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Figure S1. 'H and *C NMR Copies of compound 9a-g and 11a-i
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4-(4-Amino-6-((3,5-dimethoxyphenyl)amino)-1,3,5-
triazin-2-yl)phenol (9b)
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4-(4-Amino-6-((4-chloro-3-methoxyphenyl)amino)-1,3,5-
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4-(4-Amino-6-((3-(trifluoromethyl)phenyl)amino)-1,3,5-

triazin-2-yl)phenol (9d)
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4-(4-Amino-6-((3,5-dimethylphenyl)amino)-1,3,5-
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4-(4-Amino-6-((4-(piperidin-1-yl)phenyl)amino)-1,3,5-

triazin-2-yl)phenol (9f)
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4-(4-Amino-6-((2,4-dimethylphenyl)amino)-1,3,5-
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N2-(3-Fluoro-4-methoxyphenyl)-6-(4-fluorophenyl)-1,3,5-
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N?-(3-Fluoro-4-methoxyphenyl)-6-(4-(trifluoromethyl)phenyl)-1,3,5-

triazine-2,4-diamine (11d)
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Methyl 4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-
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Ethyl 4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-
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4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-
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6-(4-Fluoro-3-nitrophenyl)-N?-(3-fluoro-4-methoxyphenyl)-1,3,5-
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Figure S2. HR-MS Copies of Compound 9a-g and 11a-i

4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-

triazin-2-yl)phenol (9a) HmjijL A
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Isotope modeling _ Sample 16
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4-(4-Amino-6-((3,5-dimethoxyphenyl)amino)-1,3,5-
triazin-2-yl)phenol (9b)
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4-(4-Amino-6-((4-chloro-3-methoxyphenyl)amino)-1,3,5-
triazin-2-yl)phenol (9c¢)
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4-(4-Amino-6-((3-(trifluoromethyl)phenyl)amino)-1,3,5-
triazin-2-yl)phenol (9d)
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4-(4-Amino-6-((3,5-dimethylphenyl)amino)-1,3,5-
triazin-2-yl)phenol (9e)
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4-(4-Amino-6-((4-(piperidin-1-yl)phenyl)amino)-1,3,5-
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4-(4-Amino-6-((2,4-dimethylphenyl)amino)-1,3,5-
triazin-2-yl)phenol (99)
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NZ2-(3-Fluoro-4-methoxyphenyl)-6-(4-methoxyphenyl)-1,3,5-
triazine-2,4-diamine (11a) NH,

H4CO . )§N
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Compound Table
Diff |
Comg d Label RT Mass Abund Formula Tgt Mass | (ppm)
Cpd 1: C17 H16 F N5 02 0.242 341.1295| 681105 C17 H16 F N5 02 341.1288 1.96

|Compound Label m/z RT  Algorithm Mass
Cpd 1: C17 H16 F N5 02 1342.1368 0.242  Find By Formula 13411295
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MS Spectrum Peak List

mfz Calcm/z Diff(ppm) z |Abund Formula Ion
342.1368 342.1361 -213] 1 681105.13|C17H16FNS02 (M+H)+
343.1393 343.1389 -1.15] 1 135914.66|C17H16FNS02 (M+H)+
344.1418 344.1415 093] 1 12011.48|C17H16FN502 (M+H)+
345.1447 345.1439 -233] 1 1009.78|C17H16FNS02 (M+H)+
364.1183 364.118 =0.66] 1 94.29|C17H16FN502 (M+Na)+
380.0932 380.092] -317] 1 62.38|C17H16FNS02 (M+K)+




N2-(3-F

uoro-4-methoxyphenyl)-6-(4-fluorophenyl)-1,3,5-

triazine-2,4-diamine (11b) y
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Isotope modeling _ YE-1-07
direct
201215_blk_MeOH_pos_35 (0.044) s (1.00,1.00) C16H13F2N50H 1: TOF MS ES+
330.1166 8.24e12
100+
Positive mode
[M+H]*
< Molecular formula: CygH;3F,NsO
Exact mass: 329.1088
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N2-(3-Fluoro-4-methoxyphenyl)-6-(4-(trifluoromethoxy)phenyl)-1,3,5-
triazine-2,4-diamine (11c) \H

H;CO )Q
]@L a1
hoc&
Isotope modeling _ YE-1-09
direct
201215_blk_MeOH_pos_35 (0.044) Is (1.00,1.00) C17H14F4N502 1: TOF MS ES+
100- 396.1084 8.13e12
Positive mode
[M+H]*
" Molecular formula: Cy7H3F4NsO;
“ Exact mass: 395.1005
99.7830 (4+)
397 1112 132.7080 (3+)
198.5581 (2+)
396.1084 (1+)
3981137
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Molecular formula: Cy7H3F4NsO,
LS Exact mass: 395.1005
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396.0981
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N?-(3-Fluoro-4-methoxyphenyl)-6-(4-(trifluoromethyl)phenyl)-1,3,5-

triazine-2,4-diamine (11d)
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Isotope modeling _ YE-1-18
direct
201215_blk_MeOH_pos_35 (0.044) Is (1.00,1.00) C17H14F4N5O 1: TOF MS ES+
380.1134 8.15e12
1004
Positive mode
[M+H]*
" Molecular formula: Ci7H;3F4sN5O
N Exact mass: 379.1056
95.7842 (4+)
381.1163 127.3764 (3+)
190.5606 (2+)
182 1169 380.1134 (1+)
0 T T T T T T T T T T T T T T T T T T T mass
100 200 300 400 500 600 700 900 1000 1100
201215_blk_MeOH_pos_35 (0.184) Is (1.00,1.00) C17H12F4N50 1: TOF MS ES+
100- 378.0978 B.15812
Negative mode
[M-HJ
Molecular formula: Cy7H;;F,N5O
m Exact mass: 379.1056
93.7686 (4-)
125.3607 (3-)
379.1006 188.5450 (2-)
378.0978 (1-)
380.1033
0 T T T T T T T T T T T T T T T T T T mass
100 200 300 400 500 600 700 900 1000 1100
Chromatogram_ Negative mode_ YE-1-18
direct
201217_PSJ_YE-1-18_neg 8 (0.166) 1: TOF MS ES-
100+ 378.0970 2.57e6
sample
(RS
379.0993
2630793 446 0842
265.0468 779.184
1127?5‘12 X ~ | LM? 9352/530 0370 656.3162 79.1840 325,1555 g01_2054/959 1917 1136.3081 1182 3199
R B B B B B B L B L B L B L I WL I I I UM R U a1 4
100 200 300 400 500 600 700 900 1000 1100
201217_blk_MeOH_neg_33 8 (0.166) 1: TOF MS ES-
100 2.57e6
blank MeOH
&D‘,
ol 112885 256.2323283.2634 50054 464.9929585.3435.616.9996 1 1° 070 974.9171 ___ 1102.9066 1579039
100 = 200 300 400 500 600 700 900 1000 1100



4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-
triazin-2-yl)benzonitrile (11e)

Isotope modeling _ YE-1-10

NH,

H3coj©\ N|)§N
F N)\N/

H
CN

direct
201215_blk_MeOH_pos_35 (0.044) Is (1.00,1.00) C17H13FNGOH 1: TOF MS ES+
100- 337.1213 8.12e12
Positive mode
[M+H]*
< Molecular formula: Cy7;H;3FNO
° Exact mass: 336.1135
85.0362 (4+)
138 1240 113.0457 (3+)
I 169.0646 (2+)
19,1266 337.1213 (1+)
- T T T T e Mass
100 200 300 400 500 600 700 800 900 1000 1100
201215_blk_MeOH_pos_35 (0.184) Is (1.00,1.00) C17H12FNGO 1: TOF MS ES+
100- 3351057 8.12e12
Negative mode
[M-H]-
Molecular formula: C;7;H;3FN¢O
Sl Exact mass: 336.1135
83.0205 (4-)
135 1084 111.0300 (3-)
167.0489 (2-)
a7 1105 335.1057 (1-)
- T T T e T e Mass
100 200 300 400 500 600 700 800 900 1000 1100
Chromatogram_ Negative mode_ YE-1-10
direct
201217_PSJ_YE-1-10_neg 7 (0.149) 1: TOF MS ES-
100- 335.1051 9.32e5
sample
m e
336.1081
270.0821 403.0024 [
118.0291 256.0275 428.0526 693.20M !

