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Figure S1. 3D representation of erlotinib within EGFR active site



Figure S2. 3D representation of gefitinib within EGFR active site
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Figure S4.">*C-NMR spectrum of compound 5a in DMSO-d6 at 100MHz.
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Figure S5. ESI mass spectrum of compound Sa.
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Figure S6. HPLC analysis for compound 5a, retention time (19.947 min)
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Figure S7. 'H-NMR spectrum of compound 5b in DMSO-d6 at 400MHz.
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Figure S8. *C-NMR spectrum of compound 5b in DMSO-d6 at 100MHz.
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Figure S9. ESI mass spectrum of compound 5b.
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Figure S10. 'H-NMR spectrum of compound 5¢ in DMSO-d6 at 400MHz.
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Figure S11. *C-NMR spectrum of compound 5¢ in DMSO-d6 at 100MHz.
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Figure S12. ESI mass spectrum of compound 5c.
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Figure S14. *C-NMR spectrum of compound 5d in DMSO-d6 at 100MHz.
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Figure S16. 'H-NMR spectrum of compound 5e in DMSO-d6 at 400MHz.
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Figure S18. ESI mass spectrum of compound 5e.
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Figure S21. ESI mass spectrum of compound 5f.
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Figure S22. 'H-NMR spectrum of compound 5g in DMSO-d6 at 400MHz.

By

8°0F—

N

T

/OU\
HN

415 410 405 40.0 395 39.0
f1 (ppm)

42.0

L9'STTy
0821~
Nm.mﬁm
05'0£T

ST'E9—

€090 |
CToTT—
PBPIT~

EEES——

£b'6ET— ——

87557~ ——
P609Ty |
PEEIT
11591~ —

EE'SLT— —

40 30 20

50

T T T T T T T r
170 160 150 140 130 120 110 100 90 80 70
f1 (ppm)

T
180

Figure S23. >*C-NMR spectrum of compound 5g in DMSO-d6 at 100MHz.

16



%‘\ 379.9; (M+K]+
. 0
_— }]_\’/k
] N’\)/E
=] 4 N\
=] o F
80— o /
.
= CisH16FN303
- Exact Mass: 341.1
60—
] 704.8; [2M+Na]+
40—
20— 3&m+?%
U | \l\ m||||||| il ol Lz | I »
0 T e e e REREL T e v e e e : — >

—1.74

-«
~
+
mmmg:NHl\ml\r\mwrm ‘
™ muinmns s mmanolog
= o I\I\I\I‘TI\I\DI\I\I\I\I\\D
t e el
S o e
- ‘
| J
1 bl M
¥ v W 0 1
o = Sco0oo o o
— — [aUa IR S I IS o] ~ ™M
T T T T T T T T T T T T T T T T T T T T
1.0 105 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 40 3.5 3.0 2.5 2.0 1.5

Figure S25. 'H-NMR spectrum of compound 5h in DMSO-d6 at 400MHz.

17



™M M un
n o w
© o
o
N - -
[N
ADAHIN O &
L BT e 3 3
I O W WL =} 9w \ &
~ T R == |
I - NY. S !
(A
| 1 | I‘ I i ‘
IJ"U léU léﬂ 1“1U léU 1£U liU 1EI|U Q‘U B‘U ]"U G‘U SIU 4IU 3IE|
1 (ppm)
Figure S26. >C-NMR spectrum of compound 5h in DMSO-d6 at 100MHz.
%A 7408; [2M+Na]+
. o
? HNJ(N")/H
- N,
80— , ¢ F
_: ¥
] CigH,5F;N505
1 Exact Mass: 359.1
60—
= 381.8; [M¥als
=l 741.8; [AM+Na]+
40—
20—
3 ] o M.L ”mu_” bodull l“\l i J.L b lullal, AJ W | | i » mz
L P S L B L W L T >

200 400 600 800

Figure S27. ESI mass spectrum of compound Sh.

18

1,

000



LT

—
J
=
082, - R 6TH— J\HO.N
Nmi{,
PEL .
9g/| TrR
mm% 07
Th\ T .
Eb/~ N
Nm.b/ sw Lz
£S°L\ o [ R 0L
b~ oz ®L
9L, | o bEL
R =
9977 L e .
EbLo mmﬁ
4= .
bz lo'T
£€9¢
z 00'6— Lo.ﬁ
x!
= (o]
w

980T — J..o:ﬁ

5.5

6.0

3.0 2.5 2.0 1.5

3.5

4.5

5.0

10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5

10.5

f1 (ppm)
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Figure S32. *C-NMR spectrum of compound 5j in DMSO-d6 at 100MHz.
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Figure S35. *C-NMR spectrum of compound 5k in DMSO-d6 at 100MHz.
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Figure S38. >C-NMR spectrum of compound 51 in DMSO-d6 at 100MHz.
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Figure S39. ESI mass spectrum of compound 51.
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Figure S41. '3C-NMR spectrum of compound 5m in DMSO-d6 at 100MHz.
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Figure S42. ESI mass spectrum of compound Sm.
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Figure S43. 'H-NMR spectrum of compound 5n in DMSO-d6 at 400MHz.
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Figure S44. *C-NMR spectrum of compound 5n in DMSO-d6 at 100MHz.
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Figure S45. ESI mass spectrum of compound 5n.
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Figure S46. Western blotting analysis measuring the expression of 5a on EGFR.
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