Supplementary Materials

Discovery of triazolo-pyridazine/-pyrimidine derivatives bearing
aromatic (heterocycle)-coupled azoles units as Class II c-Met
inhibitors

Qian Zhang®', Xiaobo Liu®', Wenhui Gan?, Jinjin Wu?, Hualan Zhou?, Zunhua Yang®, Yiling Zhang®, Min Liao®, Ping Yuan?,

Shan Xu?, Pengwu Zheng®*, Wufu Zhu*

a Jiangxi Provincial Key Laboratory of Drug Design and Evaluation, School of Pharmacy, Jiangxi Science & Technology
Normal University, 605 Fenglin Road, Nanchang, Jiangxi 330013, China ® College of Pharmacy, Jiangxi University of

Traditional Chinese Medicine, Nanchang, 330004, China

* Corresponding author. Tel. & Fax: +86 791 8380-2393; E-mail: zhengpw @126.com (P. Zheng), zhuwufu-1122@163.com

(W. Zhu)

S1



'H NMR Spectral

Figure S1: 12¢. '"H NMR (400 MHz). Solvent: DMSO-d
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H NMR.(400 MEE, DMS0-4,) 5 10,52 (5, TH), 960 =, 15,
8.00(d, J=5.THz, 2H), 7.88 {8, J=8.7 E, B, 7.56(d . J=33
Hz, 3H), 730 (d,/ = B.7 Hz, 2H), 6.30{s, IH), 168 (s, H), 241
(=, 3H).
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Figure S2: 12e. '"H NMR (400 MHz). Solvent: DMSO-d
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HNMR (400 MEE, DAMS0-d,) 5 1053 {z, 1H), 0.50(d,
J=16, IH) 8.68(4,/=4 8 1H) B18(d, J=80
Hz, 1H), 801 (t,/ =76 Hz IH), 7.80(d, /=8 6 Hz, TH),
T.57(t,J =63 Hz, 1H), 740 (4, J= 86 Hz, 20, 630z,
1H), 260 (s, 3H), 241z, 3H).
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Figure S3: 13e. '"H NMR (400 MHz). Solvent: DMSO-d;
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THNMR (400MHz, DMSO-4) & 1075 (s, 1H), 8.61 (s, LH), B.66 (=,
1H), B15(d, S =80 Hz TH), 798 (.= 13.1 Hz, ZH), 7.48(d,J =
378 Bz, 3H), 640(z, 1H),2.70 (s, 3H), 145 (=, 3H).
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Figure S4: 18f. 'H NMR (400 MHz). Solvent: DMSO-d,
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YH NMR (400 MEz, DMS0-d,) 5 1029 (s, TH), 9 24(z,
1H), 875 (s, LED, 851 {5, 1HD, 8.43 {d, J= BOHz, 1H), 7.9
s, d,J =82 Hz, TH), 742 (d,J =84 Hz,28),
641 (s, 1H), 2.78(s, 3H), 243 (3, 3E).

P ar

—2.7%

.43

::’
h T A A _’—J LJLJ R
- ' BN Y i ! T
= - e Lol B g = o3 -
=] g a5+ a=g N o 5
— — [ ] 1 = Lar] o1
105 100 95 9.0 8.5 8.0 75 7.0 6.5 6.0 55 50 4.5 4.0 is 30 25 20 15
fl (ppm)

S6



Figure S5: 19¢. "H NMR (400 MHz). Solvent: DMSO-d;
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'H NME (400 MEE, DMSO0-d:) 5 10.73 (s, 1H), 868(d, J=
4.8Hz, 1H), 8.64 {5, 1ED, 8. 18 {4, 3.06-797
{m, 2H), 7.66 (d, J=5.6Hz, 2H), 7.57 {t, J=63 Hz, 1H), 6.55
{z, 1H), 260 (=, 3H), 2534z, 3H)
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TOF MS analytical data

Figure S6: 13b Solvent: CH;0H.

TOF MS ES+ (m/z): [M + H] 7, calcd for Cy3H;4CIF4N;0,: 532.0912, found, 532.0919.
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Figure S7: 13¢ Solvent: CH;0OH.

TOF MS ES+ (m/z): [M + H]", calcd for Co3H7FN4O,S: 461.1196, found, 461.1197.
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Figure S8: 13g Solvent: CH;0H.

TOF MS ES+ (m/z): [M + H]*, caled for Co,H,sFN;0,S: 462.1148, found, 462.1147.
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