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1. NMR spectra of the intermediates and the final target compounds.

N O < ON NN o
S8 29000 ® % ©
o] (5]
N \

8
6
6
o 6
== 6
6
6

iL

&S

-

3.02-
h
L

1,071 —

e

11.0 105 100 95 90 85 80 75 7.0 65 60 55 50 45 40 35 30 25 20 15 10 05 00
1 (ppm)

Figure S1. '"H NMR (400 MHz, DMSO-ds) spectrum of compound S2.
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Figure S2. 3C NMR (101 MHz, CDCI;3) spectrum of compound S2.
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Figure S3. 'H NMR (400 MHz, CDCls) spectrum of compound S3.
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Figure S4. 3C NMR (101 MHz, CDCI3) spectrum of compound S3.
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Figure S5. '"H NMR (400 MHz, CDCls) spectrum of compound S4.
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Figure S6. 3*C NMR (101 MHz, CDCI3) spectrum of compound S4.
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Figure S7. 'H NMR (400 MHz, CDCls) spectrum of compound S5.
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Figure S8. 3*C NMR (101 MHz, CDCI3) spectrum of compound S5.
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Figure S9. 'H NMR (400 MHz, CDCls) spectrum of compound S6.
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Figure S10. 3C NMR (101 MHz, CDCl;3) spectrum of compound S6.
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Figure S11. 'H NMR (400 MHz, DMSO-dj) spectrum of compound S7.
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Figure S12. 3C NMR (101 MHz, DMSO-ds) spectrum of compound S7.



COMOMN OO rODOODVOONNOLIDODNNDVVLVOHANNNC-TOIIINNOT
ONNMSMNMAEMAMMAMMAMAMMAMAEAREMAMMAEAMAMAAENMANRARN OO OO OODOOOOODODOODECDOOD
1 PO T Yol G O e DY =

0.95 b

cocoooo

J J 1 A |
i
-0 -0 o

11.0 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 00
1 (ppm)

Figure S13. 'H NMR (400 MHz, DMSO-ds) spectrum of compound S8.
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Figure S14. 3C NMR (101 MHz, DMSO-ds) spectrum of compound S8.
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Figure S16. *C NMR (101 MHz, CDCls) spectrum of compound 1.
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Figure S18. 3C NMR (101 MHz, CDCl;) spectrum of compound 2.
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Figure S19. 'H NMR (400 MHz, CDCls) spectrum of compound 3.
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Figure S20. 3C NMR (101 MHz, CDCl;) spectrum of compound 3.
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Figure S21. 'H NMR (400 MHz, CDCls) spectrum of compound 4.
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Figure S22. 3C NMR (101 MHz, CDCl;3) spectrum of compound 4.
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Figure S23. 'H NMR (400 MHz, CDCls) spectrum of compound 5.
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Figure S24. 3C NMR (101 MHz, CDCl;3) spectrum of compound 5.
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Figure S25. 'H NMR (400 MHz, CDCls) spectrum of compound 6.
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Figure S26. *C NMR (101 MHz, CDCls) spectrum of compound 6.
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Figure S27. 'H NMR (400 MHz, CDCls) spectrum of compound 7.
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Figure S28. 3C NMR (101 MHz, CDCl;) spectrum of compound 7.

15



TOUMNMENOODANTODN®O T NN © - o~ SISO NSO T
M NNNNEN OO OO OD OO OOV - - ™ NANANN~ ™«
e ———— | | | —— s

l . S,
3 3 g o <% J
o-oowo =) b= = =Y oo o
- e - - o o~ - L ]

11.0 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 00
f1 (ppm)

Figure $29. 'H NMR (400 MHz, CDCls) spectrum of compound 8.
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Figure 830. 3C NMR (101 MHz, CDCl;) spectrum of compound 8.
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Figure S31. 'H NMR (400 MHz, CDCls) spectrum of compound 9.
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Figure 832. 3C NMR (101 MHz, CDCl;) spectrum of compound 9.
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Figure $33. 'H NMR (400 MHz, CDCls) spectrum of compound 10.
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Figure S34. 3C NMR (101 MHz, CDCI;3) spectrum of compound 10.

