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Crying baby (shutter stock)

2,5 months, woman
Irritability, increased head circumference, poor weight Rotational eye movements
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WHO grade I-I

Moderate cellularity
Monomorphous
Cystic degeneration
Pseudorosettes
around vessels

Pilocytic
astrocytoma/
pilomyxoid
astrocytoma?

Clinical Case

WHO Classification of Tumours

the Central Nervous System
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WHO grade llI-IV

Anaplasia
Mitotic activity
Microvascular
proliferation
Necrosis

Midline high
grade glioma H3-
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KIAA1549-BRAF fusion genes in PA
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Tandemduplication of chromosome 7934
Fusion of the BRAF and KIAA1549 genes

RAS/RAF pathway activation
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What is the prognosis for this patient?

a) As a low grade glioma with favorable biology, it has
an excellent prognosis

b) Even with favorable histology and biology, it has a
dismal prognosis due to the metastatic disease.

c) | expect this tumor to progress as a midline
RAS/MAPK driven tumor in an infant
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a) As a low grade glioma with favorable biology, it has
an excellent prognosis

b) Even with favorable histology and biology, it has a
dismal prognosis due to the metastatic disease

c) | expect this tumor to progress as a midline
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fusion

In an infant
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ALK
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NTRK

MET

RAF1
MYBL

FGFR1

BRAFV600E

BRAF fusion

Altergtions in ALK/ROS1/NTRK/MET drive a group of infantile hemispheric gliomas. Ana S. Gue»mﬂn Qt‘we (
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Hypertonia Tachycardia

Clonic tonic movements of limbs Hypoxemia
Eye deviation Hypertension
Apnea Hyperthermia

Diencephalic crisis

Baclofen
+ Propanolol  + midazolam SIJPQ StAmng
14 + Clonidine =
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Which oncological treatment would be your first
option for this patient?

a) Weekly vinblastine/carbo+VCR +/- antiVEGF
b) Monotherapy with MEK inhibitor at first line
c) To try a gross total resection

d) a) + MEK inhibitor at onset

e) To not treat
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Which oncological treatment would be your first
option for this patient?

a) Weekly vinblastine/carbo+VCR +/- antiVEGF
b) Monotherapy with MEK inhibitor at first line
c) To try a gross total resection

d) a) + MEK inhibitor at onset

e) To not treat
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Weekly Vinblastine (0.17mg/kg)
+

Bevacizumab (10mg/m2/d
every 15 days)

m

s &

Trametinib application
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Clinical case

VP shunt

Debulking surgery
(Stop VBL+BVC)
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Infantile gliomas

S

0-3 36 6-9 9-12

39
.-

Progressed

ALK NTRK  ROS1  MET |KIAA1549- BRAF  FGFR1  Other

KIAA1549- BRAF  FGFR1

3. Targeted inhibitors

BRAF  V600E BRAF  V600E
1. Safe surgical resection 1. Safe surgical resection 1. Upfront biopsy
2. Molecular characterization 2. Watch and wait 2. BRAF status

3. Targeted therapy (BRAFi)

Fig. 6 Graphical summary of the three infant glioma subgroups. HGG: high-grade glioma, LGG: low-grade glioma

Alterations in ALK/ROS1/NTRK/MET drive a group of infantile hemispheric gliomas. Ana S. Guerreiro Stucklin et al. Nature comnw%bns, 2
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Stable

q Dead

Progressed

KIAA1549- BRAF  FGFR1
BRAF  V600E

1. Upfront biopsy
2. BRAF status
3. Targeted therapy (BRAFi)
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Alterations in ALK/ROS1/NTRK/MET drive a group of infantile hemispheric gliomas. Ana S. Guerreiro Stucklin et al. Nature communications, 2019
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Infantile gliomas have a paradoxical survival
profile compared to pediatrics' (>1yr) gliomas:
LGG worse prognhosis than HGG

Challenging diagnosis and treatment
May progress rapidly and have a dismal prognosis

Role of targeted therapies, international
collaboration for clinical trials
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