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Objectives:

1. To routinely Investigate the incidence of BRAF\600OE
mutation in the patients affected by Pediatric Low Grade
Gliomas(PLGG)

2. To study the responseto conventional chemotherapy and
radiation in PLGG

3. To assess the response to BRAFinhibitor treatment
(Vemurafenib) in two casesof mixed glioneural tumors.

4. To correlate genetic data with clinical outcomesusing long-
term follow -up data.



|GG PLGG cohort (N. 62) from 2000 to 2016

A 25 Pilocytic Astrocytoma (PA)

A 13 Ganglioglioma (GG)

A 9 Desmoplastic Infantile Ganglioglioma (DIG)

A 7 Astrocitoma Low-grade*

A 6 Diffuse Astrocytoma (DA)

A 1 Pilomixoid Astrocytoma (PMA)

A 1 SubEpendymal Giant cells Astrocytoma (SEGA)

A1 case NF1 associated
A83 supratentorial and 29 infratentorial



Progressionfree survival

Kaplan-Meier survival estimates

| No chemio N. 27/62 tumors

51 underwent to subtotal

3 - resection (STR) and adjuvant
2 | 35% conventional therapies

3 | Log-Rank test, Pvalue=0.09
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BRAFV600E mutated tumors (N.12/62, 19.3%)
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A * KIAA16-BRAF9 gene fusion
A H3.3A, H3.1B, H3.1C and TP53 wilgpe in all BRAFV600E mutated cases



Additional conventional chemotherapy

chemotherapy response
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Desmoplastic Infantile Gangliogliomas successfully
treated with BRAF inhibitor.

KIAA1549-
CASES |PATHOLOGY |BRAFV60OE BRAFgene | H3.3A | H3.1B | H3.1C | TP53
fusion
Pz7 DIG VB00E WT WT WT | wT | wr
MIXED
Pz9 GLIONEURAC WT WT WT | wT | wr
progression V600E WT WT WT | wr | wr

Pz 9

Vemurafenib Inhibits
BRAFV®00E Kinase

RTK BRAF V600E mutation
comprises approximately 90%
of BRAF mutations

Ge
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Vemurafenib
(PLX4032, RO5185426)
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Cellular
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Adapted from Chapman PB et al. Proc ASCO 2011;Abstract LBA4.
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' Pz 7is affected by DIG with poor response or resistance
to conventional chemotherapy

Pz 9is affected by a phasic neoplasia;

Front component: PA with good response to conventional chemotherapy
Lateral component: DIG resistant to therapies.

Second hit for BRAFV600E mutation.




From May 2015 to March 2017, around 150WEMURAFENIB
CARTfor Patient 7 were placed.

The Patient 9 has been related to the resident hospital health
after training of medical and pharmacy collectors and sharing
procedures.




Pz 7, F, 5 months DIG, Transient results
ipothalam-chiasmatic

STR 3 cycles of biopsy BRAF analysis ~ Vemurafemib
chemio (after 3 months of
treatment)




Last control 27/7/2017,
after 27 months follow up

With contrast enhancement Without contrast enhancement

Significant tumor reduction:
Morphology, Dimension, contrast enhancement




Pz 9, F 1,1year
mixed glioneural,
OPG

2.2014
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2 cycles of
chemiotherapy
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BRAF
analysis
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Vemurafemib

22 months follow-up

Significant tumor reduction
after 3 months of therapy:
morphology, dimension,

contrast enhancement .




Pz 7

Ao cardiac toxicity

Asery mild skin(on the legs) toxicity, only on the begining of treatment
Pz 9

ASkin toxicity, probably due to difficulties in managing and preparation of
the treatment

Moth patients are stable after a median followp time of 24 months

Cart preparation of Vemurafenib instead of pill allows pharmacological
principle to be better assimilated by pediatric patients, avoiding nausea,

vomiting, and growing the beneficial effect.
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ATTENDEES

Istituto Giannina Gaslini

Sapienza University, Rome

Microcitemico Children's Hospital

Cagliari University

Ospedale Pediatrico Bambino Gesu, Rome
DKFZ Institute, Heidelberg

Aix-Marseille Univ, APHM, Marseille
Sainte-Anne Hospital, Paris

Queen Mary University of London

LOCATION

Sala Nautilus, Padiglione Acquario
Area Porto Antico, Ponte Spinola - 16128 Genova

HOTEL

BEST WESTERN PORTO ANTICO:
http://www.hotelportoantico.it/

Via al ponte calvi, 5 16124 Genova

Tel. +39 010 2518249 Fax +39 010 265759
portoantico.ge@bestwestern.it

CONFORT HOTEL EUROPA GENOVA CITY CENTRE
http://www.hoteleuropagenova.it/

vico delle Monachette, 8 16126 Genova

Tel. +39 010256955 Fax. +39 010261047
info@hoteleuropagenova.it

RESTAURANT

| TRE MERLI RISTORANTE

http://www.itremerli.it

vico delle Monachette, 8 16126 Genova

Calata Cattaneo 17 16128 Genova Tel. +39 0102464416
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