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Supplementary Table S1. Summary of structures and mass fragmentation for metabolites
of Taselisib in rats, dogs and humans.
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Supplementary Table S1 (continued). Summary of structures and mass fragmentation for
metabolites of Taselisib in rats, dogs and humans.
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Supplementary Table S1. Summary of structures and mass fragmentation for metabolites
of Taselisib in rats, dogs and humans.
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Supplementary Table S1 (continued). Summary of structures and mass fragmentation for
metabolites of Taselisib in rats, dogs and humans.
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Supplementary Table S1 (continued). Summary of structures and mass fragmentation for
metabolites of Taselisib in rats, dogs and humans.
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Supplementary Table S2. 'H and *C NMR Data for GDC-0032 and M17 (J in ppm)

Position GDC-0032¢ M17¢
BC 'H, multiplicity (/in Hz) | 13C 'H, multiplicity (/ in Hz)

1 131.8 8.41,d(8.4) 131.8 8.43,d(84)

2 121.0 7.37,dd (1.8,8.4) 120.8 7.41,dd (1.8,8.4)
3 1173 - 116.2  ---

4 118.1  7.30,d(1.8) 118.0 7.36,d(1.8)

5 158.0 - 1583 -

6 1364 - 137.1  ---

7 146.8 - 148.8 -

9 1313 - 1222 ---

10 1248 7.71,s 128.9 8.19,s

12 51.5 4.52, m 51.7 4.64, m

13 700 452, m 69.5 4.59, m

14 1232 - 122.8  ---

15 138.8  7.97, brs 138.6  7.99, brs

18 127.5 8.27,d(0.5) 127.3  8.29,d(0.5)

19 66.6 --- 66.2 ---
20 1779 - 1777 -
21 26.4 1.86, s 26.0 1.87,s
22 26.4 1.86, s 26.0 1.87,s
23 149.5 - 1464 ---
26 160.3 - 1547 -
28 524 591, sep (6.6) 554 552, sep (6.6)
29 22.7 1.54,d (6.6) 21.8 1.62,d (6.6)
30 22.7 1.54,d (6.6) 21.8 1.62,d (6.6)
31 13.7 2.36,s 10.6  2.64,s
32 33.6 3.95,s

¢ Measured in methanol-ds with 'H at 500 MHz, and *C at 125 MHz.

indirect from HSQC and/or HMBC spectra.
d: doublet; dd: double doublet; s: singlet; brs: broad singlet; sep: septet; m: multiplet.

The *C NMR signals for M17 were
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Supplementary Figure S1. Chracterization of methyltransferase involved in inavolisib
metabolism in dogs. (A & B) Taselisib was incubated with dog hepatocytes in the presence of
various human methyltransferase inhibitors for 3 h: Amo; amodiaquine (HNMT inhibitor),
DCMB; 2,3-dichloromethylbenzylamine (TMT inhibitor), Met; 1-methyl nicotinamide (NNMT
inhibitor), Sul; sulfasalazine (TPMT inhibitor), Tol; tolcapone (COMT inhibitor). (C)
Recombinant NNMT was incubated with taselisib or nicotine amide for 1 hours in the presence
of 5-amino-1-methylquinolin-1-ium iodide (NNMT inhibitor). *; p<0.05 compared to CTL from
student t-test.



