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Table 1
No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
"HNMR (CDCls)  10.7 (br, 1H), 8.70 (s,
(E/Z)-1-(1-(cis-4- 1H), 7.59 (m, 2H), 7.18 (t, ] = 5.7 Hz, 1H),
isopropylcyclohexylDp | 7.07 (t,J = 5.7 Hz, 1H), 6.83 (s, 1H), 4.89
1 iperidin-4-yl)-1H- (m, 1H), 3.24 (d, ] = 8.4 Hz, 2H), 2.65 (dq, J
indole-2-carbaldehyde | =9.6, 2.1 Hz, 2H), 2.45 (m, 1H), 2.31 (t, ] =
oxime 8.7 Hz, 2H), 1.56-1.93 (m, 9H), 1.43 (m,
2H), 1.19 (m, 1H), 0.94 (d, ] = 4.8 Hz, 6H)
'"H NMR (400 MHz, CDCl3) § 8.25 (s, 1H),
s 7.68 (d, J=8.8 Hz, 1H), 7.60 (d, /= 8.0 Hz,
(E/Z)-1-(1-(cis-4- 1H), 7.21 (t, J=7.6 Hz, 1H), 7.09 (t, /= 7.6
isopropylcyclohexyl)pip Hz, 1H), 6.74 (s, 1H), 5.04 (m, 1H), 4.00 (s,

2 eridin-4-yl)-1H-indole- BH), 3.20 (d, J = 11.2 Hz, 2H), 2.57 (dq, J =
TN 2-carbaldehyde O- 12.4,4.0 Hz, 2H), 2.35 (m, 1H), 2.20 (t, J =
fRVEEY methyl oxime 11.2 Hz, 2H), 1.91 (d, J = 10.8 Hz, 2H), 1.79 -

1.52 (m, 7H), 1.41 (m, 2H), 1.16 (m, 1H), 0.92
d, /= 6.6 Hz, 6H)
'"HNMR (CDCl3) 8 7.64 (d, ] = 6.3 Hz, 1H),
N 7.56 (d,J=54Hz, 1H), 7.14 (dt,] =54,09
E 1-(1-(cis-4- Hz, 1H), 7.06 (dt, ] = 5.4, 0.9 Hz, 1H), 6.38
isopropylcyclohexyl)p | (s, 1H), 4.25 (m, 1H), 4.04 (s, 2H), 3.20 (d, J
3 iperidin-4-yl)-1H- =9.0 Hz, 2H), 2.61 (dq,J =7.2, 1.8 Hz, 2H),
indole-2-yl) 2.36 (m, 1H), 2.24, (t, ] = 8.4 Hz, 2H), 1.87
methanamine (dd,J =9.3, 1.5 Hz, 2H), 1.50-1.80 (m, 8H),
1.42 (m, 2H), 1.16 (m, 1H), 0.92 (d,J =4.8
Hz, 6H)
'H NMR (CDCls) 8 7.66 (d, J = 8.1 Hz, 1H),
1-(1-(1-(cis-4- 7.56 (d, J=8.1 Hz, 1H), 7.13 (dt, J=8.4, 1.4
. Hz, 1H), 7.05 (m, 1H), 6.36 (s, 1H), 4.34 (m,
isopropylcyclohexyl)pip
4 eridin-4-yl)-1H-indole- 1H), 3.89 (s, 2H), 3.20 (d, /= 11.7 Hz, 2H),
2-y1)-N- .62 (m, 2H), 2.49 (s, 3H), 2.36 (m, 1H), 2.22
Y . t, J=11.7 Hz, 2H), 1.85 (d, J=11.7 Hz, 2H),
methylmethanamine
1.80 — 1.35 (m, 10H), 1.16 (m, 1H), 0.92 (d, J
= 6.0 Hz, 6H)
'"H NMR (400 MHz, CDCl3) 6 7.54 (dd, J =
0.2,4.0 Hz, 1H), 7.19 (dd, J=9.2, 2.4 Hz,
= 2
(5-fluoro)-1-(1-(cis-4- 1H), 6.88 (td, J=9.2, 2.4 Hz, 1H), 6.33 (s,
. [IH), 4.23 (m, 1H), 4.02 (s, 2H), 3.19(d, /=
isopropylcyclohexyl)pip
5 L . 11.6 Hz, 2H), 2.55 (dq, J = 12.4, 4.0 Hz, 2H),
eridin-4-yl)-1H-indole-
TN . 2.35 (m, 1H), 2.22 (t, /= 11.6 Hz, 2H), 1.87
$ 2-yl) methanamine
dd, J=12.4,2.0 Hz, 2H), 1.77 — 1.63 (m,
7H), 1.54 (m, 2H), 1.41(m, 2H), 1.16 (m, 1H),
0.92 (d, J = 6.6 Hz, 6H)
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No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
IH NMR (400 MHz, CDCls) § 7.53 (d, J = 8.8
Hz, 1H), 7.35 (s, 1H), 6.96 (dd, /= 8.8, 1.6
(1-(1-(cis-4- Hz, 1H), 6.28 (s, 1H), 4.20 (m, 1H), 4.03 (br,
isopropylcyclohexyl)pip PH), 3.19 (d, J = 11.6 Hz, 2H), 2.58 (dq, J =
6 eridin-4-yl)-5-methyl- [12.4, 4.0 Hz, 2H), 2.43 (s, 3H), 2.35 (m, 1H),
1H-indole-2- 0.23 (t, J = 11.2 Hz, 2H), 1.86 (dd, J = 12.0,
yl)methanamine 2.0 Hz, 2H), 1.79 — 1.63 (m, SH), 1.55 (m,
PH), 1.41 (m, 2H), 1.16 (m, 1H), 0.92 (d, J =
6.6 Hz, 6H)
'H NMR (CDCls) §7.71 (d, J = 8.4 Hz, 1H),
7.65(d, J=7.8 Hz, 1H), 7.33 (t, J= 7.8 Hz,
2-(1-(1-(cis-4- DH), 7.24 (m, 1H), 7.14 (t, J = 7.2 Hz, 1H),
isopropylcyclohexyl)ypip 6.97 (t, J=7.2 Hz, 1H), 6.89 (s, 1H), 6.85 (d,
; eridin-4-yl)-1H-indole- |[J = 7.8 Hz, 2H), 5.61 (d, J = 8.7 Hz, 2H), 4.07
2-y1)-2- m, 1H), 3.94 (d, J = 8.7 Hz, 1H), 3.15 (m,
(phenylamino)acetonitri PH), 2.61 (m, 2H), 2.29 (m, 1H), 2.13(m, 1H),
le 1.98 (m, 1H), 1.87 (d, J = 14.0 Hz, 2H), 1.76 —
1.30 (m, 8H), 1.13 (m, 1H), 0.90 (d, J = 6.6
Hz, 6H)
'H NMR (CDCls) §7.66 (d, J = 8.1 Hz, 1H),
(1 (cis4- 7.54(d,J =69 Hz, 1H),7.12 (dt, J=8.1, 1.2
isopropyleyclohexylpip Hz, 1H), 7.04 (dt, J=7.5, 1.2 Hz, 1H), 6.32 (s,
g eridin 4-y1) 2. 1H), 448 (m, 1H), 3.74 (s, 2H), 3.19 (d, J =
L . [11.7 Hz, 2H), 2.57 (m, 6H), 2.35 (m, 1H), 2.18
(pmdi‘h;'.l glinethy D b 7= 12.4 Hz, 2H), 1.86 - 149 (m, 13H),
“Hmdote 1.47 - 1.34 (m, 2H), 1.16 (m, 1H), 0.92 (d, J =
6.6 Hz, 6H)
'H NMR (400 MHz, CDCl3) § 7.69 (d, J = 8.4
J-cyclopropylN- Hz, 1H), 7.55 (d, J = 8.0 Hz, 1H), 7.12 (t, J =
(cyclopropylmethyl)-N- 8.0 Hz, 1H), 7.04 (1, J = 8.0 Hz, 1H), 6.31 (s,
((1-(1(cis4- 1H), 4.80 (m, 1H), 3.80 (s, 2H), 3.19.(d, J =
| . [11.6 Hz, 2H), 2.62 (dq, J = 12.4, 4.0 Hz, 2H),
? psopropyleyclonexybpi |, 3\ ¢ 4 1, am), 2,34 (m, 1H), 2.21
erldln’4’yl)2’llf’lnd°1e’ dt, 7= 11.6, 1.6 Hz, 2H), 1.86 (d, J = 12.0
yl)methyl)methanamine Hz, 2H), 1.78 — 1.53 (m, 7H), 141 (m, 2H),
1.16 (m, 1H), 0.92 (m, 8H), 0.50 (m, 4H), 0.10
q, J = 5.6 Hz, 4H)
'H NMR (CDCls) 8 NMR (300J = 8.1 Hz,
2(1-(1-(cis4- 1H), 7.52 (d, J = 8.1 Hz, 1H), 7.09 (m, 2H),
isopropylcyclohexylpip 6.28 (s, 1H), 5.4 (br, 2H), 4.10 (m, 1H), 3.29
10 eridinA-yl)1F-indole. &7 = 117 Hz, 2H), 3.04 (m, 2H), 2.93 (m,
2-yl)ethan- 1-amine 2H), 2.35 (m, 1H), 2.21 (t, J = 7.2 Hz, 2H),
Y 1.50-1.88 (m, 11H), 1.4 (m, 2H), 1.15 (m, 1H),
0.92 (d, J = 6.6 Hz, 6H)
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No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (CDCls) 57.64 (d, J = 6.3 Hz, 1H),
7.54 (d,J = 5.7 Hz, 1H), 7.15 (t, J = 5.7 Hz,
2 (11 cis 4- 1H), 7.07 (t, J = 5.7 Hz, 1H), 6.34 (s, 1H),
eopropylosclohexylypip [+30 (-1 = 51 Hz 2H). 413 (m. 1H). 328 .
11 Cﬂ‘zﬂnpj ly) o 'miofcp I = 5.1 Hz, 2H), 3.22 (d, J = 8.4 Hz, 2H), 2.64
. t}fyl e (m, 2H), 240 (m, 1H), 227 (& = 8.4 Hz,
DH), 1.84 (d, J = 8.4 Hz, 2H), 1.76 (m, 2H),
1.55-1.70 (m, 3H), 1.41 (m, 2H), 1.26 (m, 2H),
1.17 (m, 1H), 0.92 (d, ] = 5.1 Hz, 6H)
'H NMR (CDCl3) 8 7.54 (d, / = 7.5 Hz, 1H),
_ 7.18 (t, J= 7.5 Hz, 1H), 7.07 (t, J = 7.5 Hz,
N-((1-(1-(cis-4-
- ((lc(dffh‘;x pip | 6:42 (5, 1H), 464 (d, J = 5.7 H, 2H),
12 _3_ pj f; o 1 113[’ B.17 (m, 2H), 2.61 (m, 2H), 2.09 (m, 4H), 1.78
c2n 11;1 16;{1 {)dc;zm(_’ dee’ d, J = 12.3 Hz, 2H), 1.76-1.50 (m, 10H), 1.42
. C 14
Y ¥ m, 2H), 1.19 (m, 1H) 0.94 (d, J = 6.6 Hz, 6H)
'H NMR (400 MHz, CDCls) 6 7.68 (d, J = 8.0
N (Leisa. [ H).756 @ /=80 Hz, 1H). 716 (. / =
sopronyleycloexyiypip -0 HZ: ). 708 (/= 8.0 Hz, 1H). 6.40 (.
. vty | oo |- 5:56 (br, 1), 466 (d, 7 = 5.6 Hz, 2H),
y ) 4.17 (m, 1H), 3.17 (d, J = 11.6 Hz, 2H), 2.62
DmethyDpropionamide 47 = 124, 4.0 Hz, 2H), 2.36 (m, 1H), 223
vy YUPop m, 4H), 179 — 1.51 (m, 9H), 1.41 (m, 2H),
1.19 (m, 4H), 0.92 (d, J = 6.6 Hz, 6H)
'H NMR (CDCl3) 37.69 (d, J = 8.4 Hz, 1H),
7.57 (d,J = 7.5 Hz, 1H), 7.17 (m, 1H), 7.09
( ) (
N-((1-(1-(cis-4- [, TH), 6.41 (s, 1H), 5.72 (br, 1H), 4.64 (d, J
14 isopropylcyclohexyl)pip = 5.4 Hz, 2H), 4.13 (m, 1H), 3.16 (d, /= 11.6
eridin-4-yl)-1H-indole- Hz, 2H), 2.61 (dq, J = 12.4, 3.6 Hz, 2H), 2.34
2-yl)methyl)pivalamide (m, 1H), 2.19 (dt, J=11.6, 1.8 Hz, 2H), 1.82 -
1.49 (m, 9H), 1.41 (m, 2H), 1.22 (s, 9H), 1.15
( ) ( ) )
m, 1H) 0.92 (d, J = 6.6 Hz, 6H)
"H NMR (400 MHz, CDCl3) 5 7.69 (d, J = 8.4
o Hz, 1H), 7.58 (dt, J = 8.0 Hz, 1H), 7.19 (t, J =
N-((1-(1-(cis-4-
- (Slc(clf)clzx pip B4 Fz 1. 7.09 L /= 8.0 Hz, 1H), 647 s,
eﬁfﬁfi ]y) | Hiin}éof: 1H), 4.51 (m, 3H), 4.26 (m, 1H), 3.20 (d, J =
z, 2H), 2. S, , 2.6] ,J=124,
15 y2_ 11.6 Hz, 2H), 2.96 (s, 3H), 2.61 (dq, J = 12.4
4.0 Hz, 2H), 2.36 (m, 1H), 2.25 (t, J = 12.0
Dmethyl)methanesulf
yhme {1;?111? d:mesu ° Hz, 2H), 1.87 (dd, J = 8.0, 2.0 Hz, 2H), 1.77 -
1.53 (m, 7H), 1.41 (m, 2H), 1.19 - 1.12 (m,
1H), 0.92 (d, J = 6.6 Hz, 6H)
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(26) JP 7011596 B2 2022.2.10

