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Voranigo 10 mg film-coated tablets NIvIXN NI'720 2"n 10 a0
Voranigo 40 mg film-coated tablets nioixn Ni*720 a"n 40 137
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VORANIGO is 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.
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7 WARNINGS AND PRECAUTIONS
7.1 Hepatotoxicity

VORANIGO can cause hepatic transaminase elevations, which can lead to hepatic failure, hepatic
necrosis, and autoimmune hepatitis.

In the pooled safety population [see Adverse Reactions (8.1)], 58% of patients treated with
VORANIGO experienced increased ALT and 44% of patients experienced increased AST. Grade 3 or
4 increased ALT or AST occurred in 9% and 4.8% of patients respectively. Among these patients,
4.1% (10/244) had concurrent Grade 3 to 4 ALT or AST elevations. A total of 34% of patients treated
with VORANIGO had increased gamma-glutamyl transferase (GGT), of these 2 2% were Grade 3 or
4. Bilirubin increases occurred in 4.8% of patients treated with VORANIGO, with 0.4% Grade 3 or 4.
Nine percent of patients treated with VORANIGO had increased alkaline phosphatase, with 0.9%
Grade 3 or 4.

Two patients met the laboratory criteria for Hy's Law and had concurrent elevations in ALT or AST =3
times the upper limit of normal and total bilirubin =2 times the upper limit of normal; these events were
associated with cases of autoimmune hepatitis and hepatic failure. The median time to first onset of
increased ALT or AST was 57 days (range: 1 to 1049).

Acute hepatitis occurred in the postmarketing setting.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been conducted with yorasidenip. Yorasidenib and its major circulating metabolite,
AGI-69460, were not mutagenic in an in vitro bacterial reverse mutation (Ames) assay. Yorasidenib was-and AGI-
69460 were not clastogenic in an in vitro human lymphocyte micronucleus assay, or an in vive rat bone marrow

micronucleus assay. AGI-69460 did not induce DNA damage in rat liver in the in vivo comet assay.
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