Supporting Information

Design, synthesis and biological evaluation of novel 4-anlinoquinazoline derivatives as EGFR

inhibitors with the potential to inhibit the gefitinib-resistant nonsmall cell lung cancers

Caolin Wang , Shan Xu', Liang Peng, Bingliang Zhang, Hong Zhang, Yingying Hu, Pengwu Zheng*,

Wufu Zhu*

Jiangxi Provincial Key Laboratory of Drug Designh and Evaluation, School of Pharmacy, Jiangxi

Science & TechnologyNormal University, 605 Fenglin Road, Nanchang, Jiangxi 330013, China

" These authors contribute equally to this work

*To whom correspondence should be addressed. zhuwufu-1122@163.com(W.Zhu),

zhengpw @12 6.com (P. Zheng)



mailto:zhuwufu-1122@163.com

Contents

Compound characterization

14:"H NMR
g gl—LDLﬂU\tl]hI'"‘-\U\U\CI]F"-\LDLDQNNdI‘ﬁtl‘r"lFCIU\LDLﬂtIMNI—ClLDQMLntINCICI]ﬂ]PHLﬂr‘ r~ r-1wouw = M
- SEeLUNeoooORMMEMERITIMTITIO0O0O0NNCANE@EE@NWINT T T TN = —— 00000
— Lot e e oo o - e o T o T R P O e S O O T T = e~ o= o D ot I T T o T T o T T O T T O T o O A I O Y A
I —— et . St et
'H NMR (400 MHz, DMSO-d%) & 11.00 (s, 1H), 10.05 (s, 1H), .01 (s, 2H), 8 66 (s, 2H),
855(s,1H), 8.08 (dd,J=68,2.6Hz, 1H). 7.89 (s, 1H),7.77 (dd,/=8 8,4 0 Hz, 1H),7 44
(t,J=91Hz, 1H), 732 (s,1H), 543 (d, /=53 Hz, 1H). 402 (dd, /=101, 3 8§ Hz, 2H),
308(d.J=02Hz 1H), 3 82 (d, J=84,41Hz 1H),356—3.52 (m,4H),247-2.39 (m,
1H),2.16 (dd. J=13.1, 64 Hz, 1H), 199 —1 93 (m, 4H).
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H NMR (400 MHz, Chloroform-d) & 10.95 (s, 1H), 9.84 (s, 1H), 9.08 (s,
1H), 8.99 (s, 1H), 8.50 (s, 1H), 8.23 (d, J=2.1 Hz, 1H), 8.00 (dd./=6.9,26
Hz, 1H), 794 (d, J=9.8Hz, 1H), 7.90 (s, 1H), 7.80 — 7.75 (m, 1H), 741 (t,.J
=0.0Hz 1H), 7.31 (s, 1H),6.50 (d,/=8.8 Hz, 1H), 5.44 (5. 1H),4.02 (d, /=
32 Hz, 2H). 400- 393 (m, 1H), 3.86 (d,J=5.0 Hz, 1H), 344 (5. 4H), 246
—236(m, 1H),2.20 - 2.11 (m, 1H), 1.96 (. 4H).
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H NMR (400 Mz, DMSO) 6 11.16 (s, 15), 9.85 (s, 1H), 9.13 (s, 1H), 9.00 (s, 1E),
849 (s, 1H), 8.07(d, J= 4.4 Hz, 1E), 8.00 (s, 1H), 7.75 (s, 1H), 7.66 (d, 7= 3.0 Hz,
2H), 745 - 731 (m, 4H), 5.43 (s, 1H), 4.04 (s, 2H), 395 (dd, J= 15.7, 7.9 Hz, 1H),

385 (dd, J= 13.1, 8.3 Hz, 1H), 3.44 (s, 2E0), 2.40 (dd, J= 14.1, .0 Hz, 1H), 231 (s,
4H), 219 - 2.10 (m, 1H), 1.48 (d, J= 5.2 Fz, 4H), 138 (s, 2H).
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'H NMR (400 MEIz, CDCL) & 11.01 (s, 1H), 9.84 (s, 1E0), 9.07 (s,
1H), 8.92 (s, 2H), 8.52 (s, 1H), 8.09 (4 J=2.8 Hz, 1H), 7.96 (s, 1H), o
7.76 (d J=8.8 Hz, 1H), 7.65 (4, J= 5.5 Hz, 2H), 741 (d J=6.6