goooogad
No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (400 MHz, CDCl3) § 7.82 (d, J= 8.4
Hz, 2H), 7.68 (d, J=8.0 Hz, 1H), 7.52 (d, J =
N-((1-(1-(cis-4- 7.4 Hz, 1H), 7.37 (d, J=8.4 Hz, 1H), 7.17 (t, J
A . =7.4Hz, 1H), 7.06 (t, J = 8.0 Hz, 1H), 6.28
isopropylcyclohexyl)pip
L . s, 1H), 441 (t, J = 6.4 Hz, 1H), 4.25 (m, 3H),
eridin-4-yl)-1H-indole- ,
16 B.15 (d, J=11.6 Hz, 2H), 2.58 (dq, / = 12.4,
2-ylymethyl)-4-
1.0 Hz, 2H), 2.47 (s, 3H), 2.35 (m, 1H), 2.20
methylbenzenesulfonam
ide t,J=11.6 Hz, 2H), 1.84 (dd, /= 12.0, 2.0
Hz, 2H), 1.79 — 1.62 (m, 5H), 1.55 (m, 2H),
1.41 (m, 2H), 1.16 (m, 1H), 0.92 (d, J = 6.6
Hz, 6H)
'H NMR (CDCl3) 8 7.65 (d, J = 8.1 Hz, 1H),
7.55 (d, J=7.6 Hz, 1H), 7.40 - 7.31 (m, 5H),
benzyl ((1-(1-(cis-4- 7.15(t, J=17.6 Hz, 1H), 7.06 (t, J = 7.6 Hz,
. . [LH), 6.39 (s, 1H), 5.17 (s, 2H), 4.90 (br, 1H),
17 psopropyleyelohexylpip |, 5o 1 _'s 7 11, 2H), 4.15 (m, 1H), 3.10 (d
eridin-4-yl)-1H-indole- [0 (&4 =7 Hz 2H). 4.15 (n. 16, 3.10(d.
2-yDmethyl)carbamate /= 10.0 Hz, 2H), 2.56 (dq, J = 12.1, 3.7 Hz,
-y PH), 2.30 (m, 1H), 2.11 (t, / = 11.9 Hz, 2H),
1.82 - 1.33 (m, 12H), 1.15 (m, 1H), 0.93 (d, J
F 6.6 Hz, 6H)
'"H NMR (400 MHz, CDCl3) § 7.54 (d, J = 8.4
Hz, 1H), 7.35 (m, SH), 6.98 (dd, /=84, 1.2
benzyl ((1-(1-(cis-4-  Hz, 1H), 6.30 (s, 1H), 5.16 (s, 2H), 4.89 (m,
isopropylcyclohexyl)pip [LH), 4.57 (d, J = 5.6 Hz, 2H), 4.12 (m, 1H),
18 eridin-4-yl)-5-methyl-  3.08 (d, J = 10.8 Hz, 2H), 2.54 (dq, J = 12.4,
1H-indole-2- 1.0 Hz, 2H), 2.42 (s, 3H), 2.31 (m, 1H), 2.11
yl)methyl)carbamate t, /=112 Hz, 2H), 1.78 — 1.49 (m, 9H), 1.40
m, 2H), 1.17 (m, 1H), 0.92 (d, J = 6.6 Hz,
6H)
'H NMR (400 MHz, CDCl3) § 7.55 (dd, J =
9.2, 4.0 Hz, 1H), 7.36 (m, 5H), 7.18 (dd, J =
benzyl ((5-fluoro-1-(1- 9.2, 2.8 Hz, 1H), 6.90 (dt, J =9.2, 2.8 Hz, 1H),
(cis-4- 6.34 (s, 1H), 5.17 (s, 2H), 4.92 (m, 1H), 4.58
19 isopropylcyclohexylypip (d, J= 5.6 Hz, 2H), 4.14 (m, 1H), 3.09 (d, J =
& eridin-4-yl)-1H-indole- |11.2 Hz, 2H), 2.50 (dq, J = 12.4, 4.0 Hz, 2H),
2-yDmethyl)carbamate .30 (m, 1H), 2.10 (t, J = 11.2 Hz, 2H), 1.79 -
1.60 (m, 7H), 1.52 (m, 2H), 1.41 (m, 2H), 1.16
m, 1H), 0.92 (d, J = 6.6 Hz, 6H)
'"H NMR (CDCls) 8 7.66 (d, J = 8.1 Hz, 1H),
7.56 (d,J=7.6 Hz, 1H), 7.16 (t, J = 7.6 Hz,
ethyl ((1-(1-(cis-4- LH), 7.07 (1, J =7.6 Hz, 1H), 6.40 (s, 1H),
. . #.79 (br, 1H), 4.57 (d, J = 5.6 Hz, 2H), 4.18
20 sopropyleyelonexypip | sy 3 18 d, 7 = 12.0 Hz, 2H), 2.60 (dg, J
eridin-4-y1)-1H-ndole- | 3F)» 318 (d, J = 12.0 Hz, 2H), 2.60 (da,
E12.8, 4.1 Hz, 2H), 2.34 (m, 2H), 2.21 (t, J =
2-yDmethyl)carbamate
12.0 Hz, 2H), 1.88 — 1.34 (m, 10H), 1.27 (t, J
F 7.1 Hz, 3H), 1.18 (m, 1H), 0.92 (d, /= 6.6
Hz, 6H)
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27) JP 7011596 B2 2022.2.10

ogooooao
No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (CDCls) §7.68 (d, J = 7.6 Hz, 1H),
2-amino-N-((1-(1-(cis- 7.57 (d, J=17.6 Hz, 2H), 7.16 (t, J = 7.6 Hz,
. 1H), 7.08 (t, J = 7.6 Hz, 1H), 6.42 (s, 1H),
isopropyleyclohexyl)pi 171 (dd, J = 15.1, 6.1 Hz, 1H), 4.57 (dd, J =
21 p pyiey ypIp 15.1, 6.1 Hz, 1H), 3.27 (d, / = 3.7 Hz, 2H),
eridin-4-yl)-1H-indole-
B.17 (d, J = 11.0 Hz, 2H), 2.60 (m, 2H), 2.40
2-yDymethyl)-3-
i m, 2H), 2.19 (m, 2H), 1.88 — 1.38 (m, 14H),
methylbutanamide
1.16 (m, 1H), 1.02 (d, J = 7.0 Hz, 3H), 0.92 (d,
IV = 6.6 Hz, 6H), 0.85 (d, J = 7.0 Hz, 3H)
'"H NMR (CDCls) § 7.65 (d, J = 8.1 Hz, 1H),
> acetamido-N-((1(1. [-35 @7 =78 Hz, 1H),7.16 (, /=78 Hz,
(cis-4- 1H), 7.07 (t, J = 7.4 Hz, 1H), 6.39 (m,1H),
i . 6.06 (d, J=9.0 Hz, 1H), 4.68 (dd, /= 15.2,
isopropylcyclohexyl)pip . ’
2 . i 5.5 Hz, 1H), 4.56 (dd, J = 15.2, 5.4 Hz, 1H),
eridin--yl-1Hndole= | ¢ i, 1H), 4.08 (m, 1H), 3.15 (m, 2H), 2.56
2-yDmethyl)-3- . 2(:! 2 3)7’ : 1(1:;1’ 2 1)5 @ 2(11{11’ 1 9)4; y
methylbutanamide m, 2H), 2.32 (m, 1H), 2.17 (m, 2H), 1.94 (s,
BH), 1.86 — 1.32 (m, 12H), 1.15 (m, 1H), 1.01
| 0.88 (m, 12H)
'H NMR (CDCl3) §7.94 (s, 1H), 7.69 (d, J =
8.4 Hz, 1H), 7.58 (d, J=7.8 Hz, 1H), 7.44 (1, J
NA(L(1(cis4- = 1.8 Hz, 1H), 7.18 (dt, J = 7.2, 1.4 Hz, 1H),
| _ 7.09(t J=7.2Hz, 1H), 6.56 (d, /= 1.8 Hz,
psopropyleyelonexybpip o 4o 1y s 84 (br, 1H), 481 (d J =
23 eridin-4-yl)-1H-indole- | > 040 (5 1H). 5.84 (br. 1H). 4.81 (d. /=
5.7 Hz, 2H), 4.22 (m, 1H), 3.13(d, J=11.7
2-yl)methyl)furan-3- .
. Hz, 1H), 2.58 (dt, J=11.2, 3.3 Hz, 2H), 2.31
carboxamide
m, 1H), 2.18 (t, /= 11.4 Hz, 12H), 1.83 -
1.31 (m, 6H), 1.14 (m, 1H), 0.91 (d, /= 6.6
Hz, 6H)
'H NMR (CDCls) §8.97 (d, J = 1.5 Hz, 1H),
8.75(dd, J=4.8, 1.5 Hz, 1H), 8.10 (dt, J =
N-((1-(1-(cis-4- 7.8, 2.1 Hz, 1H), 7.68 (d’,‘]: 8.4 Hz, 1H), 7.58
L . (d,J=7.5Hz, 1H), 7.40 (m, 1H), 7.18 (dt, J =
isopropylcyclohexyl)pip )
24 eridin-4-yl)-1 H-indole- 7.2, 1.2 Hz, 1H), 7.09 (m, 1H), 6.49 (s, 1H),
y 5 6.27 (br, 1H), 4.89 (d, J = 5.7 Hz, 2H), 4.24
Jmethynicotinamide [ 1> 3:14 @ J = 111 Hz, 2H), 261 (m,
DH), 2.31 (m, 1H), 2.18 (t, J = 12.0 Hz, 2H),
1.83 — 1.35 (m, 11H), 1.13 (m, 1H), 0.91 (d, J
= 6.6 Hz, 6H)
il
B =/ Z .43 (S N
hydr thyl)-1H- ’ ? § ’ ? ;
(ydroxymethyl U, 04— 3.3 Hy, 2H), 4.40 (m, 1H), 3.31 (d,
25 indole-1-yl)piperidin-1-
/= 11.1 Hz, 2H), 2.62 (m, 2H), 2.30 (br, 1H),
yl)cyclohexyl)propanol-
-0l 2.19 — 1.85 (m, 7H), 1.58 (m, 6H), 1.43 (m,
PH), 1.25 (s, 6H)
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(28)
ogooooao
No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (400 MHz, CDCl3) 8 7.72 (d, J = 8.4
Hz, 1H), 7.58 (d, J = 7.8 Hz, 1H), 7.17 (m,
(1G4 1H), 7.08 (t, J = 7.4 Hz, 1H), 6.43 (s, 1H),
) ‘ . W.81 (s, 2H), 4.37 (m, 1H), 3.11 (d, J=11.6
26 dimethyleyelohexyDpip ) " 65 (dq, J=12.4, 4.0 Hz, 2H), 2.44
s, eridin-4-yl)-1H-indole- B}
; 2-yl)methanol dt, /= 11.6, 1.6 Hz, 2H), 2.32 (tt, J = 12.0,
#.0 Hz, 1H), 1.99 (br, 1H), 1.91 (dd, /=12.0,
2.0 Hz, 2H), 1.69 (m, 2H), 1.48 (m, 4H), 1.23
dt, J=13.6,3.6 Hz, 2H), 0.93 (s, 6H)
'H NMR (CDCls) 80 NMR (300J = 8.1 Hz,
(1-(1-(trans- 1H), 7.60 (t, J = 8.1 Hz, 2H), 7.20 (q, J = 7.2
2,3,3a,4,5,6-hexahydro- Hz, 2H), 7.08 (t, J = 8.1 Hz, 1H), 7.00 (d, J =
27 1H-phenalen-1- 7.2 Hz, 1H), 6.43 (s, 1H), 4.81 (s, 2H), 4.38
yDpiperidin-4-yl)-1H- (m, 1H), 3.86 (m, 1H), 3.03 (m, 1H), 2.75-2.88
indol-2-yl)methanol m, SH), 2.48 (m, 2H), 2.34 (m, 1H), 1.74-2.10
m, 9H), 1.35 (m, 2H)
'H NMR (CDCls) 8 7.72 (d, J = 8.4 Hz, 1H),
7.58 (d, J = 7.8 Hz, 1H), 7.17 (t, J = 7.5 Hz,
(1-1-(4-propan-2- 1H), 7.07 (t, J =7.5 Hz, 1H), 6.44 (s, 1H),
28 ylidene)cyclohexyl)pipe ©.81 (s, 2H), 4.35 (m, 1H), 3.09 (d, J=11.6
ridin-4-yl)-1H-indol-2- Hz, 2H), 2.65 (m, 5H), 2.81 —2.54 (m, 1H),
yDmethanol .46 (t, J=11.6 Hz, 2H), 1.92 (t, /= 12.0 Hz,
“H), 1.69 (m, 8H), 1.32 (dq, / = 12.0, 4.0 Hz,
PH)
'H NMR (CDCls) § 7.41 (dd, ] = 6.0, 2.1 Hz,
(5-fluoro-1-(1-(cis4- |'F): 695 (d, T =6.0,2.1 Hz, 1H), 6.51 (dd, J
" isopropyleyclohexylpip 6% 3:0 7, 1H), 3.91 (4,1 = 6.0 Hz, IH),
eridin 4-yl) 1 indol.2. P-28 (m, 1H), 2.92 (m, 2H), 2.24 (m, 3H), 2.04
yhymethanol m, 2H), 1.47-1.73 (m, 8H), 1.38 (m, 2H), 1.13
m, 1H), 0.88 (d,J = 5.1 Hz, 6H)
TH NMR (400 MHz, CDCls) 8 7.69 (d, J =
8.0 Hz, 1H), 7.58 (d, J=8.0 Hz, 1H), 7.18 (1,
" 1=7.6Hz, 1H),7.08 (t, ] = 7.6 Hz, 1H), 6.44
‘ (1-(1-(cis-4- (s, 1H), 481 (d, J = 4.8 Hz, 2H), 4.37 (m,
30 ™ isopropylcyclohexylp | 1H), 3.19 (d, J =11.6 Hz, 2H), 2.61 (dq, ] =
e iperidin-4-yl)-1H- 12.4, 3.2 Hz, 2H), 2.37 (im, 1H), 2.26 (t,J =
indol-2-yl)methanol 11.6 Hz, 2H), 1.89 (d,J = 12.0 Hz, 2H), 1.70
(m, SH), 1.55 (m, 2H), 1.40 (m, 2H), 1.16
(m, 1H), 0.92 (d, ] = 6.8 Hz, 6H)
'H NMR (CDCl3) §7.70 (d, J = 8.4 Hz, 1H),
. 7.58 (d, J=7.8 Hz, 1H), 7.16 (t, J = 7.8 Hz,
| BeisA 06/, J = 7.8 Hz, 1H), 646 (s, 1H),
31 psopropyleyclohexyDpip o\ o 1 4 46 (m, 1H), 3.19 (d, 7= 11.6
eridin-4-yl)-1H-indol-2- [~ 0 PR AT SR A A=
Hz, 2H), 2.65 (m, 2H), 2.35 (m, 1H), 2.25 (m,
yl)ethan-1-ol )
DH), 1.95-1.50 (m, 13H), 1.41 (m, 2H), 1.16
m, 1H), 0.92 (d, J = 6.6 Hz, 6H)
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(29) JP 7011596 B2 2022.2.10

goooogad
No. Structure* TUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (CDCl3) 8 7.65 (d, J = 9.0 Hz, 1H),
[7.55(d,J=9.0Hz, 1H),7.13 (t,J = 5.4 Hz,
2-(1-(1-(cis-4- 1H), 7.07 (t, J = 5.4 Hz, 1H), 6.33 (s, 1H),
2 isopropylcyclohexyl)pip #.14 (m, 1H), 3.94 (t, J = 4.8 Hz, 2H), 3.20 (d,
eridin-4-yl)-1H-indol-2- || = 8.7 Hz, 2H), 3.09 (t, ] = 4.8 Hz, 2H), 2.64
yhethan-1-ol q.J =7.5Hz, 2H), 2.36 (m, 1H), 2.22 (t,J =
8.7 Hz, 2H), 1.51-1.87 (m, 9H), 1.42 (m, 2H),
1.27 (m, 1H), 0.92 (d, J = 4.8 Hz, 6H)
'H NMR (CDCls) 8 07.64 (d, J/ = 8.1 Hz, 1H),
[7.53 (d, J=8.1 Hz, 1H), 7.02-7.15 (m, 2H),
2-(1-(1-(cis-4- 6.29 (s, 1H), 4.38 (t, /= 7.2 Hz, 2H), 4.16 (m,
3 isopropylcyclohexyDpip [1H), 3.21 (d, J=11.7 Hz, 2H), 3.12 (t, /= 7.2
- eridin-4-yl)-1H-indol-2- Hz, 2H), 2.65 (dq, J = 12.6, 3.3 Hz, 2H), 2.38
ylethyl acetate m, 1H), 2.26 (dt, J=11.7, 1.8 Hz, 2H), 2.08
m, 5SH), 1.55-1.88 (m, 7H), 1.40 (m, 2H), 1.17
m, 1H), 0.91 (d, J = 6.3 Hz, 6H)
'H NMR (CDCl3) 80 7.67 (d, J = 8.1 Hz, 1H),
7.59 (d, J=8.1 Hz, 1H), 7.19 (dt, /=7.2,0.9
1-(1-(cis-4- Hz, 1H), 7.08 (dt, J=7.2, 0.9 Hz, 1H), 6.54 (s,
4 isopropylcyclohexyl)pip [1H), 4.13 (m, 1H), 3.20 (d, J=11.7 Hz, 2H),
eridin-4-yl)-1H-indol-2- P.62 (dq, J = 12.6, 3.3 Hz, 2H), 2.38 (m, 1H),
ylh)methyl acetate 2.20 (dt, J=11.7, 1.5 Hz, 2H), 2.08 (s, 3H),
1.50-1.90 (m, 12H), 1.40 (m, 2H), 1.16 (m,
1H), 0.91 (d, J = 6.6 Hz, 6H)
'H NMR (400 MHz, CDCl3) § 7.73 (d, ] = 8.4
Hz, 1H), 7.60 (d,J = 8.0 Hz, 1H), 7.20 (t, J =
1-(1-(cis-4- 7.2 Hz, 1H), 7.09 (t, ] = 7.2 Hz, 1H), 6.56 (s,
isopropylcyclohexylypip 1H), 5.25 (s, 2H), 4‘,17 (m, 1H), 3.31 (d,J =
35 eridin-4-yl)-1H-indol-2- 12.0 Hz, 2H), 2.78 (q, J = 12.0 Hz, 2H) 2.55
yI)methyl pivalate q, J=6.4 Hz, 1H), 2.32 (t, ] = 11.6 Hz, 2H),
1.90 (d, J = 12.4 Hz, 2H), 1.80 (m, 2H), 1.64
m, SH), 1.43 (m, 2H), 1.22 (s, 9H), 1.20 (m,
1H), 0.92 (d, ] = 6.4 Hz, 6H)
'H NMR (CDCl3) 8 7.67 (d, J = 8.7 Hz, 1H),
7.60 (d, /=8.1 Hz, 1H), 7.20 (t, /= 8.1 Hz,
1-(1-(cis-4- 1H), 7.09 (t, / = 7.8 Hz, 1H), 6.57 (s, 1H),
36 isopropylcyclohexyl)pip 5.32 (d, J = 3.5 Hz, 2H), 4.15 (m, 1H), 3.31 (d,
eridin-4-yl)-1H-indol-2- |/ =5.0 Hz, 1H), 3.21 (d, J=9.8 Hz, 2H), 2.62
yDmethyl valinate m, 1H), 2.33 (m, 1H), 2.18 (t, /= 11.4 Hz,
PH), 2.02 (m, 1H), 1.87 (m, 1H), 1.80 — 1.35
m, 13H), 1.17 (m, 1H), 1.00 - 0.87 (m, 12H)
'H NMR (400 MHz, CDCl3) § 7.77 (d, J= 8.4
Hz, 1H), 7.63 (d, J = 8.0 Hz, 1H), 7.46 (d, J =
B.4 Hz, 1H), 7.38 (d, J= 8.4 Hz, 1H), 7.21 (t, J
2-(4-chlorophenyl)-1- 8.0 Hz, 1H), 7.13 (t, J = 8.0 Hz, 1H), 6.48
37 (1-(cis-4- s, IH), 4.13 (m, 1H), 3.13 (d, /=11.6 Hz,
isopropylcyclohexyDpip PH), 2.69 (dq, J = 12.4, 4.0 Hz, 2H), 2.30
eridin-4-yl)-1H-indole (sept, J = 3.4 Hz, 1H), 2.05 (dt, /= 11.6, 1.6
Hz, 2H), 1.82 (dd, J=12.0, 1.6 Hz, 2H), 1.75
- 1.60 (m, 5H), 1.50 (m, 2H), 1.39 (m, 2H),
1.21 - 1.11 (m, 1H), 0.92 (d, J = 6.6 Hz, 6H)
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(30) JP 7011596 B2 2022.2.10

goooogad
No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (400 MHz, CDCl3) 8 7.57 (d, J = 8.8
88 Hz, 1H), 7.37 (s, 1H), 7.00 (dd, J = 8.0, 1.6
1-(1-(cis-4- Hz, 1H), 6.35 (s, 1H), 4.79 (s, 2H), 4.33 (m,
33 isopropylcyclohexyl)pip [IH), 3.18 (d, J = 11.6 Hz, 2H), 2.60 (dq, J =
eridin-4-yl)-5-methyl- [12.4, 4.0 Hz, 2H), 2.43 (s, 3H), 2.35 (m, 1H),
1H-indol-2-yl)methanol .26 (t, J=12.4 Hz, 2H), 1.88 (dd, J = 12.4,
2.0 Hz, 2H), 1.78 — 1.53 (m, 8H), 1.41 (m,
PH), 1.17 (m, 1H), 0.92 (d, J = 6.6 Hz, 6H)
'H NMR (CDCl3) § 7.64 (d, J = 8.1 Hz, 1H),
[7.54 (d, /= 8.1 Hz, 1H), 7.08 (m, 2H), 6.30 (s,
2-(1-(1-(cis-4- 1H), 4.37 (t, J = 7.2 Hz, 2H), 4.14 (m, 1H),
39 isopropylcyclohexyl)pip B.21 (d, /= 11.6 Hz, 2H), 3.11 (t, J = 7.2 Hz,
eridin-4-yl)-1H-indol-2- PH), 2.63 (dq, J = 12.0, 3.6 Hz, 2H), 2.36 (m,
ylhethyl pivalate 1H), 2.25 (t, / = 11.6 Hz, 2H), 1.88 — 1.52 (m,
OH), 1.42 (m, 2H), 1.22 (s, 9H), 1.16 (m, 1H),
0.92 (d, J = 6.6 Hz, 6H)
benzyl ((3- Re=0.25 (30:70:3 drops
(hydroxymethyl)-1-(1- EtOAc:Hexanes:NH4OH (aq.), UV, Iy)
40 _ (cis-4- .
isopropylcyclohexyl)pip
eridin-4-yl)-1H-indol-2-
ylDmethyl)carbamate
'H NMR (400 MHz, CDCl3) § 7.71 (t, J=7.2
benzyl ((3- Hz, 2H), 7.43 — 7.30 (m, SH), 7.20 (1, J = 7.4
(hydroxymethyl)-1-(1- ’ . ) ’ P )
(cis. Hz, 1H), 7.14 (1, J =7.4 Hz, 1H), 5.23 (5, 2H),
4l isopropyleyclohexyl)pip 1.91 (s, 2H), 4.82 (s, 2H), 4.26 (br,ol H), 3.04
Dmethyl)(methyl)carba U i T ? T ’
mate PH), 1.78 — 1.44 (m, 9H), 1.39 (m, 2H), 1.15
m, 1H), 0.92 (d, J = 6.6 Hz, 6H)
'H NMR (CDCl3) §8.53 (s, 1H), 7.89 (d, J =
benzyl ((3-((E/Z)- 8.9 Hz, 1H), 7.76 (d, J="7.1 Hz, 1H), 7.31 (m,
(hydroxyamino)methyl- 1SH), 7.15 (m, 2H), 5.35 (br, 1H), 5.10 (s, 2H),
2 1-(1-(cis-4- #.69 (d, J = 6.3 Hz, 2H), 4.48 (br, 1H), 3.12
isopropylcyclohexyl)pip (d, /= 11.4 Hz, 2H), 2.65 (q, J = 12.0 Hz,
eridin-4-yl)-1H-indol-2- PH), 2.36 (m, 1H), 2.24 (m, 2H), 1.83 — 1.47
yl)methyl)carbamate  (m, 10H), 1.40 (m, 2H), 1.16 (m, 1H), 0.92 (d,
I/ = 6.6 Hz, 6H)
'H NMR (400 MHz, CDCl3) 8§ 7.69 (t, J = 6.8
ethyl ((3- Hz, 1H), 7.20 (dt, J = 6.8, 1.2 Hz, 1H), 7.13
(hydroxymethyD)-1-(1-  (dt, J = 6.8, 1.2 Hz, 1H), 5.04 (br, 1H), 4.90 (s,
3 (cis-4- PH), 4.62 (d, J = 5.6 Hz, 2H), 4.28 - 4.08 (m,
isopropylcyclohexylpip BH), 3.20 (d, J = 12.0 Hz, 2H), 2.63 (dq, J =
eridin-4-yl)-1H-indol-2- [12.0, 4.0 Hz, 2H), 2.36 (m, 1H), 2.23 (t, J =
yDmethyl)carbamate 8.7 Hz, 1H), 1.87 — 1.51 (m, 11H), 1.42 (m,
PH), 1.25 (m, 4H), 0.92 (d, J = 6.6 Hz, 6H)
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(31) JP 7011596 B2 2022.2.10

No.

Structure*

TUPAC Name

NMR (300 or400 MHz) or TLC

44

ethyl ((3-((£/Z)-
hydroxyimino)methyl)-
1-(1-(cis-4-
isopropylcyclohexyl)pip
eridin-4-yl)-1H-indol-2-
yDmethyl)carbamate

'H NMR (400 MHz, CDCl5) & 8.78 (br, 1H),
8.56 (s, LH), 7.89 (d, J = 6.8 Hz, 1H), 7.81 (d,
=7.2 Hz, 1H), 7.14 (m, 2H), 5.30 (br, 1H),
1.66 (d, J = 6.0 Hz, 2H), 4.53 (m, 1H), 4.16
m, 2H), 3.22 (d, J = 11.2 Hz, 2H), 2.73 (dq, J
L 12.4, 4.0 Hz, 2H), 2.40 (m, 3H), 1.73 (m,
L1H), 1.41 (m, 2H), 1.21 (m, 3H), 0.91 (d, J =
6.6 Hz, 6H)

45

IN-((3-(hydroxymethyl)-
1-(1-(cis-4-
isopropylcyclohexyl)pip
eridin-4-yl)- 1 H-indol-2-
yDmethyl)acetamide

'H NMR (400 MHz, CDCl5) § 7.68 (t, /= 8.8
Hz, 2H), 7.19 (t, J=7.2 Hz, 1H), 7.12 (t, J =
7.2 Hz, 1H), 6.05 (br, 1H), 5.40 (br, 1H), 4.90
s, 2H), 4.70 (d, J = 5.6 Hz, 2H), 4.27 (m, 1H),
B.17 (d, /= 11.6 Hz, 2H), 2.62 (dq, J = 12.4,
B.6 Hz, 2H), 2.36 (m, 1H), 2.25 (t, J=11.0
Hz, 2H), 2.01 (s, 2H), 1.96 (s, 3H), 1.80 — 1.50
m, 7H), 1.40 (m, 2H), 1.16 (m, 1H), 0.92 (d, J
= 6.6 Hz, 6H)

46

N-(G-((E/2)-
hydroxyimino)methyl)-
1-(1-(cis-4-
isopropylcyclohexyl)pip
eridin-4-yl)-1H-indol-2-
yDmethyl)acetamide

'H NMR (400 MHz, CDCl3) & 8.56 (s, 1H),
7.87 (m, 1H), 7.79 (m, 1H), 7.12 (dt, J = 7.0,
3.4 Hz, 2H), 6.11 (br, 1H), 4.75 (d, J= 5.6 Hz,
PH), 4.57 (m, 1H), 3.20 (d, J = 11.2 Hz, 2H),
0.71 (dq. J = 12.4, 4.0 Hz, 2H), 2.38 (m, 3H),
1.88 - 1.73 (m, 6H), 1.65 (m, 6H), 1.40 (m,
PH), 1.17 (m, 1H), 0.91 (d, J = 6.6 Hz, 6H)

47

IN-((3-thydroxymethyl)-
1-(1-(cis-4-
isopropylcyclohexyl)pip
eridin-4-yl)-1H-indol-2-
yl)methyl)-4-
methylbenzenesulfonam
ide

'HNMR (CDCls) 87.78 (d, J = 8.4 Hz, 2H),
7.69 (d, J = 8.1 Hz, 1H),7.62 (d, /= 8.1 Hz,
1H), 7.32 (d, J = 8.4 Hz, 2H), 7.20 (1, J = 8.1
Hz, 1H), 7.11 (t, J = 7.2 Hz, 1H), 4.90 (br,
[H), 4.71 (s, 2H), 4.31 (m, 3H), 3.15 (d, J =
12.4 Hz, 2H), 2.57 (dq, J = 12.4, 4.0 Hz, 2H),
D.46 (s, 3H), 2.34 (m, 1H), 2.21 (1, J = 12.6
Hz, 2H), 1.85 — 1.50 (m, 10H), 1.40 (m, 2H),
1.16 (m, 1H), 0.92 (d, J = 6.6 Hz, 6H)

48

N-(G-((E2)-
hydroxyimino)methyl)-
1-(1-(cis-4-
isopropylcyclohexyl)pip
eridin-4-yl)-1H-indol-2-
yDmethyl)-4-
methylbenzenesulfonam
ide

'H NMR (CDCls) § 8.29 (s, 1H), 7.78 (m, 5H),
7.29 (m, 1H), 7.15 (m, 2H), 5.12 (br, 1H), 4.39
m, 3H), 3.17 (d, J = 12.4 Hz, 2H), 2.62 (dq, J
= 12.4, 4.0 Hz, 2H), 2.42 (m, 4H), 2.28 (t, J =
11.6 Hz, 2H), 1.95 — 1.55 (m, 10H), 1.43 (m,
DH), 1.16 (m, 1H), 0.92 (d, J = 6.6 Hz, 6H)

49

(2-(aminomethyl)-1-(1-
(cis-4-
isopropylcyclohexyl)pip
eridin-4-yl)- 1H-indol-3-
yl)methanol

'HNMR (CDCls) 87.66 (1, J = 8.7 Hz, 2H),
7.22 — 7.08 (m, 2H), 4.88 (s, 2H), 4.34 (m,
LH), 4.14 (s, 2H), 3.21 (d, J = 11.7 Hz, 2H),
D61 (q,J=11.4 Hz, 2H), 2.38 (m, 1H), 2.25
t, J=10.9 Hz, 2H), 1.88 (d, J = 14.5 Hz, 3H),
1.82 —1.40 (m, 11H), 1.17 (m, 1H), 0.92 (d, J
= 6.6 Hz, 6H)
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(32) JP 7011596 B2 2022.2.10

No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (400 MHz, CDCls) § 7.65 (m. 1H),
1-(1-(cis-4- 7.15 (m, 1H), 4.87 (s, 2H), 4.34 (m, 1H), 4.00
I . (s,2H), 3.20 (d, J=11.6 Hz, 2H), 2.58 (dq, J
sopropylcyclohexyl)pip
50 eridin-4-yl)-2- F12.4, 4.0 Hz, 2H), 2.49 (s, 3H), 2.36 (m,
. 1H), 2.23 (dt, J = 12.0, 2.0 Hz, 2H), 1.85 (dd,
(methylaminoymethyl)- |, 7, % b b 1.78-1.51 (m, 9H), 1.41
1H-indol-2-yl)methanol T e ) e
m, 2H), 1.17 (m, 1H), 0.92 (d, J = 6.6 Hz,
6H)
'H NMR (400 MHz, CDCl3) § 7.67 (d, ] = 8.4
-(1-(cis4- Hz, 2H), 7.20 (t, J = 8.4 Hz, 1H), 7.13 (t,J =
. N . B.0Hz, 1H), 4.86 (s, 2H), 4.83 (s, 2H), 4.38
sopropylcyclohexyl)pip
3 eridin-4-y1)-1H-indole- _‘7’210‘%7351;)@2’ i j(lwllﬁ g)z’f‘;g’(f?j‘}l]o
2,3-yl)dimethanol ’ R P e AT
Hz, 2H), 1.52-1.89 (m, 9H), 1.43 (m, 2H),
1.18 (m, 1H), 0.92 (d, J = 6.4 Hz, 6H)
'H NMR (400 MHz, CDCl3) § 7.64 (d, J=8.0
Hz, 1H), 7.58 (d, J = 8.0 Hz, 1H), 7.17 (t, J =
3-(aminomethyl)-1-(1- 7.2 Hz, 1H), 7.10 (t, J = 7.2 Hz, 1H), 4.88 (s,
(cis-4- PH), 4.30 (m, 1H), 4.12 (s, 2H), 3.19(d, J =
52 isopropylcyclohexyl)pip [11.6 Hz, 2H), 2.80 (br, 3H), 2.58 (dq, J = 12.4,
eridin-4-yl)-1H-indole- K.0 Hz, 2H), 2.35 (sept, J/ = 3.6 Hz, 1H), 2.24
2-yl)methanol dt, J=12.0, 2.0 Hz, 2H), 1.88 (dd, J = 12.0,
£.0 Hz, 2H), 1.79 — 1.50 (m, 7H), 1.41 (m,
PH), 1.15 (m, 1H), 0.92 (d, J = 6.6 Hz, 6H)
'H NMR (CDCls) § 7.75 (m, 2H), 7.26 (m,
2-(hydroxymethyl)-1-  R2H), 5.90 (br, 2H), 5.00 (s, 1H), 4.65 (br, 1H),
(1-(cis-4- #.44 (m, 1H), 3.22 (d, /= 11.6 Hz, 2H), 2.60
53 isopropylcyclohexyl)pip (dq, J = 12.0, 4.0 Hz, 2H), 2.36 (m, 1H), 2.25
eridin-4-yl)-1H-indole- (t, J=11.6 Hz, 2H), 1.91 (dd, J = 12.0. 2.4
3-carboxamide Hz, 2H), 1.64 (m, 8H), 1.41 (m, 2H), 1.16 (m,
1H), 0.92 (d, J = 6.6 Hz, 6H)
'H NMR (400 MHz, DMSO-ds) 8 10.6 (br,
(E/Z2)-2- 1H), 8.39 (s, 1H), 8.07 (d, /= 8.0, 1H), 7.59
(hydroxymethyl)-1-(1- {d, /= 8.0 Hz, 1H), 7.18 (dt, J= 7.2, 1.4 Hz,
s4 (cis-4- 1H), 7.09 (t, / = 7.2 Hz, 1H), 4.74 (s, 2H),
isopropylcyclohexyl)ypip #.45 (m, 1H), 3.14 (d, /= 11.4 Hz, 2H), 2.47 —
eridin-4-yD)-1H-indole- [2.29 (m, 3H), 2.18 (t, J = 8.0 Hz, 2H), 1.82
3-carbaldehyde oxime (dd, J=12.4, 4.0 Hz, 2H), 1.75-1.33 (m,
10H), 1.12 (m, 1H), 0.89 (d, J = 6.6 Hz, 6H)
R¢=0.40 (60:40:3 drops
2-(3-(hydroxymethyl)- EtOAc:Hexanes:NH4OH (aq.), UV, I,)
1-(1-(cis-4-
55 isopropylcyclohexyl)pip
eridin-4-yl)-1H-indol-2-
yl)ethyl pivalate
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(33) JP 7011596 B2 2022.2.10

No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
'H NMR (CDCls) § 8.48 (s, 1H), 8.08 (d, J =
2-(3-((E/Z)- 8.4 Hz, 1H), 7.71 (d, J= 7.1 Hz, 1H), 7.17 (m,
(hydroxyimino)methyl- PH), 4.24 (m, 3H), 3.25 (m, 4H), 2.71 (m, 2H),
s 1-(1-(cis-4- .47 - 2.23 (m, 3H), 1.93 — 1.52 (m, 10H),
isopropylcyclohexylypip [1.42 (m, 2H), 1.20 (m, J = 5.2 Hz, 10H), 0.92
eridin-4-yl)-1H-indol-2- |(d, J = 6.6 Hz, 6H)
yhethyl pivalate
'H NMR (CDCl3) 8 7.66 (m, 2H), 7.12 (m,
2-(3-(aminomethyly-1- 2FD> 413 (m, SH), 3.20 (m, 4H), 2.70 (m, 2H),
(1(cis4- £.35 (m, 3H), 1.89 — 1.50 (m, 11H), 1.42 (m,
57 isopropyleyclohexylypip 2H)> 1:22 (5, 9H), 1.16 (m, 1H), 0.92 (d, J =
eridin-4-yl)-1H-indol-2- [0 HZ 6H)
yhethyl pivalate
S —— 'H NMR (DMSO-ds) 8 7.67 (d, J = 7.8 Hz,
- ) 1H), 7.59 (d, J = 8.1 Hz, 1H), 7.10 (m, 2H),
I (-els4= 30 (m, 1H), 4.17 (s, 2H), 3.82 (s, 2H), 3.62
58 isopropyleyclohexyDpip |, "y _ ¢ 11, 2H), 3.12 (m, 4H), 2.58 — 2.23
eridin-4-yl)-TH-indol-2- 4 “gpy 1 79 _ 132 (m, 11H), 1.14 (m, 1H),
yl)ethan-1-ol 0.89 (d, J = 6.6 Hz, 6H)
'H NMR (DMSO-dg) § 7.75 (d, J = 7.8 Hz,
2-(1-(1-(cis-4- 1H), 7.69 (d, J = 7.8 Hz, 1H), 7.24 (m, 2H),
isopropyleyclohexypip 7,09 (t, 7= 7.2 Hz, 1H), 5.33 (s, 2H), 4.34 (m,
50 eridin-4-yl)-3- BH), 4.10 (s, 2H), 2.77 (s, 4H), 2.62 (m, 4H),
methylsulfonamidometh 1.87 (m, 2H), 1.88-1.58 (m, 8H), 1.40 (m, 2H),
yD-1H-indol-2-ylethyl | 15 (m, 10H), 0.89 (d, J = 6.6 Hz, 6H)
pivalate
2-(1-(1«cis-4- '"H NMR (CDCl3) 8 7.64 (m, 1H), 7.21 (t, J =
isopropylcyclohexypip [/-2 Hz. 1H), 7.13 (1, J = 7.2 Hz, 1H), 4.81 G,
0 eridin-4-yl)-3- fH), 4.52 (s, 2H), 4.36 (m, 1H), 3.11 (m, 2H),
rethylsulfonamidometh [2-60 (s, 6H), 2.29 (m, 2H), 1.83 — 1.40 (m,
41)-1H-indol-2-ylethan- [I3H): 1.18 (m, 1H), 0.92 (d, J = 6.6 Hz, 6H)
1-ol
'HNMR (CDCls) § 7.64 (d, J = 6.0 Hz, 1H),
1-(1-(cis4- 7.39(d, J = 6.0 Hz, 1H), 7.26 (m, 1H), 7.20
. (t, J=6.0 Hz, 1H), 7.11 (t, ] = 6.0 Hz, 1H),
61 isopropyleyelohexybp | (') 4y ~ 2 4 Ha, 1H), 423 (m, 1H), 3.20
iperidin-4-yl)-1H-
ndole (d, J = 9.0 Hz, 2H), 2.30 (m, 3H), 2.08 (m,
4H), 1.51-1.78 (m, 7H), 1.40 (m, 2H), 1.17
(m, 1H), 0.9 (d, J = 4.8 Hz, 6H)
"HNMR (CDCl3) 8 08.00 (m, 1H), 7.90 (m,
1-(1-(cis-4- 1H), 7.49 (m, 1H), 7.29 (m, 1H), 5.78 (br,
62 isopropyleyclohexyl)p | 2H), 4.23 (m, 1H), 3.26 (d, J/ = 8.7 Hz, 2H),
iperidin-4-yl)-1H- | 2.37 (m, 2H), 2.28 (t, J = 8.7 Hz, 2H), 2.10
indole-3-carboxamide | (m, 4H), 1.75-1.52 (m, 6H), 1.40 (m, 2H),
1.16 (m, 1H), 0.90 (d, J = 5.1 Hz, 6H)
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oooooog

No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
TH NMR (CDCls) 8 7.68 (d, J = 7.8 Hz, 1H),
3-azidomethyl-1-(1- | 7 40 (4, J = 8.1 Hz, 1H), 7.27 (m, 2H), 7.17
(cis-4- (t,J = 6.9 Hz, 1H), 4.54 (s, 2H), 4.19 (m,
63 isopropyleyclohexyDp | 11y, 321 (d, J = 11.1 Hz, 2H), 2.30 (m, 3H),
iperidin-4-yD-1H- | 5 0g (m, 4H), 1.78 — 1.51 (m, 7H), 1.40 (m,
indole 2H), 1.15 (m, 1H), 0.91 (d, J = 6.6 Hz, 6H)
THNMR (CDCl3) § 07.70 (d, J = 6.0 Hz,
T Pl b et s
ylmethyl)-1-(1-(cis-4- i C ) ) i c ’
4 isopropyleyclohexshp 2H), 442 (s, 2H)], 417 (m, 1H),3.28 (1, J =
iperidin 4-y1)-171- 6.3 Hz, 2H), 3.18 (d, J = 9.0 Hz, 2H), 2.91 (1,
dole J=6.3Hz, 2H), 2.37-2.24 (m, 3H), 2.04 (m,
4H), 1.77-1.51 (m, 7H), 1.40 (m, 2H), 1.15
(m, 1H), 0.90 (d, J= 5.1 Hz, 6H)
'HNMR (CDCl3) 8 7.70 (d, J = 7.8 Hz, 1H),
1-(1-(cis-4- 7.36 (4, J=8.1 Hz, 1H), 7.21 (m, 2H), 7.11
isopropylcyclehexyl)p | (t, J=7.5Hz, 1H), 4.17 (m, 1H), 3.84 (s,
65 iperidin-4-yl)-3- 2H), 3.19 (d, J = 12.0 Hz, 2H), 2.59 (s, 4H),
(pyrrolin-1-ylmethyl)- | 2.27 (m, 3H), 2.04 (m, 5H), 1.82 — 1.48 (m,
1H-indole 12H), 1.40 (m, 2H), 1.15 m, 1H), 0.91 (d, J =
6.6 Hz, 6H)
"H NMR (400 MHz, CDCls) 8 7.69 (d, J =
(R 1-((1-(1-(cis4- 8.0 Hz, 1H),7.37 (ii, J=8.0Hz, 1H), 720
. (m, 1H), 7.11 (t, J = 7.2 Hz, 1H), 4.32 (m,
isopropyleyelohexyDp |19 (. 1H), 3.86 (s, 2H). 3.19 (d, J =
iperidin-4-yl)-1H- > ? P AT > ?
66 indol_3. 12.0 Hz, 2H), 2.93 (m, 1H), 2.74 (dd, J =
. 10.4, 1.0 Hz, 1H), 2.61 (dd, J = 10.4, 5.2 Hz,
yDmethyl)pyrrolin
30l 1H), 245 -1.94 (m, 11H), 1.78 — 1.51 (m,
7H), 1.41 (m, 2H), 1.15 (m, 1H), 0.91 (d, J =
6.6 Hz, 6H)
'H NMR (400 MHz, CDCls) 8 7.65 (d, J =
1-((1-(1-(cis-4- 7.6 Hz, 1H), 7.58 (br, 1H), 7.36 (d, J = 8.4
isopropylcyclohexyDp | Hz, 1H), 7.21 (m, 2H), 7.12 (m, 1H), 4.44 (p,
P iperidin-4-yl)-1H- | J=6.0 Hz, 1H), 4.17 (m, 1H), 3.84 (s, 2H),
indol-3- 3.69 (m, 3H), 3.19 (d, J = 12.4 Hz, 2H), 3.03
yDmethylazetidin-3- | (m, 2H), 2.29 (m, 3H), 2.12 - 1.89 (m, 3H),
ol 1.76 — 1.47 (m, 7H), 1.40 (m, 2H), 1.14 (m,
1H), 0.90 (d, J = 6.6 Hz, 6H)
'HNMR (CDCls) 8 7.71 (d, J = 7.8 Hz, 1H),
1-((1-(1-(cis-4- 7.37(d, J=8.1 Hz, 1H), 7.21 (m, 1H), 7.11
isopropyleyclohexyDp | (1, j = 7.2 Hz, 1H), 4.16 (m, 1H), 3.78 (m,
68 iperidin-4-yl)-1f- 3H), 3.19 (d, J = 11.6 Hz, 3H), 2.87 (m, 2H),
indol-3- 2.38 = 2.20 (m, 4H), 2.15 - 1.91 (m, 5H),
yDmethyDpiperidin-4- | 1 78148 (m, 11H), 1.41 (m, 2H), 1.15 (m,
ol 1H), 091 (d, J = 6.6 Hz, 6H)
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(35) JP 7011596 B2 2022.2.10

