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Table 1. Inhibitory activity (ICso) of compound 6 derivatives toward ENPP1 and ENPP3.

in vitro ICs, (M) I’g 5‘;‘)“"(’%‘3 Gls (M)
TG-mAMP  ATP  MDA-MB-231 MDA-MB-231 HEK-Blue-ISG
6-4 230 N.D. 370 08 >20
6-18 42 N.D. 390 1.0 >20
6-31 18 N.D. 180 20 >20
6-37 14 670 120 ~20 >20
6-39 43 N.D. 89 ~20 >20
6-47 9.3 200 24 ~20 >20
6-49 10 280 57 >20 >20
6-53 7.1 430 52 >20 >20
A 0.25 11 2.2 >5 N.D.
B 0.59 21 2.7 >5 N.D.
c 0.34 N.D. 37 >5 N.D.

N.D. = not determined.
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Figure 1. (A) ENPP1 activity in THP-1 cells. (B) Viability of THP-1 cells after the treatment of

ENPP1 inhibitors.
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Figure 2. Quantification of INF-a/f8 produced from THP-1 cells which were stimulated with
2’,3’-cCGAMP (25, 50, 100 uM) for 42 hr.
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Figure 3. Quantification of INF-o/p produced from THP-1 cells which were co-cultured with
MDA-MB-231 cells in the presence or absence of ENPP1 inhibitors.
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