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2 || Description/MOA Isocitrate dehydrogenase-1 (IDH1) inhibitor
§ § Indication(s) Under Review| Treatment of relapsed or refractory AML with susceptible IDH1 mutation
§ Dosage Form(s) Oral capsules
Study/Design | Open-label, single-arm, multicenter phase 1/2 trial; Phase 2 contains multiple patient cohorts
with AML and MDS
Population Cohortof adults aged > 18 yrs with relapsed or refractory AML with an IDH1 mutation (m/DH1);
ECOG PS 0-2; QT-interval < 450 ms; Excluded: patients with symptomatic CNS leukemia,
Y uncontrolled infection or metabolic disorders; prior IDH inhibitor therapy
E Demographics| N=147; mAge 71 yrs (25% < 65 yo; 44% 65-75 yo; 31% > 75 yo); male 50%;
> Race: White 46%; Black 3%; Asian 3%; not stated 48%; ECOG PS 1 (52%) 2 (16%);
g Prior HSCT 12%; transfusion-dependent59%;
S median # prior therapies 2: 1L 33%; 2L 31%; > 3L 37%
3 Intervention | Olutasidenib150mgorally twice daily until disease progression, toxicity or HSCT;
Cycle = 28-days
Results At median f/u 10.2 mos, median treatment duration was 4.7 mos
Primary endpoints: CR+CRh, duration of CR+CRh and rate of transfusion independence
CR+CRh 35% (95% Cl 27-43); median duration 25.9 mos (95% Cl 13.5 — NR);
ORR 48%; mDoR 11.7 mos; mOS 11.6 mos
N=86 transfusion dependent -> 34% became independent during 56-day period
N=61 transfusion independent-> 64% remainedindependent during 56-day period
ECOG Eastern Cooperative Oncology Group PS performance status. HSCT hematopoietic stem cell transplant. CR Complete Remission CRh CR with partial hematologic recovery.

ORR Overall Response Rate. mDoR median duration of response. mOS median overall survival. AML acute myeloid leukemia. MDS myelodysplastic syndrome

SAFETY

Boxed warnings

Differentiation syndrome. Notedin 16%(gr 3-4in 8%); If suspected, hold olutasidenib, initiate
corticosteroids and hemodynamic monitoring until symptom resolution.

Contraindications None

Warnings/Precautions| Hepatotoxicity. Noted in 23% (gr 3-4 in 13%); Monitor LFTs at baseline, at least once

weekly x 2 months; every other weekfor 37" month; once in 4" month, and every other
month for remainder of therapy. May need to interrupt, hold or discontinue therapy.

Adverse reactions > 20%: TAST, TALT, I potassium, | sodium, P alk phos, nausea, 1 SCr, fatigue,

arthralgia, constipation, Tlymphocytes, T bili, leukocytosis, T uric acid, dyspnea,
pyrexia, rash, MMipase, mucositis, diarrhea, transaminitis

Drug Interactions Avoid strong or moderate CYP3A4 inducers.

Avoid sensitive CYP3A substrates; if unavoidable, monitor for loss of substrate effect,

Pregnancy/
Breastfeeding

Avoid in pregnancy, may cause fetal harm.
Avoid breastfeeding during therapy and for 2 weeks after last dose.



http://www.pbm.va.gov/
https://dvagov.sharepoint.com/sites/VHAPBM/Formulary/SitePages/Home.aspx

Projected Placein Therapy/Conclusions

e Olutasidenibisthe second FDA-approved IDH1 inhibitor for the treatment of IDH1-mutated relapsed/refractory

AML, which is presentin up to 15% of cases.

e Presence of the IDH1 mutation from blood or marrow sample should be confirmed prior to therapy

o Ofnote, olutasidenib is not FDA-approved in combination with a hypomethylating agent (i.e. azacitidine, decitabine)
buthasbeen recently studied in combination with azacitidine in a phase 1-2 trial among patients with AML and
MDS. Reports of the phase 1 portion indicate atolerable safety profile and clinical activity, supporting continued

investigation.

Indirect Comparison of Marketed IDH1 inhibitors, as monotherapy in R/R AML setting

Drug/ Dosing | Riskof | SelectAE differences Other FDA approval(s) Endpoint(s) in NCCN v4.2023
VANF status/ DS? R/RAML per indication
Guidance indication
Olutasidenib Twice 16% Hepatotoxicity 23% . R/R AML w/mIDH1 CR 32%, Cat 2A
TBD daily (gr3/4 (gr 3-4in 13%); CR+CRh 35%
8%) Nausea 38%
QT prolongation < 10%
Edema 18% (gr 3/4 3%)
Ivosidenib Once 19% QT prolongation 10- e  R/RAMLw/mIDH1 CR 25%, Cat2A
PA-F daily (gr3/4 26% . m/DH1, ND AMLin CR+CRh 33% Cat 2A
CFU 13%) Guillain-Barre < 1% _adults >75yoas
Edema 32% (gr 3/4 1%) monotherapy Cat 1, Preferred*
Chest pain 16% . mI/DH1, ND AMLin
(8r 3/43%) _adults >75yo+
azacitidine
. locally advanced or
metastatic CCA

* Preferred in patients who meet at least one criterion: age > 75 yrs, baseline ECOG PS 2, severe cardiac or pulmonary disease, hepatic impairment with
bilirubin > 1.5 x ULN, CrCl < 45 ml/min or other comorbidity; ND. Newly diagnosed, R/R. Relapsed and/or Refractory. Cat. Category. CCA cholangiocarcinoma
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