18



18
€8l
rel
681

86¢C~

19€
Snw
69¢

IR

AT

v29
59
19
189
8891
6894
069}
069
269
€69 1
169
169
669
002
021
LeL
gL
€€L
s€'L
182
8¢'.
6€'L

——

NH

oz

ho't

k6L

6L

TS
ccoo®
R R

Figure $35. 'H NMR (400 MHz, CDCI3) spectrum of compound 11.
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Figure 836. °C NMR (101 MHz, CDCI;3) spectrum of compound 11.
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Figure $37. '"H NMR (400 MHz, CDCI;3) spectrum of compound 12.
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Figure $39. 'H NMR (400 MHz, DMSO-ds) spectrum of compound 13.
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Figure S40. 3*C NMR (101 MHz, DMSO-dj) spectrum of compound 13.
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Figure S41. 'H NMR (400 MHz, DMSO-ds) spectrum of compound 14.
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Figure S42. 3C NMR (101 MHz, DMSO-dj) spectrum of compound 14.
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Figure S43. 'H NMR (400 MHz, CDCls) spectrum of compound 15.
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Figure S44. 3C NMR (101 MHz, CDCl3) spectrum of compound 15.
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Figure S45. 'H NMR (400 MHz, CDCls) spectrum of compound 16.
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Figure S47. 'H NMR (400 MHz, CDCls) spectrum of compound 17.
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Figure S49. 'H NMR (400 MHz, DMSO-ds) spectrum of compound S9.
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Figure 850. 3C NMR (101 MHz, CDCl;3) spectrum of compound S9.
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Figure S54. 3C NMR (101 MHz, CDCI;3) spectrum of compound 19.
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Figure S858. 3*C NMR (101 MHz, CDCI;3) spectrum of compound 21.
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Figure S60. *C NMR (101 MHz, CDCI3) spectrum of compound 22.
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Figure S61. 'H NMR (400 MHz, CDCls) spectrum of compound 23.
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Figure 870. 3C NMR (101 MHz, CD30D) spectrum of compound 26.
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Figure S81. 'H NMR (400 MHz, CD;0D) spectrum of compound 28.

1.88] =

0 OCRTHVNIONRAOrNDDONO®M
o FEOMOOVLLOOOONNG < ¢ NN o @ * ™
@© NFOULWVETLTOMOOONNNNN - ~ s W
- rreee I S e B (s s s s ™ < oo
I | | N/

lllllllﬂI”“ I

210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0 -10
1 (ppm)

Figure $82. 3C NMR (101 MHz, CD30D) spectrum of compound 28.
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Figure S84. 3C NMR (101 MHz, DMSO-dj) spectrum of compound S16.
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Figure S85. 'H NMR (400 MHz, CDCls) spectrum of compound S17.
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Figure S88. *C NMR (101 MHz, CDCI;3) spectrum of compound 29.
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Figure $90. 3*C NMR (101 MHz, CDCI3) spectrum of compound S18.
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Figure S97. 'H NMR (400 MHz, CDCls) spectrum of compound S21.
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Figure $98. 3*C NMR (101 MHz, CDCI3) spectrum of compound S21.
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Figure S101. '"H NMR (400 MHz, CDCls) spectrum of compound 31.
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Figure S104. 3C NMR (101 MHz, CDCI3) spectrum of compound 32.
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Figure S107. ESI-TOF mass spectrum of compound 33.
~ MmMNOON~NTN o ~ [
[+ [l S ST BT 7 T ) w - o~
I | e I I |
NH
r
\ -
N, °
1 m L P, r
g J a4 g &' a
o o o o o o o
- - - - ] -
11.0 105 100 95 90 85 80 75 70 65 6.0 55 50 45 40 35 30 25 20 15 1.0 05 00

1 (ppm)

Figure S108. '"H NMR (400 MHz, CDCIs) spectrum of compound S23.
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Figure S109. 3C NMR (101 MHz, CDCls) spectrum of compound S23.
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Figure S110. 'H NMR (400 MHz, DMSO-ds) spectrum of compound S24.
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Figure S113. 1*C NMR (101 MHz, CDCls) spectrum of compound 34.
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Figure S114. 'H NMR (400 MHz, DMSO-ds) spectrum of compound S25.
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Figure S116. 'H NMR (400 MHz, DMSO-ds) spectrum of compound 35.
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Figure S117. 1*C NMR (101 MHz, DMSO-ds) spectrum of compound 35.
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Figure S118. 'H NMR (400 MHz, CDCls) spectrum of compound S26.
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Figure S119. 1*C NMR (101 MHz, CDCls) spectrum of compound S26.
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Figure $120. '"H NMR (400 MHz, CDCIs) spectrum of compound 36.
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Figure S122. "TH NMR (400 MHz, DMSO-ds) spectrum of compound DDC4002.
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2. HPLC chromatogram of the compound 33
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Figure S124. HPLC chromatogram of the compound 33 (mobile phase, MeOH : warter
=90 :10; flow rate, 1 mL/min; detection wavelength, 250 nm).
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3. Inhibitory activities (%) of target compounds against NSCLC cells.

