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Target Population

CNS cancer patients who present with signs or symptoms suspicious of high or low grade gliomas.

Algorithm Considerations

=  MGMT gene promoter methylation testing is recommended for all diffuse gliomas

= Recommend a tiered approach with IHC first followed by sequencing if needed (e.g., BRAF fusions)?

* |n a patient 55 years of age or older at diagnosis with a histologically classic glioblastoma not located in
midline structures and with no history of a pre-existing lower-grade glioma, IDH1 R132H-Negative by
immunohistochemistry is sufficient for diagnosis of “Glioblastoma, IDH-wildtype’, without proceeding
to IDH1/2 sequencing?

* MMRIHC and H3G34 |HC is recommended in AYA patients with HGG (see page 4)

= |n confirmed cases of MMRD, tumour mutational burden should be performed

= |f the diagnosis is unconfirmed after following this molecular workup algorithm and neuropathologist
opinion x2, consider genome-wide profiling of CpG methylation patterns®
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Abbreviations:

ATRX — alpha-thalassemia/mental retardation syndrome X-linked
AYA — adolescents and young adults

BRAF — B-Raf

CDKN - cyclin-dependent kinase inhibitor

cMMRD - constitutional mismatch repair deficiency
DMG — diffuse midline glioma

EGFR — epidermal growth factor receptor

EZHIP — EZH Inhibitory Protein

FGFR — fibroblast growth factor receptor

FISH — fluorescence in situ hybridization

HGG — high grade gliomas

IDH —isocitrate dehydrogenase

IHC — immunohistochemistry

LGG — low grade glioma

MAPK — mitogen-activated protein kinase

MGMT — 06-methylguanine-DNA methyl-transferase
MMR — mismatch repair

MMRD — mismatch repair deficiency

MYB — avian myelobalstosis viral oncogene

MYBL1 — MYB Proto-Oncogene Like 1

MYCN — N-myc proto oncogene

NTRK — neurotrophic tyrosine receptor kinase

PXA — pleomorphic xanthoastrocytoma

RNA —ribonucleic acid

RTK — receptor tyrosine kinase

SNP —single nucleotide polymorphism

TERT — telomerase reverse transcriptase

WHO — World Health Organization
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L diagnosis is unconfirmed after following this molecular workup algorithm and neuropathologist opinion x2, consider genome-wide profiling of CpG methylation patterns.
2Testing for MGMT gene promoter methylation is encouraged in all diffuse gliomas.
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3strongly consider testing for H3-3A mutations in AYA patients (<40 years old).
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L diagnosis is unconfirmed after following this molecular workup algorithm and neuropathologist opinion x2, consider genome-wide profiling of CoG methylation patterns.
2Testing for MGMT gene promoter methylation is encouraged in all diffuse gliomas.
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Disclaimer: If you need this document in accessible format, please contact 1-877-280-8538, TTY 1-800-855-0511,
info@ontariohealth.ca and OH-CCO_CIDAPInfo@ontariohealth.ca.

Available in English only due to its technical nature and limited target audience. A French version can be made
available upon request. For questions, please email info@ontariohealth.ca

Le contenu de ce document est de nature technique et est disponible en anglais seulement en raison de son public
cible limité. Ce document a été exempté de la traduction en vertu de la Loi sur les services en frangais
conformément au Reéglement de I'Ontario 671/92.



	Cover Page�
	Algorithm Preamble�
	High grade gliomas�
	High grade gliomas (continued)�
	Low grade gliomas�
	Aknowledgements�

