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Table 1  Structure and activity of compounds with varied amino

position
s
o _N
6-10
ROCK2 HTM PTM
Compd. R K, IC,, IC,,
/mmol-L™ /mmol-L" /nmol-L"!
6 NH, 1.5 5609 2196
7 (SR)-CH,NH, 0.8 123 137
8 (8)-CH,NH, 0.4 47 179
9 (R)-CH,NH, 16 1216 1816
10 CH,CHNH, 15 47 97
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Table 2  Structure and activity of a-substituted phenyl-f-aminopropionamide of isoquinolines
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ROCK2 HTM PTM
Compd. R, R,. R, 4 B r
K /nmol-L IC,/nmol-L IC, /nmol-L

11 OH H 2.2 266 456
12 H 2-F 1.0 139 260
13 H 3-F 1.0 201 298
14 H 4-F 1.0 102 175
15 OH 4-F 2.0 219 247
16 H 3,4-F, 1.2 70 200
17 H 2-Cl 1.3 192 245
18 H 3-Cl 0.9 383 455
19 H 4-Cl1 0.4 64 129
20 H 2,4-Cl, 0.8 208 414
21 H 2-CH, 1.0 90 200
22 H 3-CH, 33 324 511
23 H 4-CH, 0.4 39 84
24 H 3-OH 1.3 1721 459
25 H 4-OH 0.6 193 1015
26 H 3,4-(OH), 5.5 11 002 5147
27 H 3-CH,, 4-OH 1.0 672 794
28 H 3-OCH,, 4-OH 10.3 4239 2954
29 H 3-OCH, 2.0 214 448
30 H 4-OCH, 1.3 111 670
31 H 4-OCH,Ph 2.0 214 448
32 H 3-CH,OH 3.0 248 1376
33 H 4-CH,OH 0.2 48 485
34 H 3-CF, 2.7 298 201
35 H 4-CF, 1.8 493 152
36 H 1-Naphthyl 1.0 4239 2954
37 H 2-Naphthyl 0.7 193 1015

Table 3 SAR of esters of the a-4-hydroxy phenyl f-amino isoquinoline amide. a: 0.1% compound dosed on day 1 and 0.3% dosed on day

2; IOP numbers from day 2; p = 0.1-0.001. b: Average irritation score on day 2, based on Draize method, ¢ = chemosis

ROCK2 HTM DIOPc?/ Ave irritat.
Compd. R q o . . b
K/nmol-L IC, /nmol-L mmHg/time point Score
24 - 0.6 193 -1.5 (maximum) -
38 -CH(CH,), 42 14 -6.5/4h; -4.8/8 h 0.8
39 -C(CH,), 359 330 -5.9/4h;-7.1/8 h 1.8
40 -C,H, 6.8 167 -7.8/4h;-3.7/8h 0.9
41 -CH,Ph 1.8 74 -6.0/4 h; -6.0/8 h 0.4
42 2,4-(CH,),Ph 821 2459 -6.8/4h; -6.5/8 h 0.5
43 3,5-(CH,),Ph 275 1250 =7.3/4h;-5.5/8h 0.5
44 3-Pyridyl 4.8 832 -2.2/4h;-0.3/8 h 0.2
45 -CH,NH 1 156 -1.1/4h; -0.1/8 h 0
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Table 4 SAR of esters of the a-4-hydroxymethyl phenyl f-amino isoquinoline amide. a: 0.1% compound dosed on day 1 and 0.3% dosed

on day 2; IOP numbers from day 2; p = 0.1-0.001. b: Average irritation score on day 2, based on Draize method, ¢ = chemosis
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ROCK2 HTM DIOPc/ Ave irritat.
Compd. R 1 1 . . b
K/nmol-L IC, /nmol-L mmHg/time point Score
33 - 0.2 48 -2.1 (maximum) 1.0
46 -CH(CH,), 3.2 83 -7.3/4h;-7.1/8 h 2.0
47 -C(CH,), 21.8 424 -3.5/4h;-8.1/8 h 1.0
48 -C,H, 1.7 72 -6.8/4h;-9.7/8 h 0.7
49 -CH,Ph 0.8 118 -6.0/4 h; -6.0/8 h 0.4
50 2,4-(CH,),Ph 4.2 250 -6.3/4h;-5.5/8 h 1.1
51 3,5-(CH,),Ph 0.9 65 =7.7/4 h; -9.3/8 h 0.4
52 -(CH,),CH, 1.6 44 -8.9/4 h; =5.4/8 h 0.5
53 3-Pyridyl 0.7 65 -4.3/4h;-5.8/8h 0
54 -CH,NCH, Not test 38 -2.1/4h;-1.3/8h 0
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(Sturdivant JM, Royalty SM, Lin CW, et al. Discovery
of the ROCK inhibitor netarsudil for the treatment of
open-angle glaucoma. Bioorg Med Chem Lett, 2016, 26:
2475-2480)
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