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RATIONALE FOR INCLUSION IN PA PROGRAM

Background

Voranigo (vorasidenib) is a small molecule inhibitor that targets isocitrate dehydrogenase-1 and 2
(IDH1 and IDH2) enzymes. In vitro, Voranigo inhibited the IDH1 wild type and mutant variants,
including R132H and the IDH2 wild type and mutant variants. In cell-based and in vivo tumor
models expressing IDH1 or IDH2 mutated proteins, Voranigo decreased production of 2-

hydroxyglutarate and partially restored cellular differentiation (1).

Regulatory Status

FDA-approved indication: Voranigo is an isocitrate dehydrogenase-1 (IDH1) and isocitrate
dehydrogenase-2 (IDH2) inhibitor indicated for the treatment of adult and pediatric patients 12
years and older with Grade 2 astrocytoma or oligodendroglioma with a susceptible IDH1 or IDH2

mutation following surgery including biopsy, sub-total resection, or gross total resection (1).

Voranigo can cause hepatic transaminase elevations, which can lead to hepatic failure, hepatic
necrosis, and autoimmune hepatitis. Liver laboratory tests should be monitored prior to the start or
Voranigo, every 2 weeks during the first 2 months of treatment, then monthly for the first 2 years of
treatment, and as clinically indicated, with more frequent testing in patients who develop

transaminase elevations (1).

Voranigo can cause fetal harm when administered to a pregnant woman. Pregnant women and
females of reproductive potential should be advised of the potential risk to a fetus. Females of
reproductive potential should be advised to use effective nonhormonal contraception during
treatment with Voranigo and for 3 months after the last dose, since Voranigo can render some
hormonal contraceptives ineffective. Male patients with female partners of reproductive potential
should be advised to use effective contraception during treatment with Voranigo and for 3 months

after the last dose (1).

The safety and effectiveness of Voranigo in pediatric patients less than 12 years of age have not
been established (1).

Summary
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Voranigo is an IDH1 and IDH2 inhibitor indicated for the treatment of patients with Grade 2
astrocytoma or oligodendroglioma with a susceptible IDH1 or IDH2 mutation following surgery
including biopsy, sub-total resection, or gross total resection. Voranigo contains warnings
regarding hepatotoxicity and embryo-fetal toxicity. The safety and effectiveness of Voranigo in

pediatric patients less than 12 years of age have not been established (1).

Prior authorization is required to ensure the safe, clinically appropriate, and cost-effective use of

Voranigo while maintaining optimal therapeutic outcomes.
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