Table S1. Inhibitory activities (%) of compounds 1-26 against NSCLC cells.

@p@ mqwr*\@m@w*\@ By

17/_ 19 1 18

Ry= -!-\_\O 1./\/ V N R o~ ‘\\G\l Ry - U\ R, 4’\/;”—5 Ry= %\;\Hk
K ey N N S B

Entry Compound HCC827 (48 h) H1975@8h)  HI975™(72 h) A549 (48 h)

[opM  1gM 10pM IuM 10pM 1pM 30uM  10pM

1 2 NA NA 8.1+4.2 NA NA NA 16.6+x1.7 12.9£1.9
2 5 65.3£2.0 50.2+1.7 40.249.7 30.7£6.7 17.9+4.7 NA 17.84£3.9 10.9£2.1
3 4 473440 268434 58.1+3.2 27.8€2.7 30.6£3.3 5445.6 253+£3.1 22.6+1.0
4 3 NA NA 51.742.0 22.2+4.6 13.0£9.0 NA 6.9£3.9 2.843.3
5 6 18.4£1.7 NA NA NA NA NA 17.3+0.4 15.1+1
6 7 NA NA NA NA 8.6£2.7 5.5+2.1  9.2+0.9 34422
7 10 NA NA NA NA NA NA 8.9+2.4 7.2+1.9
8 12 65.1+0.6 7.849.9 55.5+#53 18.5£94 NA NA 324+3.6 8.0+2.4
9 15 NA NA NA NA NA NA 25119  11.2£1.2
10 17 422426 14.0+12.5 12.6+2.8 NA 6.243.3 NA 33.4+0.8 17.2£1.5
11 19 NA NA 50.4+2.1 18.6£5.9 NA NA 33.4+1.2 4.9+1
12 9 52.8+4.9 6.4+2.2 56.7£3 28.3+2.1 NA NA 453+3.3 23+0.9
13 1 49.1+4 31.8+6.6  23.6£2.9 NA NA NA 38.6£2.8 17.7+1.1
14 18 72.5+3.2  33.8+7.7 97.9+0.2 3.6+4 51.2+1.2 NA 97.7£0.1  54.0<1.8
15 11 18.9+3.5 NA 49+2.3 18.2+2 NA NA 25.0+£3.4 14.4+£1.6
16 16 NA NA 32.0+£0.8 9.7£3.0 NA NA 11.0£2.7  9.8£2.2
17 21 20.3+3.1 5.6+4.6 58.0£2.8  6.7£3.7 NA NA 344+1.5 27.0£23
18 20 30.5+0.5 8.7£2.0 55.5€1.3 44427 19.744.5 NA 95.5+¢0.2 35.0£1.5
19 23 NA NA 33.243.2  16.6£0.8 NA NA 24.6x8.7  9.6+0.6
20 22 NA NA 47.7+£1.7  18.5£3.1 22.9+1.1 NA 345425 11.9£2.6
21 24 NA NA 11.746.9  3.3£2.2 3.3+3.9  3.7£1.3 20.844.5 7.2£29
22 8 NA NA 40.4+£0.5 19.2+0.8 NA NA 48.8€1.2 26.5+1.9
23 25 67.8+1.2 33.9+0.7 50.3+£6.3 14.6x4.1 12.4£5.6 NA 97.9+0.1 44.7+£1.2
24 14 66.1£3.1  439+£5.0 71.7£4.1 13.0+4.0 NA NA 19.843.3  10.0£3.2
25 13 11.245.2 NA 43.6£1.9 152434 NA NA 142+1.5 6.2+1.8
26 26 9.0£5.1 1.6£8.5 49.7£1.8 20.3£3.8 NA NA 33.7£2.8  18.2+0.7
27 Osimertinib ~ 91.2+1.0  66.4+4.2  96.0+1.1 57.9+2.1 93.3%14 NA 96.8+0.2 57.2+1.8

NA indicates that it does not affect cell proliferation.
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Table S2. Inhibitory activities (%) of compounds 1, 9, 27-36 against NSCLC cells.