No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
Ny H' NMR (CDCl3): 8 7.70 (dd, T=2.4, 4.2
1-((1-(1-(cis-4- Hz,2H),7.53(dd,J=2.4,42Hz,2H), 74
isopropylcyclohexylp | (brs, 1H), 4.24-4.21 (m, 3H), 3.48 (q,J =
© iperidin-4-yl)-1H- | 5.1, 10.5 Hz, 4H), 2.08 (s, 14H), 1.69-1.68
indol-3- (m, 2H), 1.45-1.40 (m, 3H), 1.35-1.29 (m,
yhmethyl)piperidin-4- | 4H), 1.20(t, J = 5.1 Hz, 3H), 0.94-0.88 (m,
amine 6H).
H'NMR (CDCls): 6 7.56 (d, ] = 5.7 Hz, 1H),
2-((1-(1-(cis4- 7.36 (d,J = 6.3 Hz, 1H), 7.18 (t, J = 5.1 Hz,
isopropylcyclohexyl)p | 2H), 7.06 (d, J = 5.7 Hz, 1H), 4.22-4.21 (m,
o iperidin-4-yl)-1H- | 1H), 3.66 (brs, 1H), 3.22 (s, 1H), 2.79 (s, 1
indol-3- H), 2.32 (brs, 3H), 2.10 ( s, 4H), 1.72-1.61
yDmethyl)amino)ethan | (m, 7H), 1.43-1.32 (m, 2H), 1.26 (s, 2H),
-1-0l 1.15 (s, 1H), 0.89 ( d, J = 4.8 Hz, 6H).
H!' NMR (CDCls): 6 10.81 (s, 1H), 9.05 (s,
1H), 8.12 (d, J =5.7 Hz, 1H), 7.78 (dd, J =
, _ 5.7,13.8 Hz, 1H), 7.69 (d, ] = 5.7 Hz, 1H),
1501]3\1 é;(yllc(ylcl(z;i:ybp 7.58 (t, T = 5.4Hz, 1H), 7.55-7.39 (m, 4H),
iperidin Ayt | 13 T, 7:22:7.14(m, 1H), 5.01 (¢, J = 3.9
71 indol3- Hz, 1H), 4.37-4.34 (m, 1H), 3.55(d.J =9
yDmethylcarbamothio Hz, 2H), 3.0 (br s, 1H), 2.72( t, J = 8.1, 2H),
) 2.53 (q,J =8.4,9.6 Hz, 2H), 2.18 (d, 7= 9.3
yhbenzamide Hz, 2H), 1.86 (dd, J = 9.9, 19.5 Hz, 4H),
1.68-1.63 (m, 3H), 1.43 (1, ] = 9.6 Hz, 2H),
1.26-1.22(m, 1H), 0.89 (d, J =4.8 Hz, 6 H).
H'NMR (CDCly): 6 7.61 (br s, 1H), 7.37 (d,
. J=06Hz, 7.24 (S, 2H), 7.11 (t, ] = 5.1 Hz,
isop'r 0(12; li;C(f(:; e‘;yl)p 1H), 6.58 (br s, 1H), 5.82 (s, 2H), 4.88 (brs,
7 iperidin-4-y1)-11/- 1H), 445 (brs, 1H), 4.18 (s, 1H), 3.14 (d, J =
indoL 3. 6.9 Hz, 2H), 2.33 (s, 1H), 222 (, J = 9.3 Hz,
yDmethylythiourea 2H), 2.02-1.97 (m, 4H), 1.71-1.61 ( m, 5H),
1.56-1.54 (m, 2H), 1.42-1.39 (m, 2H), 1.14
(br s, 1H), 0.89 (d, J = 4.8 Hz, 6H).
phenyl (E)-N’-cyano- | H' NMR (CDCls): 6 7.66 (d, ] = 5.7 Hz, 1H),
N-((1-(1-(cis-4- 742 (d,J=5.7Hz, 3H), 7.29 (d, ] = 6.9 Hz,
isopropylcyclohexyl)p | 2H), 7.27 (s, 2H), 7.13 (dd, J = 5.4, 14.4 Hz,
iperidin-4-y)-1H- | 3H), 6.39 (br s, 1H), 4.81 (s, 2H), 4.65 (d, J =
73 indol-3- 9Hz, 2H), 4.24 (br s, 1H), 3.20(d,J =8.1
yhmethyl)carbamimid | Hz, 2H), 2.28 (dd, J = 10.2, 19.8 Hz, 3H),
ate 2.04 (t,J=11.4 Hz, 4H), 1.72-1.59 (m, 7H),
1.37(q, 1 =7.2, 9.6 Hz, 2H), 1.16 (br s, 1H),
0.90 (d, J = 4.8 Hz, 6H).
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(36) JP 7011596 B2 2022.2.10

No. TUPAC Name NMR (300 or400 MHz) or TLC
H' NMR (CDCL): 6 7.58 (d, J = 5.4 Hz, 1H),
(Z)-2-cyano-1-((1-(1- | 7.34 (d,J =6 Hz, 1H), 7.21 (d,J = 5.1 Hz,
Cis-4- 3H), 7.09 (1, J = 4.8, 1H), 5.84 (br s, 2H),
74 isopropylcyclohexyl)p | 4.53 (s, 2H), 4.29 (br s, 1H), 3.63 (s, 2H),
iperidin-4-y)-1H- | 3.32(d,J =7.5 Hz, 2H), 2.78 (br s, 1H), 2.63
indol-3- (br's, 2H), 2.27-2.22 (m, 2H), 1.90 (br s, 4H),
yl)methyl)guanidine 1.70-1.62 (m, 3H), 1.44 (br s, 2H), 1.22 (d, J
= 11.7Hz, 3H), 0.91 (d, J = 4.8Hz, 6H).
H' NMR (CDCl): 67.59 (d, J = 5.7 Hz, 1H),
736 (d,J = 6.3 Hz, 1H), 7.32 (s, SH), 7.25-
benzyl 2-cyano-(((1- | 5 5 (11 2H) 7.11 (1, I = 5.7 Hz, 1H), 6.1
] (I-cis-4- (s, TH), 5.45 (s, 1H), 5.08 (s, 2H), 4.20-4.18
isopropyleyclohexylp | 1y '3 85 (d, 5 = 4.2 Hz, 2H), 3.22 (d, J =
s iperidin-A-yh-1H- | ¢ 5 11, 21y, 2.44 (s, 1H), 2.31 (d, J = 7.8 Hz,
indol-3- 2H),2.09 (t, J = 7.8 Hz, 4H), 1.73 (br s, 2H),
yDmethyhamino)-2- 1y co 1 63 (m, 3H), 1.43-1.38 (m, 2H), 1.17-
oxoethylycarbamate |y ¢ 11y 0,89 (d, J = 4.8 Hz, 6H)
H' NMR (CDCL): 67.59 (¢, J = 7.8 Hz, 1H),
_ 735(d, J=8.1 Hz, 1H), 7.20 (t, = 4.8 Hz,
2-(ethylamino}-N-((1- | 5p1y 709 (¢, 7= 7.5 Hz, 1H), 5.31 (s, 1H),
) (1-cis-4- 4.60 (d, J = 5.4 Hz, 2H), 4.32 (br s, 1H),
76 isopropyleyclohexyhp | 3 4 3 36 (m, 4H), 2.71-2.44 (m, 9H), 2.1
iperidin-4-yl-1H- 1 (4 v _ 117 Hz, 2H), 1.88-1.64 (m, SH),
indol-3- 1 | 408 (q, 7= 102, 13.2 Hz, 2H), 1.28-1.20
yhmethyDacetamido |\ "5 'y 07 (1, 6.9 Hz 3H), 0.92 (d, T = 6.3
Hz, 6 H).
H' NMR (CDCl): 87.65 (d,J = 7.5 Hz, 1H),
7.34 (d, T = 8.4 Hz, 1H), 7.25-7.21 (m, 2H),
_ _ 7.10 (t, J = 7.5 Hz, 1H), 5.18 (d, J = 15 Hz,
z(dzz’;h(ylla;:“:’)iv " | 1H), 423 (brs, 1H), 4.10 (d, J = 15 Hz, 1H),
sopropylegelohexyhp | 51 (@7 =51 10.8 Hz, 1), 3.63(d, I =
77 PLopy 14.4 Hz, 1H), 3.28 (br s, 2H), 2.98 (d, 13.5
lpcnquﬁ'};l) - b, 1H), 2.722.64 (m, TH), 2.39 (br s, 2H),
yl)lnei?yl()’awamido 2.27 (m, 2.20 (m, 2H), 2.13 (br s, 3H), 1.77-
1.68 (m, 6H), 1.46-1.42 (m, 2H), 1.33-1.28
(m, 3H), 1.20-1.1.19 (m, 1H), 1.02 (t, I = 7.2
Hz, 6H), 0.91 (d, ] = 6.6 Hz, 6H).
H'NMR (CDCl): 8 7.61 (d, J = 6.0 Hz, 1H),
7.36-7.30 (m, 5H), 7.21 (t, J = 11.4 Hz, 1H),
, 7.19 (s, 1H), 7.11 (1, T = 11.1 Hz, 1H), 5.7 (br
isoplr\i) ;(yllc(ylcf;;:xybp s, 1H), 5.12-5.00 (m, 2H), 4.87(br s, 1H),
ety 11| 438 (@9=3.6 Hz, 26D, 422421 (m, 1H),
" indol. 3.y Dimethgly 5. | 30 (@9 =84 Hz 2H). 313 (. =45, 12,
T 17,1 Hez, 2H), 2.61-2.60 (m, 1H), 2.42 (1, T =
((oxo-2-phenyl- 1M~ 1 ¢ o 1p o). 228 (1, J = 5.4 Hz, 2H), 2.22 (d,
cthylidenc)amino)pent | gy 41y 5 14 1, 1 = 5.4 Hz, 2H), 2.06
anamide (d, 2H), 1.83-1.799 (m, 2H), 1.64 (d,
J=3.9Hz, 5H), 1.61-1.33 (m, 5H), 1.16 (1H),
0.89 (d, J=5.1 Hz, 6H).
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No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
H'NMR (CDCl): 6 7.61 (d, ] =7.5 Hz, 1H),
S-amino-N-((1-(1-cis- | 7.36 (d, J =8.1 Hz, 1H), 7.20 (t, J=5.1 Hz,
4- 2H), 7.10 (t, J = 7.5 Hz, 1H), 5.93 (s, 1H),
isopropylcyclohexyl)p | 4.59 (d, J =5.1 Hz, 2H), 4.22-4.20(m, 1H),
79 iperidin-4-yl)-1H- 3.57 (t,J=5.4Hz, 4H),3.22 (d,J = 11.4 Hz,
indol-3- 2H), 2.56-2.5 (m, 3H), 2.43-2.32 (m, 2H),
yDmethyl)pentanamid | 2.17 (t, J = 7.5 Hz, 2H), 2.12 (s, 2H), 1.78-
e 1.51(m, 11H), 1.45-1.31(m, 4H), 1.29-1.16-
(m, 1H), 0.90(d, J = 6.6 Hz, 6H).
H' NMR (DMSO-dg): 68.32 (s, 2H), 7.72 (br
2-amino-5-guanidino- s, 1H), 7.50 (d,J =6 Hz, 1H), 7.44 (d,J =
N-((1-(1-cis-4- 6.3 Hz, 1H), 7.41 (s, 1H), 7.08 (1, J =6 Hz, 1
isopropylcyclohexyl)p H), 6.95 (t,] =5.7 Hz, 1H), 4.39 (dd, J = 3.6,
S0 iperidin-4-y1)-11/- 10.8 Hz, 1H), 4.31-4.24 (m, 2H), 3.83 (br s,
indol-3- 1H), 3.066 ( br s, 3H), 2.90 (m, 1H), 2.66 (s,
. 2H),2.28 (d, J=13.5,2H), 2.16 (t, ] =8.4
yhmethylpentanamid | 1 "ap 4 91185 (m, 4H), 1.70 ( br, 5, 2H),
¢ 1.54 (br s, 4H), 1.41-1.35 (m, 4H), 1.14-1.09
(m, 1H), 0.85 (d, ] = 4.8Hz, 6H).
'"H NMR (CDCls, Major [somer) & 10.8 (br,
1H), 8.47 (s, 1H), 7.78 (m, 2H), 7.41 (d, J =
6.0, 1H), 7.28 (m, 1H), 7.23 (m, 1H), 4.31
(m, 1H), 3.30 (d, ] = 8.7 Hz, 2H), 2.55 (m,
(E/2)-1-(1-cis-A- 1H), 2.46 (t, ] = 7.8, 2H), 2.23 (m, 3H), 1.86
isopropyleyclohexyl)p (m, 2H), 1.60-1.80 (m, 6H), 1.4} (m, 2H),
81 iperidin-4-yl)-1F- 1.19 (m, 1H), 0.91 (d,_J =5.1, 6H); 1HNMR
. (300 MHz, CDCI13, Minor Isomer) 6 8.30 (s,
indol-3-carbaldehyde
oxime 1H), 8.07 (d, J = 6.0 Hz, 1H), 7.48 (s, 1H),
7.40 (d, J =6.0 Hz, 1H), 7.28 (t, ] = 5.4 Hz,
1H), 7.20 (t, ] = 5.4 Hz, 1H), 4.23 (m, 1H),
3.22(d, J =5.7 Hz, 2H), 2.35 (m, 3H), 2.13
(m, 4H), 1.55- 1.80 (m, 7H), 1.43 (m, 2H),
1.17 (m, 1H), 0.91 (d, J = 5.1 Hz, 6H)
H' NMR (CDCls): 6 7.73(d, J = 5.7Hz, 1H),
7.37 (d, J = 6Hz, 1H), 7.26 (s, 1H), 7.22(d, J
=6Hz, 1H), 7.13 (t, ] = 5.4 Hz, 1H), 4.87 (s,
(1-(1-cis-4- 2H), 4.20 (m, 1H), 3.15 (d, 8.7 J = Hz, 2H),
82 isopropylcyclehexyl)p | 2.33 (brs, 1H), 2.23 (t, J = 8.4 Hz, 2H),
iperidin-4-yl)-1H- 1.98 (dd, ] =9, 18.3Hz, 4H), 1.73-1.69 (m,
indol-3-yl)methanol 4H),1.61 (t, J = 4.8 Hz, 2H), 1.58-1.56 (m,
61H), 1.42-1.39 (m, 2H), 1.26 (br s, 1H),
1.02( brs, 1H), 0.86 (dd, J = 4.8, 6.9 Hz,
6H).
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No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
H' NMR (DMSO-de): 67.58 (d, J = 6.0 Hz,
LB 1H), 7.44 (d, J = 6.3 Hz, 1H), 7.37(s, 1H),
(1-(1-cis-4- 7.10 (t,J =5.7 Hz, 1H), 6.98 (t,J = 5.7 Hz,
isopropylcyclohexyl)p | 1H).4.26-4.25 (m, 1H), 3.86 (s, 1H), 3.16 (s,
83 iperidin-4-yl)-1H- 2H), 3.077 (d,J = 8.7 Hz, 3H), 2.27 (br s,
indol-3- 1H), 2.18 (t, J = 8.4 Hz, 2H), 1.91-1.86 (mm,
yl)methanamine 4H), 1.71(br s, 2H), 1.55-1.50 ( m, 3H),1.38
(dd, J=9.3, 18.3 Hz, 4H), 1.097( s, 1H),
0.858 (d, J=5.1 Hz, 6H).
H' NMR (CDCls): 6 7.73 (d, J = 6 Hz, 1H),
7.62 (d,J =6 Hz, 1H), 7.37 (d, J = 6 Hz, 1H),
1-(1-(1-cis-4- 7.22(d, J =5.1Hz, 1H), 7.17-7.14 (m, 1H),
isopropylcyclohexyDp | 5.61-5.43 (m, 6H), 4.87 (s, 1H), 4.65 (d,J =
84 iperidin-4-yl)-1H- 3.9 Hz, 1H), 4.59 (d,J = 3.6 Hz, 1H), 4.19 (t,
indol-3-yl)-N,N- J=54Hz 1H),3.21 (d,J = 7.5 Hz, 2H),
dimethylmethanamine | 2.38-2.30 (m, 3H), 2.18-1.98 (m, 6H), 1.71-
1.60 ( m, 5H), 1.43-1.37 (m, 2H), 1.14 (t, J =
3.3 Hz, 1H), 0.89 (d, J = 5.1 Hz, 6H).
H' NMR (CDCls): 6 7.64-7.61 (m, 1H), 7.37-
N-benzyl-1-(1-(1-cis- | 7.31 (m, 4H), 7.23-7.18 ('m, 3H), 7.12-7.07
4- (m, 2H), 4.18-4.17 (m, 1H), 4.07 (s, 1H),
85 isopropylcyclohexyl)p | 4.00( s, 1H), 3.88 (s, 1H), 3.17 (d, J = 8.4 Hz,
iperidin-4-yl)-1H- 2H), 2.32-2.18 (m, 4H), 2.06- 2.07 (m, 5H),
indol-3- 1.69- 1.63 ( m, 4H), 1.55-1.54 (m, 3H), 1.39
yl)methanamine (brs, 2H), 1.71-1.15 (br s, 1H), 0.89 (d, J =
4.8 Hz, 6H).
'"HNMR (CDCl3) d 7.61 (d, J = 5.7 Hz, 1H),
2-(1-(1-cis-4- 7.37 (d, J=6.0 Hz, 1H), 7.21 (t, J = 5.7 Hz,
isopropylcyclohexyl)p | 1H), 7.10 (m, 2H), 4.18 (m, 1H), 3.19 (d, J =
86 iperidin-4-yl)-1H- 8.7Hz, 2H), 3.02 (t, J=5.1 Hz, 2H), 2.91 (t,
indol-3-yl)ethan-1- J=5.1Hz, 2H), 2.33 (m, 1H), 2.26 (t, J= 8.7
amine Hz, 2H), 2.12-2.00 (m, 4H), 1.78-1.36 (m,
11H), 1.15 (m, 1H), 0.90 (d, / = 4.8 Hz, 6H)
e "H NMR (CDCl3) §, 7.60 (d, J = 6.0 Hz, 1H),
. 3-(1-(1-cis-4- 7.35(d, J=6.0Hz, 1H), 7.19 (t, /= 5.4 Hz,
. 1H), 7.09 (t, J = 5.4 Hz, 1H), 7.04 (s, 1H),
isopropyleyelohexylp | 0 TH). 318 (d, J = 9.0 Hz, 2H), 2.79
87 iperidin-4-yl)-1H- ? T ’ ’ ? »
. (m, 4H), 2.33 (m, 1H), 2.25 (dt, /=9.0, 1.8
indol-3-yl)propan-1-
amine Hz, 2H), 2.10-1.97 (m, 6H), 1.90 (p, /=54
Hz, 2H), 1.78-1.52 (m, 7H), 1.41 (m, 2H),
1.14 (m, 1H), 0.90 (d, J = 4.8 Hz, 6H)
"HNMR (CDCl3) 8, 7.25 (m, 2H), 7.13 (s,
2-(5-fluoro-1-(1-cis-4- 1H), 6.94 (dt, /= 6.9, 1.8 Hz, 1H), 4.13 (m,
isopropyleyclohexyl)p 1H), 3.19 (d, /= 8.7 Hz, 2H), 3.00 (t, J = 5.1
88 iperidin-4-yl)-1H- Hz, 2H), 2.86 (t, / = 5.1 Hz, 2H), 2.33 (m,
indol-3-yl)ethan-1- 1H), 2.23 (t, /= 8.7 Hz, 2H), 2.10-1.96 (m,
amine 4H), 1.75-1.50 (m, 7H), 1.41 (m, 4H), 1.16
(m, 1H), 0.91 (d, J=5.1 Hz, 6H)
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No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
TH NMR (CDCl3) 8, 7.23 (m, 2H), 7.07 (s,
4 _ 1H), 6.93 (dt, J = 6.9, 1.8 Hz, 1H), 4.12 (m,
3-(3-fluoro-1-(1-cis-4- | 1p1y '3 18 (4. =87 Hz, 2H), 2.77 (m, 4H),
isopropyleyelohexyp | » 35 1y 11y, 2.40 (1, J = 8.7 Hz, 2H), 2.10-
89 peridin-4-yD)-UH- |y o6 (10 41), 1.83 (p, J = 5.7 Hz, 2H), 1.75-
indol-3-yDpropan-1- | | 3¢ 1 11H), 1.16 (m, 1H), 0.90 (d, J = 5.1
amine Hz. 6H)
'HNMR (CDCls) 8, 7.56 (d, J = 1.5 Hz, 1H),
> (S-chloro. 1(1-cis4. | 727 (@ /=63 Hz, 1H), 7.14 dd. /= 6.6,
sopropyleyelohexyhp | -3 % 1D, 7.06 (5, 1), 4.12 (m, 1K), 3.1
% iperidin gy 17 | (&=87 Hz, 2D, 274 (m, 3H), 2.32 (m,
indol-3-yhethan-1 | 1> 224 (/= 8.7 Hz, 2H), 204 (m, SH),
o 1.83 (q, /= 5.4 Hz, 1H), 1.75-1.48 (m, 7H),
1.42 (m, 2H), 1.15 (m, 1H), 0.90 (d, J = 5.1
Hz, 6H)
"H NMR (CDCl3) 5, 7.54 (m, 1H), 7.24 (d, J
_ = 6.6 Hz, 1H), 7.13 (dd, J = 6.6, 1.5 Hz, 1H),
3-(5-chloro-1-(1-cis-4- | 5 66 ¢ 1F1), 4.12 (m, 1H), 3.18 (d, J = 8.7
isopropyleyclohexyl)p | . 51 2 76 (m, 3H), 2.33 (m, 1H), 2.24 (,
9 . iperidin-4-y)-1H- | ; _ g 7 17 2H), 2.05 (m, SH), 1.84 (m, 1H),
indol-3-yDpropan-1- | | 95 | 50 (m, 10H), 1.41 (m, 2H), 1.15 (m,
amune 1H), 0.90 (d, J = 5.1 Hz, 6H)
THNMR (CDCls) 8, d 7.60 (d, J = 5.7 Hz,
1H), 738 (d, J = 6.3 Hz, 1H), 7.23 (t, J = 5.4
N-(2-(1-(1-cis-4- | Hz, 1H), 7.12 (m, 2H), 5.32 (br, 1H), 4.19
9 isopropylcyclohexyl)p | (m, 1H), 3.58 (q, J =4.8 Hz, 2H), 3.20 (d, J
iperidin-4-yl)-1H- | = 8.7 Hz, 2H), 2.97 (t, J = 4.8 Hz, 2H), 2.30
indol-3-yDacetamide | (m, 3H), 2.05 (m, 4H), 1.93 (s, 3H), 1.75-
1.50 (m, 8H), 1.41 (m, 2H), 1.15 (m, 1H),
0.90 (d, J = 5.1 Hz, 6H)
'HNMR (CDCls) 8, 7.60 (d, J = 6.3 Hz, 1H),
7.37(d, J=6.3 Hz, 1H), 722 (t, /= 5.4 Hz,
2-(1-(1 cis-4- 1H), 7.1 (m, 2H), 4.55 (m, 1H), 4.18 (m,
93 isopropylcyclohexyl)p | 3H), 3.50 (q, J = 4.8 Hz, 2H), 3.18 (d, / =9.0
> iperidin-4-y)-1H- | Hz, 2H), 2.97 (t, J = 4.8 Hz, 2H), 2.33 (m,
indol-3-ylethylyurea | 1H), 2.25 (m, 2H), 2.05 (m, 4H), 1.75-1.50
(m, 7H), 1.40 (m, 2H), 1.15 (m, 1H), 0.90 (d,
J=5.1Hz, 6H)
"H NMR (CDCl3) 5 7.60 (d, J = 7.8 Hz, 1H),
) 7.37(d, J = 8.1 Hz, 1H), 7.22 (m, 1H), 7.11
othyl -(IClcis-4- ) e 470 (br, 1H), 4.13 (m, 3H), 3.49
isopropyleyelohexyDp |\ spry 3 50 (m, 2H), 2.97 (1, 7 = 6.9 Hz,
o4 iperidin-4-yD-1H= | 5i1) 599 (m, 2H), 2.05 (m, 4H), 1.75-1.50
indol-3- (m, SH), 1.40 (m, 2H), 1.24 (t, / = 7.2 Hz,
yDethyearbamate | 35 4 46 1H), 0.91 (d, J = 6.6 Hz, 6H)
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No. Structure* IUPAC Name NMR (300 or400 MHz) or TLC
3 'HNMR (CDCls) 8, 7.58 (br, 1H), 7.38 (d, J
’ 1-(2-(1-(1-cis-4- =63 Hz 1H), 7.23 (t, J=5.4 Hz, 1H), 7.12
. (m, 2H), 6.23 (br, 1H), 5.68 (br, 2H), 4.20
isopropylcyclohexyl)p
05 iperidin-4-yl)-1 - (m, 1H), 3.22 (d, J=8.4 Hz, 2H), 3.06 (t, J =
indol-3- 5.1 Hz, 2H), 2.45-2.07 (m, 8H), 1.80-1.52
ylethyl)thiourea (m, 7H), 1.43 (m, 2H), 1.16 (m, 1H), 0.90 (d,
J=5.1Hz, 6H)
'"HNMR (CDCls) 8, 7.56 (d, J = 6.0 Hz, 1H),
1-(3-(1-(1-cis-4- 7.36 (d, J=6.0 Hz, 1H), 7.21 (t, /= 5.7 Hz,
. 1H), 7.10 (m, 2H), 6.26 (br, 1H), 5.66 (br,
isopropylcyclohexyl)p
Lo 2H), 4.17 (m, 1H), 3.19 (m, 3H), 2.85 (t, J =
96 iperidin-4-yl)-1H-
indol-3- 5.1 Hz, 2H), 2.30 (m, 3H), 2.10-1.94 (m,
\ . 6H), 1.77-1.55 (m, 6H), 1.42 (m, 2H), 1.27
yl)propyl)thiourea .
(m, 2H), 1.15 (m, 1H), 0.90 (d, J=4.8 Hz,
6H)
"HNMR (CDCl3) 3, 7.77 (d, /= 6.3 Hz, 1H),
7.56-7.42 (m, 2H), 7.44 (d, J = 6.3 Hz, 1H),
(E)-3-(1-(1-cis-4- 7.34-7.25 (m, 2H), 5.74 (d, J = 12.3 Hz, 1H),
97 isopropylcyclohexyl)p | 4.21 (m, 1H), 3.21 (d, J = 8.7 Hz, 2H), 2.34
iperidin-4-yl)-1H- (m, 1H), 2.26 (t, /= 8.4 Hz, 2H), 2.12 (m,
indol-3-yDacrylonitrile | 2H), 2.02 (m, 2H), 1.75-1.50 (m, 7H), 1.42
(m, 2H), 1.16 (m, 1H), 0.91 (d, /=4.8 Hz,
6H)
'HNMR (CDCl;) §, 8.39 (s, 1H), 7.71 (d, J =
(2)-3-(1-(1-cis-4- 5.7 Hz, 1H), 7.44 (m, 2H), 7.27 (m, 2H),
08 isopropylcyclohexyl)p | 5.15 (d, / = 8.4 Hz, 1H), 4.26 (m, 1H), 3.22
iperidin-4-yl)-1H- (d, J=7.8 Hz, 2H), 2.352.22 (m, 3H), 2.14
indol-3-yl)acrylonitrile | (m, 4H), 1.75-1.50 (m, 7H), 1.41 (m, 2H),
1.14 (m, 1H), 0.90 (d, J = 5.1 Hz, 6H)
S-fluoro-1-(1-(cis-4-
isopropylcyclohexyl)
99 piperidin-4-yl)-1H-
indole-3-carbaldehyde
oxime
1-(1-(cis-4-
isopropylcyclohexyl)
100 piperidin-4-yl)-11-
indole-3-carbaldehyde
O-methyl oxime
5-fluoro-1-(1-(cis-4-
1sopropylcyclohexyl)
01\ piperidin-4-yl)-1H-
N indole-3-carbaldehyde
O-methyl oxime
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No. Structure*

