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Supplementary comet-assay figure
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Each dot represents one 10X image field; bars show mean + SD (n = 4 fields).

Figure S1. Representative comet images and quantitative analysis in NCI-H1975 cells. (a—c)
Representative 10x fields from vehicle-treated cells and cells treated with 4f (40 uM) or 4f-Pt (154 uM).
Scale bars, 50 um. Fields were selected by proximity of their Tail DNA values to the corresponding group
means. (d,e) Tail DNA and Olive tail moment measured with OpenComet v1.3.1 in ImageJ. Only objects
classified as normal comets were included. Each point is the mean of one 10x field; bars show mean +

SD (n = 4 fields per condition).



Supplementary EGFR kinase inhibition curves
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Figure S2. Concentration—response curves for inhibition of wild-type EGFR by the indicated compounds.
Open circles show the two independent experiments, filled circles show the mean + SD, and lines show variable-
slope logistic fits (n = 2 independent experiments). ICso values follow those reported in the main-text tables.
Dashed curves denote ICso values beyond the tested concentration range; an asterisk denotes an extrapolated

value.



EGFR L858R/T790M
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Figure S3. Concentration—response curves for inhibition of EGFR L858R/T790M by the indicated compounds.
Open circles show the two independent experiments, filled circles show the mean + SD, and lines show variable-
slope logistic fits (n = 2 independent experiments). ICso values follow those reported in the main-text tables.
Dashed curves denote ICso values beyond the tested concentration range; an asterisk denotes an extrapolated

value.
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Figure S4. Concentration—response curves for inhibition of EGFR L858R/T790M/C797S by the indicated

compounds. Open circles show the two independent experiments, filled circles show the mean = SD, and lines

show variable-slope logistic fits (n =2 independent experiments). ICso values follow those reported in the main-

text tables. Dashed curves denote ICso values beyond the tested concentration range; an asterisk denotes an

extrapolated value.
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Figure SS5. Concentration—response curves for inhibition of EGFR Del19/T790M/C797S by the indicated
compounds. Open circles show the two independent experiments, filled circles show the mean = SD, and lines
show variable-slope logistic fits (n =2 independent experiments). ICso values follow those reported in the main-
text tables. Dashed curves denote ICso values beyond the tested concentration range; an asterisk denotes an

extrapolated value.



NMR and HRMS spectra of synthesized compounds

Compound 2a 'H NMR
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Compound 2b 'HNMR
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VAV Y
Cl

- L6°0
J L6°Q

= 00° L

=C6'1

A6l

f1 (ppm)

Compound 3¢ 'HNMR

Ommmw; N
OCH ¥8'1

1L'c —

LEE
St'e %

ors
€1oan 'L
Ly'L
Q2
Is°L
cLL
cLL
vLL
vLL
9L’L
9L’L
9L’L
8L°L
8L'L
€rg
145

=979

L ILL],
MNC.N :

Iy
Ll€

?ﬁmd

el
L6

ﬁoo.m

1 (ppm)

10.0

10.5

T
11.0




Compound 3d 'HNMR
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Compound 4a 'HNMR
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Compound 4b HRMS
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Compound 4¢ “C NMR

10¥I ~
el ~
€6°€C
99T — -
9r'0€ -~

66°St -
VLY M
6905
LLbS \
$9°95

coso/

SLTOT
69°¢ll
SOvIT

ZS611
95°€T1 /
10°921 /
96°LT1 /
6T°6C1 X
86'1€1 7
00°€€T \
99°pET
00051 — =
L66ST |

o9t z

0T 191 : /

100
15

110
f1 (ppm)

90 180 170 160 150 140 130 120

210 200 190




Compound 4¢ HRMS

NH,
\ N O/ CHs;
=
N
2521665 Il
100.00% 503.3246
78.06% Chemical Formula: CpgHygNgO*
: Exact Mass: 503.3241
281.1685 2355[6’36‘32 2043278
. (¢)
: =2 27.71%
15.14% 5153224} <1170 706.4078
. 6.24% 134%
R N T el b ALLL D —
jGU l‘ﬁU lISU QUU }_15(7 Li()ﬂ ‘i‘SU ’1(10 'LZO ::UU ?f:SU FlUU FlGU 7‘00 7‘30 {300 7:‘450 E:UU 9'5(7 1‘()(10 11)50 l‘lﬂU 1‘150 I‘ZUU 1‘2150 ll‘é()ﬂ 11530 1"1(10 1‘150 l‘SL
m/z (Da)
Compound 4d 'H NMR
AN OS>V on XS —>onaAa A nNnaAaA> NN —=O >0 >N
NN OO ®®®KE N 0@ n —SococdaaTnnCo R
00 00 00 00 00 I~ I~ I~ >~ >~ >~ >~ T T TN NN NN N~
——— e e — e e
E NH NH
NH
\ / |
VA7 I/J' / I/
NH
N N o/ CHy
=
N
_ (e}
HyC
[
| 1
I I i ‘ J“/‘L
A ] A A
S X —~n — O <t 0 &N & <t <
SS—=cow® 00—~ % N
T T T T Ty T T T pofLenel = coLel T T
12.0 11.0 10.0 9.0 8.0 7.0 6.0 5.0 0 3.0 2.0 1.0 0.
1 (ppm)