Bz, 1H), 733 (s, 1H), 7.03 (d, J= 8.5 Hz, 2H), 4.12 (s, 3H), 4.04 (s,

2H), 2.66 (¢ 7= 5.8 Hz, 2H), 2.43 (s, 4E), 1.53 — 1.46 (m, 4H), 138 |s00
(d J= 30 Hz, 2.
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'H NMR (400 MHz, DMSO) & 11.06 (s, 1H), 9.87 (s, 1H),
907 (s, 1H), 8.92 (s, 1H),8.50 (s, 1H), 8.10 (s, 1H), 7.96 (s,
1H),7.76 (s, 1H), 766 (d,/=8.7 Hz, 2H). 741 (1. /=93
Hz, 1H), 731 (s, 1H), 7.05 (d,J = 8.6 Hz, 2H), 4.11 (s, 3H),
400 (d,J=58 Hz,2H),2.77 - 2.72 (m, 2H),2 35 - 2.20 (m,
2H).2 26 (s, 3H), 2.12 (5. 6H).
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IH NMR (400 MHz, DMS0) 3 11.10 (s, 1H),9.87 (s, 1H), 9.14 (s, 1H), .01
(s. 1H),8.51 (s, 1H), 8.09 (dd. J=6.8, 2.3 Hz, 1H), 7.97 (s, 1H), 7.80 -
7.75 (m. 1H),7.67 (4.7 = 8.5 Hz. 2H). 741 (d. /= 9.1 Hz, 1H), 733 (s,
1H), 7.04- 6.97 (m, 2H), 546 (s, 1H), 4.04 (s, 2H),3.97 (4. = 7.6 Hz,
2H),3.88 (4.7 =4 4 Hz, 2H), 2.84 (s, 2H),2 61 (s, 4H), 243 (dd.7=13 8,
6.0 Hz, 1H), 220 -2.12 (m. 1H), 1.00 (t. /= 6.7 Hz. 6H).
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H NMR (400 MHz, CDCl3) & 11.07 (s, 1H), 9.86 (s, 1H), 9.14 (s, 1H),9.01 (s, 1H),
8.50 (s, 1H), 8.00 (dd, J=6.8, 2.4 Hz, 1H), 7.97 (s, 1H), 7.80 — 7.75 (m. 1H).7.67 (d..J
=8.4Hz,2H), 7.40 (d, J= 92 Hz, 1H), 733 (s, 1H), 6.99 (d, J=8.5 Hz, 2H), 545 (s,
1H),4.00 - 4.02 (m, 4H), 3.96 (t, J= 7.8 Hz, 1H),3 91— 3.84 (m, 1H), 3.63- 3.53 (m.
4H),243 (1, /=72 Hz, 2H),2.37 (s, 4H), 216 (d, J= 72 Hz, 1H), 191 — 187 (m, 1H)
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HINME, (400 ME:, TMSO)6 1105 (s, TE. 987, 1H). 908 (s, T, B0, 1H), 852 (s, TH) 811
(@ J=6THz IH). 786(s, L, 778 3. T, T65(d J= B4FE TH, 743 (1 J=01Fe T T3
IH 706(d.J= 15 He T, 41245, TH) 189 (s, TH) 27345, T 266 (0 J=5 THe T 244 s,
H 190 HL 130
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H NMR (400 MHz, DMSO) 5 11.02 (s, 1H), 9.85 (s, 1H), 9.06 (s, 1H), 8.92 (s,
1H), 8.52 (s, 1H), 8.10 (d,./= 6.9 Hz, 1H), 7 96 (s, 1H), 7.77 (s, 1H), 7.65 (d, /=
8.7 Hz, 2H), 742 (s, 1H), 7.33 (s, 1H), 7.04 (d, 7= 8.7 Hz, 2H), 4.12 (s, 3H),
405 (. J= 62 Hz, 2H), 238 (t, J= 6.7 Hz, 2H), 233 (s, 4H), 1.91 - 1.87 (m.
2H), 148 (d,J = 4.9 Hz, 4H), 1.37 (s, 2H).
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IH NMR (400 MHz, DMSO-ds) 5 11.06 (s, 1H),9.85 (s, 1H), 9.13 (s, 1H), 9.01 (s, 1H), 8.50
(s, 1H), 8.00 (dd, J=6.9.2 6 Hz, 1H),7.96 (d, J= 6.4 Hz, 2H), 7.78 (dt, J=8 8, 3.4 Hz, 1 H),
7.66(d, J=8.4 Hz.2H),741 (1,7 =9.1 Hz, 1H), 7.33 (s, 1H), 6 98 (d../= 8.5 Hz, 2H), 5.45
(s, 1H), 4.05 (dd, J= 83,4 5 Hz, 4H),3.97 (q, /= 7.7 Hz, 1H), 387 (td, /=8 4, 4.5 Hz, 1H),
254 (s, 2H), 2.46 (d, /= 7.0 Hz, 4H), 243 - 2.36 (m. 1H), 220 2.11 (m, 1H), 1.83 (g, /=
67 Hz, 2H). 094 (1. /= 7.1 Hz. GH).
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