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Figure 1 The reactions from citric acid to a-oxoglutamic acid in TCA cycle
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Table 1 Influence of key structural elements on the binding affinity

of phenylglycine scaffold
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Table 2 SAR of compounds with modified N-terminal fragment
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Table 3 SAR of the compounds with altered thienyl group
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W SRS W, 0 R AR KA 2 I A B (Popovici-
Muller J, Saunders JO, Salituro FG, et al. Discovery of
the first potent inhibitors of mutent IDHI that lower
tumor 2-HG in vivo. ACS Med Chem Lett, 2012, 3:
850-855).
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Table 4 Selectivity and cell-based profiling of potent compounds
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Table 5 Activity and metabolic stability of optimized compounds. a: Enzymatic IC,, values for the IDHI**" homodimer; b: Cellular IC,,

values from HT080 chondrosarcoma cell line; c: Microsome stability recorded as the hepatic extraction ratio in human liver microsomes
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R N
40 cl H X4 LN 34 53 0.93
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Table 6 Activity and property of compounds with reducing hPXR activation. a: Human prognane X receptor activation was determined as
the fold activation relative to reference compound; b: The cell permeability coefficient (Papp) was determined in both directions (apical to

basolateral [A-B] and basolateral to apical [B-A]) across the Caco2 cell membrane (rifampicin)
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Ji, % F 3 7 (Popovici-Muller J, Lemieux RM, Artin E,
et al. Discovery of AG-120 (ivosidenib): a first-in-class
mutant IDH1 inhibitor for the treatment of IDH1 mutant
cancers. ACS Med Chem Lett, 2018, 9: 300-305).
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Table 7 Pharmacokinetic profiles of compound 49

i Fl% h CULh' kg
(po, 10 mg-kg™) 12 (iv, 1 mg-kg™)

Rat 42 8.9 0.2

Dog 21 19 0.02

Monkey 49 53 0.2
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