TUPAC Name

NMR (300 or400 MHz) or TLC

IR

1-(1-(4-(propan-2-
ylidene)cyclohexyl)
piperidin-4-yl)-1H-
indole-3-carbaldehyde

oxime

103

1-(1-(4-(propan-2-
ylidene)cyclohexyl)
piperidin-4-yl)-1H-
indole-3-carbaldehyde
O-methyl oxime

104

1-(1-(cis-4-
isopropylcyclohexyl)
piperidin-4-yl)-1H-
pyrrolo[2,3-
b]pyridine-3-
carbaldehyde oxime

105

1-(1-(cis-4-
1sopropylcyclohexyl)
piperidin-4-yl)-1H-
pyrrolo[2,3-
b]pyridine-3-
carbaldehyde O-
methyl oxime

106

1-(1-(cis-4-(tert-
butyl)cyclohexyl)
piperidin-4-yl)-1H-
indole-3-carbaldehyde

oxime

107

1-(1-(cis-4-(tert-

butyl)cyclohexyl)

piperidin-4-yl)-5-
fluoro-1H-indole-3-
carbaldehyde oxime

108

1-(1-(cis-4-(tert-
butyl)cyclohexyl)
piperidin-4-yl)-1H-
pyrrolo[2,3-
b]pyridine-3-
carbaldehyde oxime

109

2-(5-fluoro-1-(1-(cis-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-3-yDethan-1-
amine

110

3-(2-aminoethyl)-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-5-ol
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TUPAC Name

NMR (300 or400 MHz) or TLC

111

No. Structure*

3-(2-aminoethyl)-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-5-yl sulfamate

112

2-(5-isopropoxy-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-3-yl)ethan-1-
amine

113

3-(2-aminoethyl)-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-5-yl carbamate

114

2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
3-yDethan-1-amine

115

2-(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indol-3-yDethan-1-
amine

116

3-(2-aminoethyl)-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indol-5-yl sulfamate

117

2-(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
3-ylethan-1-amine

118

2-(1-(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-5-fluoro-
1H-indol-3-yl)ethan-1-
amine
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119

SNy

2-(1-(1-(cis-4-(zert-
butyl)cyclohexyl)piper
idin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
3-yDethan-1-amine

120

3-(2-aminoethyl)-1-(1-
(cis-4-(tert-

butyl)cyclohexyl)piper

idin-4-y1)- 1 H-indol-5-
yl sulfamate

121

3-(azetidin-1-
ylmethyl)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indole

122

1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(piperidin-1-
ylmethyl)-1H-indole

123

3-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-
1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indole

124

1-((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-3-
yl)methyl)piperidin-2-
one

125

S-fluoro-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indole

126

1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylimethyl)-1H-indole
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127

R

1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridine

128

1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridine

129

1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-5-
yl sulfamate

130

1-(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-3-
(pyrrolidin- 1-
ylmethyl)-1H-indole

131

1-(1-(cis-4-(tert-
butyl)cyclohexyl)
piperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridine

132

1-(1-(cis-4-(tert-
butyl)cyclohexyl)
piperidin-4-yl)-5-
fluoro-3-(pyrrolidin-1-
ylmethyl)-1H-indole

133

1-(1-(cis-4-
isopropylcyclohexyl)
piperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-5-
yl carbamate

134

1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-5-
yl methylcarbamate
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135

No. Structure*

(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl carbamate

136

(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yl)methyl carbamate

137

(5-fluoro-1-(1-(cis-4-
isopropyleyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl carbamate

138

(5-fluoro-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl carbamate

139

(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl carbamate

140

(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yD)methyl carbamate

141

2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethyl sulfamate

142

2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-ylyethyl sulfamate
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143

No. Structure*

2-(5-fluoro-1-(1-(cis-
4-
isopropylcyclehexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)- 1 H-indol-2-
ylethyl sulfamate

144

2-(5-fluoro-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethyl sulfamate

145

2-(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethyl sulfamate

146

2-(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yDethyl sulfamate

147

N-(2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethyl)aminosulfona
mide

148

N-(2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yhethyl) amino-
sulfonamide

149

N-(2-(5-fluoro-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethyl)aminosulfona
mide
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150

N-(2-(5-fluoro-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDethyl)aminosulfona
mide

151

N-(2-(1-(1-(4-(propan-
2-ylidene) cyclo
hexyl)piperidin-4-yl)-
3-(pyrrolidin-1-yl
methyl)-1H-indol-2-
yhethyl)aminosulfona
mide

152

N-(2-(1-(1-(4-(propan-
2-ylidene)
cyclohexyl)piperidin-
4-yD)-3-(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yl)ethyl)
aminosulfonamide

153

N-((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl)methanesulf
onamide

154

N-((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-
ylmethyl)methanesulf
onamide

