic approach. METHODS: Retrospective chart review iden-
tified a patient with recurrent CPC associated with LFS who was treated
with LITT for a secondary low-grade glial tumor. A descriptive report is
provided, including a review of clinical and radiologic outcomes of the pro-
cedure. RESULTS: A 4-year-old male with left parietal WHO Grade III CPC
associated with a TP53 germline mutation met inclusion criteria. The patient
underwent neoadjuvant platinum-based chemotherapy before near-total re-
section, followed by immunotherapy with 1311-8H9 and 30 fractions of
54Gy total proton therapy. He remained without evidence of disease for two
years prior to developing a slow-growing mass adjacent to the left frontal
horn. This lesion demonstrated radiographic progression on neuroimaging
and was deemed to be a poor candidate for surgical removal. Stereotactic
biopsy revealed a low-grade glial neoplasm staining positive for GFAP and
Olig2. MR-guided LITT was concurrently performed for ablative therapy
of the lesion without complication. Greater than 8-month follow-up has
revealed no subsequent disease. CONCLUSIONS: Alternatives to ionizing
radiation for brain tumors should be explored for patients with cancer pre-
disposition, such as LFS. Long-term follow up will be needed to ensure local
disease control and avoidance of treatment-related neoplasms.
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BACKGROUND: Meningiomas are rare primary brain tumors in the
pediatric population, associated with multiple genetic mutations. Recent
description of mutations in the TRAF7gene, a pro-apoptotic E3 ubiquitin
ligase, have been found in up to one quarter of non NF-2 tumors. TRAF is
downregulated in human keratinocytes after inhibition of the PI3K/AKT/
mTOR signaling. Germ-line mutations in this gene are associated with facial,
cardiac malformations, variable intellectual deficiency, and musculoskeletal
abnormalities. OBJECTIVE: We report a case of meningiomatosis in an
adolescent with TRAF 7 mutation. CASE PRESENTATION: A 17 yo female
with complex medical history that includes syndactyly of the left foot, small
hands and digits, congenital heart disease, overgrowth of the right lower
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extremity with lipomatous subcutaneous tumors, connective tissue dis-
order variant mutation of unknown significance in the gene Col11A2, con-
ductive hearing loss developed meningiomas of both optic nerves requiring
decompression and unroofing on two separate occasions, with associated
blindness. MRI brain showed bilateral optic nerve sheath enhancement, dys-
plasia of the corpus callosum, mild hemimegalencephaly, inter-hemispheric
fissure 1.5 cm meningioma, bilateral enhancement of internal auditory
canals as well as trigeminal and glossopharyngeal nerve, consistent with
menigiomatosis. Pathology showed a grade I meningioma with a TRAF7 p.
G536S detected by performing a 500 genomic panel (UCSF500). She was
started on Everolimus and Bevacizumab. CONCLUSION: Recurrent mul-
tiple meningiomas represent a treatment challenge for neuro-oncologists.
The evolving understanding of the genetics of these tumors has improved
our understanding of their pathogenesis as well as treatment. TRAF 7 mu-
tations are associated with non-NF-2 meningiomas, and distinct phenotypic
features. Germ-line testing should be considered in patients with associated
malformations, as targeted therapy may improve patient outcomes.
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BACKGROUND: Plexiform neurofibromas (PN) are found in up to 50%
of patients with neurofibromatosis type 1 (NF1). Trametinib has been used
widely to treat PN but limited data has been reported on its efficacy within
a clinical trial. METHODS: This ongoing multicenter phase II trial includes
patients with pediatric low-grade glioma and PN. The primary objective for
PN was to evaluate the overall response rate based on RECIST 1.1 criteria
after daily oral trametinib administration for eighteen 28-day cycles. The
volumes of PN were centrally quantified using a new semi-automatic 3D
segmentation method. RESULTS: As of January 1, 2022, 45 patients with
PN were enrolled in the study. Twenty-eight completed treatment and were
available for analysis. For these patients, the median age was 11.4 years
(range 0.7-19.8) including 16 males (57.1%). The majority did not receive
prior systemic therapies (71.4%). The median volume of PN at baseline was
49.5 cm3 (range 2.6 to 469). Among the 28 patients, 25 (89.3%) completed
18 cycles as planned. One patient discontinued due to adverse reaction,
one patient refused to continue treatment and one patient discontinued
treatment based on physician decision. Median duration of treatment
was 15.9 months (range 4.6 to 16.8). Median duration of follow-up was
29.7 months (range 17.7 to 38.1). A total of 32 PN were available for volu-
metric analysis. Using RECIST evaluation, the overall response rate was
24.1%. Volumetric assessment demonstrated an overall response rate of
60.7% and 62.5% of PN showed a decrease of more than 20% in volume.
Median decrease in volume was -30% (range -93.5 to 14.3). Twenty-
seven patients (93.1%) had durable response without progression (lasting
>1 year). CONCLUSION: We report outcome and volumetric quantifica-
tion of PN treated with trametinib within a large clinical trial. Based on the
current results, trametinib appears effective and offers durable response.
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A 2,5-year-old girl presented vomiting episodes associated with se-
vere motor delay, macrocephaly, and distal hypotonia. Brain MRI showed
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