0 pi s N [ . stz | P90 1699 103369068 187 VXTI
100 200 200 400 500 = 600 700 800 900 1000 = 1100
201217_blk_MeOH_neg_21 7 (0.149) 1: TOF MS ES-
1004 9.32e5

blank MeOH
g_
] 1
| !
ol 112.9844 2552325.283.2635 20 09 464 00085653419 634 9533229570 920.9557 g 9453 1021.9086 }‘27'9253m
100 = 200 300 400 S00 600 700 800 900 1000 1100



Methyl 4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-

triazin-2-yl)benzoate (11f) NH,

H4CO NIJQN
F: : ‘N)\N/
H

Isotope modeling _ YE-1-11

direct
201215_blk_MeOH_pos_35 (0.044) Is (1.00,1.00) C18H16FN503H 1: TOF MS ES+
100- 3701315 8.02e12
Positive mode
[M+H]*
" Molecular formula: CigH;sFN5O5
“ Exact mass: 369.1237
93.2888 (4+)
371.1344 124.0491 (3+)
185.5697 (2+)
370.1315 (1+)
372.1369
O e e e e e e e e e e Mass
100 200 300 400 500 600 700 800 900 1000 1100
201215 _blk_MeOH_pos_35 (0.184)Is (1.00,1.00) C18H15FNSO3 1: TOF MS ES+
368.1159 8.02e12
100~
Negative mode
[M-H]
Molecular formula: CigHq5FN5O5
i Exact mass: 369.1237
91.2731 (4-)
69,1187 122.0334 (3-)
183.5540 (2-)
270 1212 368.1159 (1-)
O T T T T T T T T T T T T T T T T MAss
100 200 300 400 500 600 700 800 900 1000 1100
Chromatogram_ Negative mode_ YE-1-11
direct
201217_PSJ_YE-1-11_neg & (0.166) 1: TOF MS ES-
100+ 368.1145 = 7aes
sample
m o
|-369.1178
165.9776 -390.0966 215 4335
281.2474
o] rerossts | 6463389672351 7932203 8211880 837.2166 1145 4570 11523589
100 200 = 300 400 = s00 €00 . 700 . 800 900 1000 . 1100
201217_blk_MeOH_neg_24 7 (0.149) 1: TOF MS ES-
100+ 5.74e5
blank MeOH
&Q,
397.0060 ! !
112.9842 255.2325283.2624 ) 464.9920585.3420  §98.9501 840.9465.872.9242 10549085 11769210
I I B B UL I AL B AL I LI UL WL UL L I AL I S UL UL I

200 300 400 500 600 700 800 900 1000 1100



Ethyl 4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-

triazin-2-yl)benzoate (119) NH,
H;CO PY
N" SN
J GBS
F H N
0\/
(o]
Compound Table
DI ]
Compound Label RT | Mass Abund Formula Tgt Mass | (ppm)
Cpd 1: CI9HIBF N503| 0.178] _ 383.1395 25410 €19 HIB F N5 03 363.1394 0.4
Compound Label  m/z RT Algorithm Mass
Cpd 1: C19 HIB F N5 O3 | 384.1468 0.178 |Find By Formula 1383.1395

%10 6
1.75
1.5
1.25
1
0.75
0.5
0.25

Cpd 1: G19 H18 F N5 O3: +ES| EIC(384.1466, 401.1732, 406.1286, 422.1025 ...) Scan Frag=110...
1 0.178 :

1

e ——
01 0.15 02 025 03 035 0.4 045 0.5 055 0.6 0.65 0.7 0.75 08 085 09 095
Counts vs. Acquisition Time (min)

MS Spectrum
%10 4 |Cpd 1: C19 H18 F N5 O3: +ES| Scan (rt: 0.120-0.145, 0.261-0.486 min, 32 scans) Frag=110.0V Y..
384.1468
([C19H18FINSOS]+H]+
2
15
1
0.5

150 200 250 300 350 400 450 500 550 600 650 700 750 800 850 900 950 1000
Counts vs. Mass-to-Charge (m/z)

x10 4 |Cpd 1: C19 H18 F NS O3: +ESI Scan (rt: 0.120-0.145, 0.261-0.486 min, 32 scans) Frag=110.0V Y..
384.1468
([C19H18FN503]+H)+
2
15
1
0.5
U . L - e
360 365 370 375 380 385 390 395 400 405 410
Counts vs. Mass-to-Charge (m/z)
MS Spectrum Peak List
m/z |cate myz  |pitf(ppm) | z |Abund Formula Ton
384.1468 384.1466 043 1 25409.76|C19H18FNS03 (M+H)+
385.1496 385.1495 -0.17] 1 4864.49|CLIH1BFNSO3 (M+H)+
386.1523 386.1521 -0.52] 1 582.88|C19H18FN503 (M+H)+
387.1566 387.1546 539 1L 32.66{C19H18FN503 (M+H)+




4-(4-Amino-6-((3-fluoro-4-methoxyphenyl)amino)-1,3,5-
triazin-2-yl)-2,6-difluorophenol (11h) H,