155

N-((5-fluoro-1-(1-(cis-
4-
isopropylcyclohexyl)p
iperidin-4-yD)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
ylmethyl)methanesulf
onamide

156

N-((5-fluoro-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
ylmethyl)methanesulf
onamide
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157

N-((1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)methyl)methanesulf
onamide

158

N-((1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-y1)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
yl)methyl)methanesulf
onamide

159

N-((1-(1-(cis-4-
isopropyleyclehexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl)acetamide

160

N-((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yDmethyl)acetamide

161

N-((5-fluoro-1-(1-(cis-
4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl)acetamide

162

N-((5-fluoro-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)methyl)acetamide

163

N-((1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl)acetamide
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164

No. Structure*

N-((1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yl)methyl)acetamide

165

2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethan-1-ol

166

2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-ylethan-1-ol

167

2-(5-fluoro-1-(1-(cis-
4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
ylethan-1-ol

168

2-(5-fluoro-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethan-1-ol

169

2-(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yl)ethan-1-ol

170

2-(1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yhethan-1-ol
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171

ethyl ((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl)carbamate

172

ethyl ((1-(1-((1s,45)-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-ylmethyl)carbamate

173

ethyl ((5-fluoro-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl)carbamate

174

ethyl ((5-fluoro-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-3-
(pyrrolidin-1-
ylmethyl)- 1 H-indol-2-
yl)methyl)carbamate

175

ethyl ((1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi
peridin-4-y1)-3-
(pyrrolidin-1-
ylmethyl)-1H-indol-2-
yDmethyl)carbamate

176

ethyl ((1-(1-(4-
(propan-2-

ylidene)cyclohexyl)pi

peridin-4-yl)-3-

(pyrrolidin-1-

ylmethyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yDmethyl)carbamate

177

benzyl ((3-
((hydroxyimino)methy
D)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-yDmethyl)carbamate

178

benzyl ((5-fluoro-3-
((hydroxyimino)methy
D-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-
yl)methyl)carbamate
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179

benzyl ((3-
((hydroxyimino)methy
1)-1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indol-2-
yDmethyl)carbamate

180

benzyl ((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yl)-1H-indol-2-
yDmethyl)carbamate

181

benzyl ((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yl)-1H-pyrrolo[2,3-
b]pyridin-2-
ylhmethyl)carbamate

182

benzyl ((5-fluoro-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yD-1H-indol-2-
yDmethyl)carbamate

183

benzyl ((3-
((methoxyimino)meth
yl)-1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indol-2-
yl)methyl)carbamate

184

benzyl ((1-(1-(cis-4-
(tert-butyl)
cyclohexyl)piperidin-
4-y1)-3-((hydroxy-
imino)methyl)-1H-
pyrrolo[2,3-b]pyridin-
2-yl)methyl)carbamate

185

benzyl ((1-(1-(cis-4-
(tert-butyl)
cyclohexyl)piperidin-
4-yl)-5-fluoro-3-
((methoxyimino)meth
yD-1H-indol-2-
yhmethyl)carbamate

186

benzyl ((3-
((hydroxyimino)methy
1)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-ymethyl)carbamate
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Structure*
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i

187

Sy
w @

benzyl ((5-fluoro-3-
((hydroxyimino)methy
1)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-
yDmethyl)carbamate

188

N-((3-
((hydroxyimino)methy
1-1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indol-2-
yDmethyl)acetamide

189

benzyl ((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yD-1H-indol-2-
yDmethyl)carbamate

190

benzyl ((1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yl)-1H-pyrrolo[2,3-
b]pyridin-2-
yDmethyl)carbamate

191

benzyl ((5-fluoro-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yD-1H-indol-2-
yD)methyl)carbamate

192

N-((3-
((methoxyimino)meth
y)-1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi

peridin-4-yl)-1H-
indol-2-
yDmethyl)acetamide

193

N-((1-(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-5-fluoro-3-
((methoxyimino)meth
yD-1H-indol-2-
yDmethyl)acetamide

194

2-(thydroxymethyl)-1-
(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indole-3-carbaldehyde
oxime
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195

No. Structure*

(5-fluoro-3-
((hydroxyimino)methy
1)-1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indol-2-yl)methyl
carbamate

196

(5-fluoro-3-
((hydroxyimino)methy
1)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yl)methyl
sulfamate

197

(3-
((hydroxyimino)methy
1)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yl)ymethyl
sulfamate

198

(3-
((hydroxyimino)methy
1)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yl)methyl
carbamate

199

(5-fluoro-3-
((hydroxyimino)methy
1)-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yl)methyl
carbamate

200

G-
((hydroxyimino)methy
1)-1-(1-(cis-4-
isopropyleyclohexyl)p
iperidin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-yl)methyl carbamate

201

(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
y1)-1H-pyrrolo[2,3-
b]pyridin-2-yl)methyl
carbamate

202

(1-(1-(cis-4-
isopropylcyclehexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yD-1H-indol-2-
yDmethyl carbamate
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203

) bl

(5-fluoro-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yD)-1H-indol-2-
yDmethyl carbamate

204

(5-fluoro-1-(1-(cis-4-
isopropylcyclehexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yD-1H-indol-2-
yDmethyl sulfamate

205

(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
((methoxyimino)meth
yD-1H-indol-2-
yDmethyl sulfamate

206

(5-fluoro-3-
((methoxyimino)meth
yD-1-(1-(4-(propan-2-
ylidene)cyclohexyl)pi

peridin-4-yl)-1H-
indol-2-yl)methyl
carbamate

207

(1-(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-5-fluoro-3-
((methoxyimino)meth
yD)-1H-indol-2-
yDmethyl sulfamate

208

(1-(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-3-
((methoxyimino)meth
yD-1H-indol-2-
yDmethyl carbamate

209

(1-(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-3-
((hydroxyimino)methy
)-1H-pyrrolo[2,3-
b]pyridin-2-yl)methyl
carbamate

210

2-(3-(aminomethyl)-5-
fluoro-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yl)ethan-1-ol

211

A

2-(3-(aminomethyl)-1-
(1-(4-(propan-2-

ylidene)cyclohexyl)pi
peridin-4-yl)-1H-

indol-2-yl)ethan-1-ol
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212

N-((2-(2-
hydroxyethyl)-1-(1-
(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-3-
yDmethyl)methanesulf
onamide

213

2-(3-(aminomethyl)-1-
(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yl)ethyl
sulfamate

214

2-(3-(aminomethyl)-1-
(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yDethyl
carbamate

215

r

My

2-(3-(aminomethyl)-5-
fluoro-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-ylethyl
carbamate

216

2-(5-fluoro-3-
(methylsulfonamidom
ethyl)-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
indol-2-yhethyl
carbamate

217

2-(3-(aminomethyl)-1-
(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-ylethyl carbamate

218

2-(3-(aminomethyl)-5-
fluoro-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-yDhethan-1-ol

219

2-(3-(aminomethyl)-1-
(1-(4-(propan-2-
ylidene)cyclohexyl)pi
peridin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-yl)ethyl carbamate
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Nty

2-(3-(aminomethyl)-5-
fluoro-1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-1H-
indol-2-yl)ethyl
sulfamate
2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(methylsulfonamidom 10
ethyl)- 1 H-pyrrolo[2,3-
blpyridin-2-yl)ethyl
carbamate
2-(1-(1-(cis-4-
isopropylcyclohexyl)p
iperidin-4-yl)-3-
(methylsulfonamidom
ethyl)-1H-indol-2-
yDethyl carbamate
2-(3-
(methylsulfonamidom
ethyl)-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)pi 20
peridin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-yDethyl carbamate
2-(3-(aminomethyl)-1-
(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-5-fluoro-
1H-indol-2-yl)ethan-1-
ol
2-(1-(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-3-
(methylsulfonamidom
ethyl)-1H-indol-2- 30
yDethyl carbamate
2-(3-(aminomethyl)-1-
(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-y)-5-fluoro-
1H-indol-2-yl)ethyl
sulfamate