"
N | |
m/@;\g‘p 27 R Rp=ANANN 28 Ri=H RzWT/ o Ri= $9 D Ro= AN

o R
| |
1 R= 40 R~~~ 32 R= $0, D E R= AN 33 RF%O Ri=ANANN
_< > |
$ ! y '
34 Ry= o’Y\N \_,N Rzz/z’\/ ~ 35 RW:%O\/&/N—O Ry= ~ 36 Ry= %O\/\/\/ Rz:,!/\/N\
NS

4o I M\ —\ |
31 R= \—\_N,—\O R=A~-NN 29 Ry= 'i'@—N, N— Ry= NS 30 Ry= +©—N NH Ry= NN
/

Entry Compound HCC827 (48 h) H1975 (48 h) H1975™ (72 h) A549 (48 h)
10pM  1puM 10 uM IlyM  10pM  IgM  30pM  10uM
1 27 NA NA 447+44 252425 132425 132405 228455 9.2+3.0
2 28 7.3+2.9 NA  353+147 224406  NA NA 182434 8.8+1.0
3 9 528449 64422 56730 283+2.1  NA NA 453433 23.0£09
4 1 49.144.0 31.846.6 23.6+2.9 NA NA NA 386428 17.7+1.1
5 32 724428 10.643.0 579432 37.842.1 59+49 24.7+34 272409  NA
6 33 91.7+0.9 309454 91.1204 37.0454 959+0.6 234407 96.7+1.0 44.8+12
7 34 NA NA 482460 227429  NA NA 9.143.5  1.6£2.5
8 35 357+8.6 33482 41329 15.1#35  NA NA  103+29 23426
9 36 257414  NA 365422 177431  NA NA 959403 27.8+27
10 31 339454  NA 593+42 150442 175457 164443 11.0+3.1  NA
11 29 67.8+1.2 339407 80.0+0.8 27.2+09 30.8+6.3 17.3:+8.8 97.8+0.1 33.3+23
12 30 753404 50.5424 674404 NA  31.649.6 72462 974403 47.8+4.1

13 Osimertinib  91.2+1.0 66.4+4.2  96.0£1.1 57.9+2.1 93.3+1.4 NA 96.8+£0.2 57.2+1.8

NA indicates that it does not affect cell proliferation.
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Figure S125. Inhibitory activities (ICso, uM) of compound 18 against NSCLC cells.
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Figure S126. Inhibitory activities (ICso, tM) of compound 29 against NSCLC cells.
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Figure S127. Inhibitory activities (ICso, uM) of compound 30 against NSCLC cells.
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Figure S128. Inhibitory activities (ICso, uM) of compound 32 against NSCLC cells.
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4. WB’s Raw Data

33 Osimertinib
1 2 3 4 5
DMSO  2puM 6 puM 10 pMm 10 pM

Figure 1a-AKT(60 kDa) -reapeat 1

Figure 1a-GAPDH(36 kDa) -reapeat 1

Figure 1a-AKT(60 kDa) -reapeat 2

Figure 1a-GAPDH(36 kDa) -reapeat 2

Figure 1a-AKT(60 kDa) -reapeat 3

Figure 1a-GAPDH(36 kDa) -reapeat 3

Figure 1a-AKT(60 kDa) -reapeat 4

Figure 1a-GAPDH(36 kDa) -reapeat 4

Figure 1a-GAPDH(36 kDa) -reapeat 5
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Figure 1b-p-AKT(60 kDa) -reapeat 1

,,,,,,, ;nn

- 70 kDa
55 kDa

Figure 1b-GAPDH(36 kDa) -reapeat 1

Figure 1b-p-AKT(60 kDa) -reapeat 2

Figure 1b-GAPDH(36 kDa) -reapeat 2

Figure 1b-p-AKT(60 kDa) -reapeat 3

Figure 1b-GAPDH(36 kDa) -reapeat 3

Figure 1c-EGFR(170 kDa) -reapeat 1

Figure 1c-GAPDH(36 kDa) -reapeat 1

Figure 1c-EGFR(170 kDa) -reapeat 2
GAPDH(36 kDa) -reapeat 2

Figure 1c-EGFR(170 kDa) -reapeat 3
GAPDH(36 kDa) -reapeat 3

Figure 1c-EGFR(170 kDa) -reapeat 4
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Figure 1d-p-EGFR(170 kDa) -reapeat 1| Figure 1d-p-EGFR(170 kDa) -reapeat 1 | Figure 1d-p-EGFR(170 kDa) -reapeat 3
GAPDH(36 kDa) -reapeat 1 GAPDH(36 kDa) -reapeat 1 GAPDH(36 kDa) -reapeat 3
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