16



Compound 4d "C NMR
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Compound 4e HRMS
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Compound 4f “C NMR

O o —“ QO —~ O g 0N
00 0\ Sy ® = Qe oy — EYI22LE ® 0
G % Bt NS AR DD T A af o
S " TN N AN A === D at<o+k O <
zrLh IUBRARNARNCIRD B SR s S fha b S ~ownn sk IS
NS | === e SN S N
ENH NH
NH
NH
Y OH
a
N
N
I
1
‘I

210 200 190 180 170 160 150 140 130 120 10 100 90 80 70 60 50 40 30 20 10 O

f1 (ppm)
Compound 4f HRMS
489.3083
24.91%
E ) N'j
NH
H

NH,
Y OH
=
N

490.3113

_1.91% I

N
Chemical Formula: Cp7H37NgO*
515.2878 Exact Mass: 489.2;0;; °
4.21%
529.3034
4913143 2O 585.2486
() . O,
1.27% e 130%
‘|. . ||‘\A. ‘\. ‘I. |”\‘|.. . l\ R . L ‘l’\‘ Lo Lol i
’JGU ’170 'L’S‘) '1‘90 5‘0(7 glU %2(7 C:BO fl’lU f:’x() S‘hU 5‘70 5‘?3‘” >90 6‘0(7 F:l‘) (1»}_'0

m/z (Da)

20



I/

OH
CHy

w 10
077
2 90°¢

H\Nm.wﬁ

=177

J 20’1
0’1
% SO'l

Mmo;

LOT
= 96
ool

f1 (ppm)

99°61 ~
LBYT ~
99T~
°6°0%

VL'EY M
SOvy —
89°SY /

[0°1¢
ﬁw.mm\

09°¢ll
LLOTT
6l6ll
Y0°CCl
0¢'scl /
80°9CI %
$6'9CI —
co'ecCl /
1L°C¢l \
8L'CEl
8V’ L] —

YL'8ST
97651 V
0€° 191 /

Compound 4g "“C NMR

OH
CHy
1
1

90 180 170 160 150 140 130 120 110 100

210 200 190

130

140

f1 (ppm)

21



Compound 4¢ HRMS

NH NH
NH J
H
NH,
X N OH
¥
478.3294 -
2.50%
1.0162 243'2‘216 ° Chemical Formula: Cy7H4N;0*
.94% - 2.07% Exact Mass: 478.3289
518.3240
90.9768 5602584 492.3448 1:39%
0.92% 087%  095% 922.0098
i - - l 0.66%
JnJ. 1\...“]. e blibdo i m it Mt e e
4‘30 IIUU 1‘5(7 L!Oﬂ QSU ;(YO ;50 1‘0” '1‘50 :‘!UU ::5” G‘Oﬂ &:‘U ’l"ﬂU 7"50 ?:QUU 8‘5(7 E;UO 215(7 ll\)ﬂU 1‘050 lIlUU l‘l“]ﬂ ll‘_)UU 11@'5(7 l“dOﬂ 1"550 1"1(70 1‘150 1‘301
m/z (Da)
Compound 4h 'HNMR
SOV T OAN —~—O N> VO TA 00D OWMTNHN NSO TN O>INOVOWVMTANODSO VM
-T2 2200000 RNCeTETAARRREEEENEREROOOOLOTINNIN®XX®X OO OO
oo o0V OOV O NN NN NN AN
= —_—— — — N 4 —
e
s/
Y oS
NH
~ N OH
¥
N
o] o)
CH,
|\
\‘ f L—A
m e - —_
[ o T v oon O [selie)} 23} <t
o) ®S—33 S = ~ S
T T . T < — =0l == T T 0ol — — . T T
12.0 11.0 10.0 9.0 8.0 7.0 6.0 50 4.0 3.0 2.0 10 0.l
f1 (ppm)

22



LSVT ~
99T
S6°0
8ETY
09y

e ey

808

00°I¢S \
6CYS

LYETT

19 L11 /
T6'811 /
05611 A:
el 7
srszr/
YO IET
z0€€l

0SSOI
oLyl 7
SE6ST

L9091 V
007991 ~_
TIL91
¥6°891 /

7\

mH I
z z

/

Compound 4h “C NMR

OH

90 180 170 160 150 140 130 120 110

210 200 190

100

130

140

f1 (ppm)

23



Compound 4h HRMS

NH NH
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Compound 4i HRMS

[NH Nj
NH
H\k
4982739 N
49.45%
\N OH
=
N
Cl
Chemical Formula: CygH37CIN;O*
Exact Mass: 498.2743
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[o) 4 o)
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Compound 5b HRMS
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