WO 2024/229569

1/57

R

PCT/CA2024/050624

1 {3 47759 4.01/4.65 80.89 6.12/12.86 771  -12.15:157 -12.490.29 163:0.01  5.09/4.45
2 47301  3.79/545 13752  -606/<1  -11.53 -11.31#0.58 -11.63+1.15 0.40:0.00 4.68/3.02
3 515.07 3.13/3.28 180.04 -5.30/40.24 -8.05  -10.94+144  -975:0.43  4.45:0.20 3.97/3.82
4 42254 334/472 10426  -5.78/<1  -111 N/A 11.38:0.66  1.47t0.14 4.95/357
5 457.60 4.09/506 80.89 -6.03/10.55 -7.57 -12.52#¢1.20 -10.7240.34 3.80#0.24 3.72/2.75
6 41552 3.63/359 8089 -511/27.70 -952 -12.08:1.36 -10.20:0.91 2.46%0.11 3.80/3.84
7 38240  262/4.43 8644  -507/2880  -9.45 N/A -10.19+1.03  2.07t002  4.80/2.99
8 45259 361492 13752 -556/3.23 879  -9.8+0.49  -10.2140.99  0.69:0.04 3.83/252
9 41156 3.08/433 8968 -5.03/19.71 -1092 -9.46:0.58  -10.28:058 2.15:0.04 4.41/3.16
10 42657 3.39/3.06 9292 -4.46/9932 -11.37 -13.66:1.58 -12.51+1.00 1.17:0.00 5.72/6.05
11 42559  3.26/457 89.68  -538/1243  -11.1  -11.81#158 -10.1940.02 4.50:0.15 4.16/2.85
ref gskzss1z7£ 46161  4.28/411 8445 N/A N/A N/A A11.22¢090  1.71#0.16  3.89/4.06

Fig. 1A




WO 2024/229569

2/57

PCT/CA2024/050624

.
369.48 2.93/3.68 90.54 -4.55/31.28  -10.01 N/A -7.57+0.75 3.510.08 2.58/1.83
13 39753 3.30/445 9054  -5.20/2697  9.43  -10.09£0.93 -12.69:0.80  0.23t000  5.94/4.79
14 H 396.51 2.45/3.08 11956 -4.36/29.42 -8.56 -10.54£1.61  -12.73%0.29 1.76x0.11 6.82/6.19

H
15 38351  3.00/405 90.54 -4.78/3288  -7.01 -10.09:0.92 -1039:0.87 5661027  457/3.52
16 o 440,58  3.45/4.44 12956 -5,10/8.05 -8.31 -9.94+0.49 -11.53£1.86 8.98+0.76 3.89/2.90

H

H

ch{}

17 Q?,Nf),,,OH 385.48  2.69/260 110.77  -3.80/79.33 -7.05 -10.0421.57 -6.1610.04 45.82+2.31  4.98/5.07
18 40043 242/300  112.66 -3.96/34.82 696 10471049  -7.781056 20141086  2.07/1.49
19 396,47  2.41/162 13004 -3.75/93.59 -8.64 -13.32+¢1.07  -13.3520.83 3.43+0.23 3.26/4.05
20 354.43 2.38/2.85 12312 -3.83/90.93 -8.33 -10.3120.78 -8.8510.94 13.31+0.30  2.93/2.46
21 398.52 2.56/0.40 111.36  -4.07/84.70 -5.84 -13.7541.31 -7.2940.44 57.25:4.80  3.89/6.05
22 363.43 2.41/4.15 100.19 -4.82/18.34 -8.52 -10.06£1.44  -10.0720.81  19.61£0.54  4.92/3.17
23 455.55  2.82/394 14271  -547/<1 1079 8443091  -1006:0.72 16.59¥120 6.91/5.79
ref gsk2981278* 46161 4.28/411 84.45 N/A N/A N/A 411224030 171#0.16  3.89/4.06

Fig. 1B




WO 2024/229569 PCT/CA2024/050624
3/57

Cl

Dadhat

s——

Compound 2

N-(3-(benzylcarbamoyl)-4,5.6,7-tetrahydrobenzo[ b]thiophen-2-yl)-5-chloro-2-(methylthio)pyrimidine-4-carboxamide
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N-benzyl-2-(2-(4-methylpiperazin-1yl)acetamido)-4,5,6,7-
tetrahydrobenzo[b|thiophene-3-

carboxamide

Fig. 3
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RORC Expression in breast cancer cell lines
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