Pharmacokinetic/pharmacodynamic (PK/PD) profile of AG-120 in patients with IDH1-mutant cholangiocarcinoma
from a phase 1 study of advanced solid tumors
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BACKGROUND

* |socitrate dehydrogenase (IDH) is a critical metabolic

Single-agent AG-120 is administered orally QD or BID in
continuous 28-day cycles.

* AG-120 plasma trough levels were maintained above the
predicted efficacious exposure level (based on animal
PK/PD studies) throughout treatment (Figure 2A), and

Figure 3. Plasma AG-120 dose-normalized exposure versus dose

(A) after a single dose on Day -3 and (B) on Cycle 2

+ Substantial reductions in tumor 2-HG levels (up to 99%
compared with baseline) were also observed at Cycle 3
and Cycle 7 after multiple doses, although tumor 2-HG
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Figure 7. No effect of intrinsic patient factors on AG-120 plasma
clearance
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phase 1 study that enrolled patients with mIDH1 advanced
solid tumors, including CC (NCT02073994), and a phase 3
global trial that is currently enrolling patients with mIDH1 CC

Figure 1. Mean (+SD) plasma concentrations of AG-120 versus time  Following multiple AG-120 doses, the average 2-HG

inhibition of 80% was observed at doses of 500 mg QD,

* Plasma 2-HG levels showed a positive correlation with
levels in tumor (all visits) (Figure 6).
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