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Relationship of ivosidenib (AG-120) plasma concentration to heart rate—corrected QT interval (QTc)
in patients with IDH1-mutant advanced hematologic malignancies

BACKGROUND

+ Somatic mutations in the metabolic enzyme isocitrate dehydrogenase 1 (IDH1) result
in gain-of-function activity, catalyzing the reduction of alpha-ketoglutarate (a-KG) to the
oncometabolite D-2-hydroxyglutarate (2-HG)."

+ 2-HG accumulation results in the inhibition of a-KG—dependent enzymes, which drives
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Tested covariates included baseline demographics (age, sex, race, body weight); baseline
QTCcF; electrolytes (calcium, potassium, magnesium); study effects; healthy subjects versus
patients with cancer; baseline tumor type; medications with known risk of prolonging QT
interval; medications with known risk for torsades de pointes; cardiac disorder at baseline.
- Missing covariate observations (e.g. electrolytes) were imputed using one of the
following methods, in order of priority: (1) last observation carried forward; (2) next
observation carried backward; or (3) the missing value was imputed as the overall mean
across nonmissing observations for all subjects, or across nonmissing baseline values
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* The baseline characteristics for the triplicate dataset are summarized in Table 2.

» Graphical inspection of the mean profiles for ivosidenib plasma concentration and QTcF over
time showed no evidence of hysteresis; i.e. when the concentration changed substantially
between visits, QTcF changed in the same direction without delay (Figure 2).

Table 2. Baseline characteristics by study and dose group in the triplicate dataset

All 3 studies

» Apositive and approximately linear relationship was observed between AQTcF and ivosidenib

plasma concentration (Figure 3).

Figure 3. Relationship between AQTcF and ivosidenib plasma concentration in

the triplicate dataset

» The final primary model was used to quantify the magnitude of the mean AQTc at the
geometric mean C
(Table 4).

- At the steady-state geometric mean C,,, of 6551 ng/mL for the recommended clinical
dose of 500 mg QD in patients with hematologic malignancies, a AQTcF of 16.1 ms
(90% CI 13.3, 18.9 ms) was predicted in patients with R/R AML.

- At 500 mg QD, the upper bound of 90% Cl was <20 ms for patients with hematologic
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