H;CO
PORH
F N)\N/ F

H
OH
F
Isotope modeling _ YE-1-14
direct
201215_blk_MeOH_pos_35 (0.044) Is (1.00,1.00) C16H13F3N502 1: TOF MS ES+
364.1021 8.22e12
100+
Positive mode
[M+H]*
" Molecular formula: Cy6H1:F3NsO5
“ Exact mass: 363.0943
91.7814 (4+)
365 1048 122.0393 (3+)
182.5550 (2+)
a6 1074 364.1021 (1+)
O e e T T T T e e e Mass
100 200 300 400 500 600 700 800 900 1000 1100
201215_blk_MeOH_pos_35 (0.184) Is (1.00,1.00) C16H11F3N502 1: TOF MS ES+
362.0865 8.22¢12
100+
Negative mode
[M-H]
Molecular formula: CigHq,F3N5O,
e Exact mass: 363.0943
89.7658 (4-)
63,0853 120.0236 (3-)
: 180.5393 (2-)
362.0865 (1-)
| 364.0918
- T T T T e e Mass
100 200 300 400 500 600 700 800 900 1000 1100
Chromatogram_ Negative mode_ YE-1-14
direct
201217_PSJ_YE-1-14_neg 7 (0.149) 1: TOF MS ES-
.
100- 362.0377 6.19e6
sample
m 2
363.0895
347.0629 [364.0920
0 Rk 01612199434 S 490.0937 512.0938 74711535 8031346 g35 997 10292234 11262242
100 200 300 400 500 600 700 800 900 1000 1100
201217_blk_MeQH_neg_27 7 (0.149) 1: TOF MS ES-
100+ 6.19e6
blank MeOH
aE,
1 ! ! | |
ol 129845 2652319283.2645 2970 sgugaas  sws 3w esaorzz  sozgsez P2 9794490 1074938 11819008 ,
L L L L B B I W L UL B AL LR WL I WL LN I I S I UL I

100 200 300 400 500 600 700 800 900 1000 1100



6-(4-Fluoro-3-nitrophenyl)-N2-(3-fluoro-4-methoxyphenyl)-1,3,5-
triazine-2,4-diamine (111) NH,

H;CO
3 :@\ Nl )
N
F N)\N/ oz

H
F
Isotope modeling _ YE-1-15
direct
201215_blk_MeOH_pos_35 (0.044) Is (1.00,1.00) C16H12F2NGO3H 1: TOF MS ES+
100- 375.1017 8.17e12
Positive mode
[M+H]*
N Molecular formula: CygH1,F:NgO;
N Exact mass: 374.0939
94.5313 (4+)
376.1044 125.7058 (3+)
188.0548 (2+)
377.1068 375.1017 (1+)
- T e e Mass
200 300 400 500 600 700 800 900 1000 1100
201215_blk_MeOH_pos_35 (0.184) s (1.00,1.00) C16H11F2N603 1: TOF MS ES+
100- 373.0861 5 17019
Negative mode
[M-H]-
Molecular formula: CygH;,FaNgO;
" Exact mass: 374.0939
92.5156 (4-)
74,0867 123.6901 (3-)
: 186.0391 (2-)
373.0861 (1-)
| 375.0911
O T T T T T e T T T T T MAss
100 200 300 400 500 600 700 800 900 1000 1100
Chromatogram_ Negative mode_ YE-1-15
direct
201217_PSJ_YE-1-15_neg 8 (0.166) 1: TOF MS ES-
100- 373.0866 0466
sample
m
371.0904..374.0887
4410738 '
1229748 55 g7¢ 2312478 4420761 5130746773238 769.1626 415.1664 8911823 10514191 4151 pae
T e e e e e e e e T T T e e e e e e M2
100 200 300 400 500 600 700 800 900 1000 1100
201217_blk_MeOH_neg_30 7 (0.149) 1: TOF MS ES-
100 1.04e6
blank MeOH
aQ,
! | ]
ol 1129841 2552327283608 3970019 SO0 5gs3a33 S3097T8 gogasz  gsagazp 21976 1064 9437 1154 9231 .
T T T T T T U 1 T 1 T

T T T T T T T T T T
100 200 300 400 500 600 700 800 900 1000 1100



Figure S3. Molecular Docking of Compound 9a, 11a, and 11b

A) 9a-hA,AR B) 11a-hA,AR C) 11b-hA,AR

Phe171

A) 9a-hA;AR B) 11a- hA3AR C) 11b-hA;AR

-5 .. v 3
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