220

221

222

223

224

225

226

2-(3-(aminomethyl)-1-
(1-(cis-4-(tert-
butyl)cyclohexyl)piper
idin-4-yl)-1H-
pyrrolo[2,3-b]pyridin-
2-yl)ethyl sulfamate
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Table 2
No. Structure® TUPAC Name NMR (300 or 400 MHz)
'H NMR (DMSO-ds) & 13.4 (1H, s),
8.00 (1H, d,J=9 Hz), 7.40 (1H, t,J =
(Z)-3-(hydroxyimino)-1- | 9 Hz), 7.18 (1H, d, J = 6 Hz), 7.05 (1H,
228 O (H((sA4 t,J=6Hz), 4.00-4.02 (1H, m), 3.06
isopropylcyclohexyl)pip (2H, d,J =9 Hz), 2.24-2.36 (3H, m),
eridin-4-yl)indolin-2-one | 2.08 (2H, t,J = 12 Hz), 1.52-1.69 (7H,
m), 1.31-1.44 (4H, m), 1.06 (1H, s),
0.85 (6H, d,J =6 Hz).
THNMR (CDCl;) 6 8.39 (d, J = 5.4 Hz,
(D-1-(1-((1s,45)-4- 1H), 7.35 (t, J=5.7Hz, 1H), 7.17 d, J =
isopropyleyclohexyl)piper | 5.7 Hz, 1H), 7.09 (t, /= 5.7 Hz, 1H),
229 idin-4-y1)-3- 4.39 (s, 3H), 4.30 (m, 1H), 3.17 (d, J =
(methoxyimino)indolin-2- | 6.0 Hz, 2H), 2.48 — 2.32 (m, 3H), 2.21
one (m, 2H), 1.78 = 1.50 (m, 9H), 1.40 (m,
2H), 1.14 (m, 1H), 0.90 (d, 6H)
TH NMR (CDCl3) 6 12.58 (br, 1H), 7.62
, (d, J=7.5Hz, 1H), 7.35 (t, /= 7.5 Hz,
115\:) ;ff;y}c(ylcl(é;z;: fl));p 1H). 7.19 (d. J = 8.1 Hz, 1H), 7.10 (t. J =
230 ot d-oly.2. 7.5 Hz, 1H), 4.22 (m, 1H), 3.16 (d, J =
oo, 11.4 Hz, 2H), 2.42 (m, SH), 2.20 (m,
Jideneyaoctohydrazide | JH: 180 = 1:46 (m, 9H), 1.39 (m, 2H),
y y 1.25 (s, 1H), 1.15 (m, 1H), 0.91 (d, J =
6.6 Hz, 6H)
"H NMR (DMSO-de) 6 7.91 (d, J=7.5
Hz, 1H), 7.46 (t, J= 7.8 Hz, 1H), 7.22
(2)-3-((3- (d,J=8.1 Hz, 1H), 7.09 (t, J= 7.5 Hz,
(aminooxy)propoxy)imin | 1H), 5.98 (br, 2H), 4.46 (t, /= 6.3 Hz,
231 0)-1-(1-((15,45)-4- 2H), 4.00 (m, 1H), 3.65 (1, / = 6.3 Hz,
isopropylcyclohexyl)pip |2H), 3.07 (d, /= 11.1 Hz, 2H), 2.27 (m,
eridin-4-yl)indolin-2-one BH), 2.15 - 1.92 (m, 4H), 1.74 — 1.48 (m,
7H), 1.46 — 1.28 (m, 4H), 1.09 (m, 1H),
0.87 (d, J = 6.6 Hz, 6H)
"H NMR (DMSO-ds) 67.96 (d, 7=7.5
Hz, 1H), 7.44 (t, J=7.8 Hz, 1H), 7.20
(Z)-3-((2- (d, J=8.1 Hz, 1H), 7.06 (1, J = 7.5 Hz,
hydroxyethoxy)imino)- |1H), 4.85 (t, J=5.4 Hz, 1H),4.40(t, /=
232 1-(1-((1s,45)-4- 5.4 Hz, 2H), 4.00 (m, 1H), 3.73 (q, J =
isopropylcyclohexyl)pip | 5.4 Hz, 2H), 3.05 (d, /=11.1 Hz, 2H),
eridin-4-yl)indolin-2-one | 2.28 (m, 3H), 2.08 (t, / = 11.4 Hz, 2H),
1,73 - 1.27 (m, 11H), 1.07 (m, 1H), 0.85
(d, J = 6.6 Hz, 6H)
TH NMR (CD;OD) 6 8.56 (d, J = 5.7 Hz,
methyll 2:1((2)4'1'(1' 1H), 7.50 (s, 1H), 7.22 (s, 1H), 7.10 (t, J
N ((lcs’ciz)_hejxvl) | =57 Hz, 1H), 678 (s, 1H), 4.40 (m,
233 P p.ﬁ. y P PP 1H), 3.87 (s, 3H), 3.70 (m, 2H), 2.90 (m,
f;ollidogn)} 2H), 2.14 - 1.78 (m, 6H), 1.76 (m, SH),
ylidene)acetate 1.55 (m, 2H), 1.28 (m, 3H), 0.96 (d, J =
4.5 Hz, 6H)
'"HNMR (CDCl3) 6 8.56 (d, J 5.7 Hz,
1H), 7.32 (m, 1H), 7.10 (m, 1H), 7.04 (1,
1520;52) ;lc(;cféfc’iﬁ)gip J=6.0 Hz, 1H), 691 (s, 1H), 5.92 (b,
234 et Ay 2. 1H), 5.6 (br, 1H), 4.23 (m, 1H), (d, J =
oxoindolin3. 8.1 Hz, 2H), 2.46 — 2.28 (m, 3H), 2.20 (t,
Jlideneyacctamido J=8.7 Hz, 2H), 1.74 — 1.48 (m, 10H),
1.39 (m, 2H), 1.14 (m, 1H), 0.90 (d, J =
5.1 Hz, 6H)
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No. Structure* TUPAC Name NMR (300 or 400 MHz)
NMR (CDCL) 6 8.69 (d, J = 5.7 Hz,
1H), 7.30 (m, 1H), 7.09 (m, 1H), 7.03
@A A9)-4- e S T o8 () 1H), 5.78 (br, TH), 5.59
isopropyleyclohexyDpip "\ iy 4 53 (m. 1H), 3.72 (q, J = 4.2
235 cendinbyD 2 | Hz, 2H), 315 (m, 2H), 2.59 (1, /= 4.2
oxomdo 1: o yal _eéf) Hz, 2H), 2.45 — 2.14 (m, SH), 1.65 (m,
oxopentanami 10H), 1.40 (m, 2H), 1.14 (m, 1H), 0.90
(d, J=4.8 Hz, 6H)
NMR CDCls) 6 8.09 (d, J= 5.7 Hz, 1H),
P . |740(t /=57 Hz, 1H), 7.14 (4, J = 6.0
A A4 S s 10 (1, 7 = 5.7 Hz, 1H), 631 (s,
isopropyleyclobexyDpip g 4 ) (i 1H), 3.15 (d, J = 5.4 Ha,
236 ':;i‘liiﬂ L); 2H), 2.40 (m, 3H), 2.19 (t, J = 5.4 Hz,
ldeneyoetoniuile | 2H): 178 = 149 (n, 7H). 152 (m, 2H),
y 1.40 (m, 2H), 1.15 (m, 1H), 0.90 (d, J =
5.1 Hz, 6H)
o N "HNMR (CD:OD) 5 7.28 (m, 3H),
NAECHASA S g 097275 Ha, TH), 499 (s, 1H),
isopropylcyclohexyl)pip 440 (m, 1H), 3.70 (m, 2H), 3.22 (m
idin-4-y1)-2- - d 2 > 5 Dol N
237 f)r}‘(‘illi dtlyig_;_ 4H), 3.01 - 2.71 (m, 2H), 2.13 - 1.86
])acetamic[o (m, 9H), 1.74 (m, 3H), 1.55 (m, 2H),
¥ 1.26 (m, 1H), 0.96 (d, J = 6.6 Hz, 6H)
TH NMR (CD-0D) 6 7.33 (m, 2H),
ethyl (1-(1-((1s,4s)-4- 7.19(d, J = 8.1 Hz, 1H), 7.11 (q, J =
isopropylcyclohexyl)pip 7.5Hz, 1H), 4.33 (m, 1H), 4.11 (m,
238 eridin-4-yl)-2- 2H), 3.71 (m, 1H), 3.24 (m, 4H), 3.05 -
oxoindolin-3- 2.70 (m, 2H), 2.16 - 1.86 (m, 5H), 1.75
yl)carbamate (m, 4H), 1.56 (m, 2H), 1.26 (m, 6H),
0.96 (d, J = 6.6 Hz, 6H)
TH NMR (CDCl3) 6 7.09 (d, / = 7.2 Hz,
| A-(-(Us4s)-4- 1H), 7.01 (m, 1H), 6.77 (m, 2H), 4.65
isopropyleyclohexylpip | - 7 _ 'y ¢ 7 1H), 426 (m, 1H), 3.13
239 Oxzﬁghtgl)f” (m, 2H), 2.70 (m, 3H), 2.40 - 2.10 (m,
e 1u1eya 4H), 1.88 — 1.31 (m, 13 H), L.14 (s,
¥ 1H), 0.90 (d, J = 6.6 Hz, 6H)
TH NMR (CDCls) & 7.35 (d, J = 7.5 Hz,
. 1H), 7.27 (m, 1H), 7.16 (d, J = 8.1 Hz,
NG A4 s 03 (7275 Hz, 1H), 5.96 (d, J
isopropyleyclohexyDpip | _ 5’5y, "1y, 5,36 (d, J = 7.5 Hz, 1H)
240 z‘;iﬁ(ﬁ)lylgf 4.24 (m, 1H), 3.14 (d, J = 10.8 Hz, 2H),
Disobutyramide 2.52-2.27 (m, 3H), 2.18 (1, J=11.7
y yrami Hz, 2H), 1.80 — 1.47 (m, 10H), 1.40 (m,
2H), 1.23 (m, 7H), 0.90 (d, 6H)
TH NMR (CDCls) & 12.8 (br, 1H), 7.42
2450 30, 6.93 (1, J = 5.4 Hz, 1H),
isopropyleyclohexylpip | 55 ("1} 362 (s, 1H), 3.50 (m
241 eridin-4-yD-2- | 1"3 30 (m, TH), 3.10 — 2.75 (m, 7H),
0x01nd011n—'3—y])acetlc 2.05— 1.40 (m, 11H), 1.22 (m, 1H)
acid 091 (d, J=3.9 Hz, 6H)
THNMR (CD>0D) & 7.33 — 7.27 (m,
3 ¢ methyl 2-(1-(1-((1s,4s)- | 2H), 7.23 (d, J = 5.7 Hz, 1H), 7.06 (1, J
4 = 5.7 Hz, 1H), 4.44 (m, 1H), 3.71 (1, J
242 isopropylcyclohexyl)pip =3.9 Hz, 3H), 3.55 (s, 3H), 3.27 (m,
eridin-4-yl)-2- 4H), 3.13-2.80 (m, 3H), 2.13 - 1.91
oxoindolin-3-yDacetate (m, 6H), 1.77 (m, 3H), 1.56 (t, /= 9.6
Hz, 2H), 1.26 (m, 1H), 0.96 (d, 6H)
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No. Structure* TUPAC Name NMR (300 or 400 MHz)
"HNMR (CDsOD) 6 7.30 (d, J= 5.7
Hz, 2H), 7.23 (d, /= 5.7 Hz, 1H), 7.06
ethyl 2-(1-(1-((1s5.45)-4- | (t, J=5.7 Hz, 1H), 444 (m, 1H), 4.00
243 isopropylcyclohexyl)pip | (m, 2H), 3.71 (m, 2H), 3.27 (m, 4H),
eridin-4-yl)-2- 3.12 -2.30 (m, 4H), 2.12 - 1.90 (m,
oxoindolin-3-yl)acetate | 6H), 1.77 (m, 3H), 1.59 (m, 2H), 1.28
(m, 1H), 1.10 (t, J = 5.4 Hz, 3H), 0.96
(d, J=4.8 Hz, 6H)
isopropyl 2-(1-(1- 'H NMR (CDsOD) § 7.37 — 7.20 (m,
(Lo o) 3H), 7.05 (t, J = 4.8 Hz, 1H), 444 (m,
244 isopropylc;lclohexyl)pip 1H), 3.70 (m, 3H), 3.27 (m, 4H), 3.10 -
eridin-4-yl)-2- 2.82 (m, 4H)3 2.14 - 1.90 (m, 6H), 1.77
oxoindolin-3-yl)acetate (m, 3H), 1.56 (m, 2H), 1.27 (m, 1H),
1.07 (t, J = 4.8 Hz, 6H), 0.95 (d, 6H)
'H NMR (400 MHz, CDCl3) 6 7.33 (d,
J=72Hz, 1H), 7.24 (t, J=7.6 Hz,
1H), 7.18 (d, J=7.6 Hz, 1H), 7.05 (t, J
2-(1-(1-((1s,45)-4- =7.6 Hz, 1H), 6.59 (br, 1H), 5.42 (br,
isopropylcyclohexyl)pip | 1H), 4.26 (m, 1H), 3.83 (t, J = 6.4 Hz,
245 eridin-4-yl)-2- 1H), 3.15(d, /= 11.2 Hz, 2H), 2.91
oxoindolin-3- (dd, J=15.6, 6.4 Hz, 1H), 2.65 (dd, J =
yl)acetamido 15.6, 6.4 Hz, 1H), 2.45 - 2.27 (m, 3H),
2.19(t,J=11.6 Hz, 2H), 1.75 - 1.61
(m, 8H), 1.52 (m, 2H), 1.39 (m, 1H),
1.14 (m, 1H), 0.90 (d, J/ = 6.6 Hz, 6H)
Cn 11 A "HNMR (CD3;0D) & 7.27 (m, 2H),
isip(r:);;élyc(lgff;?n‘;ip 7.14 (d, J = 6.0 Hz, 1H), 7.05 (1, J = 5.7
eridin-4-yl)-2- Hz, 1H), 4.37 (m, 1H), 3.71(m, 2H),
246 . dogn N 3.39 — 3.20 (m, 5H), 2.96 — 2.72 (m,
. ! . | 5H),2.31 (m, 2H), 2.13 - 1.88 (m, 6H),
yhacetamido)propanami |y 50 31" 1 56 (m, 2H), 1.25 (m,
de 1H), 0.96 (d, J=5.1 Hz, 6H)
"H NMR (400 MHz, CDCl5) & 8.53
(1H,d,J=8Hz), 7.31 (1H,td,J =8, 4
2-(1-(1-((1s,45)-4- Hz),7.10 (1H, d, J = 8 Hz), 7.02 (1H, t,
isopropylcyclohexyl)pip | J =8 Hz), 6.83 (1H, s), 4.21-4.26 (1H,
247 eridin-4-yl)-2- m), 3.13 (H, d,J = 6 Hz), 2.29-2.45
oxoindolin-3-yl)-N- (3H, m), 2.18 (2H, t, ] = 12 Hz), 1.59-
methoxyacetamide 1.71 (7H, m), 1.56 (9H, s), 1.34-1.52
(4H, m), 1.13 (1H, s), 0.89 (6H, d, J =8
Hz)
'HNMR (CD;OD) 6 7.16 (dd, J = 8.4,
2-(5-fluoro-1-(1-((1s,4s)- #.2 Hz, 1H), 7.07 (m, 1H), 4.42 (s, 3H),
4- B.69 (d, J=11.4 Hz, 2H), 3.53 (s, 3H),
248 isopropylcyclohexylpiper B.20 (m, 3H), 2.96 — 2.74 (m, 4H), 2.10 —
idin-4-yl)-2-oxoindolin-3- [1.86 (m, 6H), 1.75 (m, 3H), 1.54 (m,
yl)-N-methoxyacetamide [2H), 1.24 (m, 1H), 0.95 (d, J = 6.6 Hz,
6H)
'"H NMR (CDCls) 67.30 (d, /= 7.5 Hz,
2-(1-(1-(4,4- 1H), 7.22 (m, 2H), 7.04 (m, 1H), 5.40
249 di.mclhylcyclohojxyl)pipcri br, 1H), 4.26 (m, 1H), 3.77 (s, 3H), 3.07
din-4-y1)-2-oxoindolin-3- (d, J= 8.1 Hz, 2H), 2.68 (m, 1H), 2.45 -
yl)-N-methoxyacetamide [2.25 (m, 5H), 1.68 (m, 6H), 1.45 (m,
“H), 1.23 (m, 2H), 0.90 (s, 6H)
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No. Structure* TUPAC Name NMR (300 or 400 MHz)
'"HNMR (CDCls) 67.31 (d, J=7.5 Hz,
N 'hy&rl(:;ys‘)zf‘(l' DH), 7.17 (m, 1H), 7.04 (t, J = 7.5 Hz,
250 iqopropy]cyé]ohexy])piper IH), 4.18 (m, 1H), 3.80 (t, / = 6.6 Hz,
i;lin-4-yl)-2-oxoindolin—3— 1H), 3.15(d, J = 10’.5 Hz, 2H), 2.80 —
yDacetamido 2.20 (m, 7H), 1.67 (m, 9H), 1.39 (m,
DH), 1.15 (m, 1H), 0.90 (d, 6H)
'H NMR (400 MHz, CDCl3) & 7.92 (br,
1H), 7.28 (m, 2H), 7.18 (d, J = 7.6 Hz,
2-(1-(1-((1s,45)-4- 1H), 7.04 (t, J=7.6 Hz, 1H), 4.59 (br,
isopropylcyclohexyl)piper [{IH), 4.26 (m, 1H), 3.83 (t, / = 6.4 Hz,
251 idin-4-y1)-2-oxoindolin-3- [IH), 3.14 (d, J = 10.8 Hz, 2H), 2.82 (dd,
y)-N'- V=15.6, 6.8 Hz, 1H), 2.60 (m, 4H), 2.45
methylacetohydrazide  |-2.15 (m, 3H), 2.19 (t, /= 11.6 Hz, 2H),
1.78 — 1.59 (m, 7H), 1.52 (m, 2H), 1.38
m, 2H), 1.14 (m, 1H), 0.90 (d, 6H)
'"H NMR (400 MHz, CDCl3) § 9.71 (br,
1H), 8.83 (br, 1H), 7.26 (d, J = 7.6 Hz,
1H), 7.23 (d, /= 7.6 Hz, 1H), 7.16 (d, J
N'-acetyl-2-(1-(1-((1s,4s)- £ 8.0 Hz, 1H), 7.02 (t, J = 7.6 Hz, 1H),
4- 1.26 (m, 1H), 3.83 (t, J = 6.4 Hz, 1H),
252 isopropylcyclohexylpiper B.12 (d, J=10.4 Hz, 2H), 2.92 (dd, J =
idin-4-yl)-2-oxoindolin-3- [16.0, 6.4 Hz, 1H), 2.73 (dd, J = 16.0, 6.4
yl)acetohydrazide Hz, 1H), 2.45 -2.27 (m, 3H), 2.17 (t,J
F 11.2 Hz, 2H), 2.03 (s, 3H), 1.77 — 1.46
m, 9H), 1.38 (m, 1H), 1.13 (m, 2H),
0.90 (d, J = 6.6 Hz, 6H)
THNMR (CDCls) 5 9.20 (br, 1H), 7.38
N-(benzyloxy)-2-(1-(1-  |(m, 5H), 7.28 (m, 3H), 7.03 (m, 1H),
((1s4s)-4- 1.94 (m, 3H), 4.33 (m, 1H), 3.79 (m,
253 isopropylcyclohexyl)piper [IH), 3.10 (d, /= 11.1 Hz, 2H), 2.78 —
idin-4-yl)-2-oxoindolin-3- PR.45 (m, 4H), 2.33 (t, J = 11.7 Hz, 2H),
ylacetamido 1.84 — 1.48 (m, 9H), 1.36 (m, 2H), 1.15
m, 1H), 0.90 (d, J = 6.6 Hz, 6H)
'H NMR (DSMO-dg) 6 10.15 (br, TH),
7.69 (m, 1H), 7.52 (d, J = 5.4 Hz, 1H),
3-(2-hydroxyethyl)-1-(1- [7.32(d, J=5.4 Hz, 1H), 7.25(t, /=54
254 ((1s45)-4- Hz, 1H), 7.03 (t, J = 5.4 Hz, 1H), 4.51
- lisopropyleyclohexylpiper (m, 1H), 3.60 —3.12 (m, 8H), 2.82 (d, J
idin-4-yl)indolin-2-one | 6.3 Hz, 2H), 2.03 (m, 1H), 1.91 - 1.58
m, 8H), 1.48 — 1.14 (m, SH), 0.88 (d, J
E 4.8 Hz, 6H)
'H NMR (DSMO-ds) & 7.88 (s, 1H), 7.36
N-2-(1-(1-((1s 45)-4- d, J=5.7Hz, 1H), 7.27 (t, J = 5.7 Hz,
255 isopropyleyclohexyl)piper [IH), 7.04 (t, J=5.7 Hz, 1H), 3.50 — 3.00
idin-4-yl)-2-oxoindolin-3- (m, 12H), 1.98 (m, 2H), 1.79 — 1.58 (m,
yhethyDacetamido 12H), 1.38 (m, 2H), 1.14 (m, 1H), 0.90
d, /=4.8 Hz, 6H)
, - 'H NMR (CDsOD) §7.40 (t, J = 5.7 Hz,
(2.5(1).'2'?1‘\?”;? L H,7.32(1,0=57 Hz, 1H), 7.20 (4, J =
guanl((lilo4R)(4( (- k7 Hz, 1H),7.11 (1, J = 5.7 Hz, 1H),
256 isopmpym;’c lohexypiper (-4 (m. TH), 3.83 (m. 2H). 3.71(d. J =
idin-4-y1)-2-oxoindolin-3- 8.7 Hz, 2H), 3.56 (m, 1H), 3.40 - 3.20
y1)ethyl)pentanamide m, 10H), 2.86 (m, 2H), 2.17 - 1.50 (m,
19H), 1.26 (m, 2H), 0.96 (d, 6H)
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No. Structure® TUPAC Name NMR (300 or 400 MHz)
'"H NMR (400 MHz, CDCl3) 5 7.36 (d, J
F7.5Hz, 1H), 7.29 (d, /= 7.5 Hz, 1H),
1-(1-((1s,45)-4- [7.25 = 7.15 (m, 2H), 7.01 (m, 2H), 4.29
isopropylcyclohexyl)piper (m, 1H), 4.10 (m, 1H), 3.91 (m, 1H),
257 idin-4-yl)-3- B.83 (m, 1H), 3.75 (m, 1H), 3.63 (m,
((tetrahydrofuran-3- 1H), 3.50 (t, J= 5.6 Hz, 1H), 3.13 (m,
yDmethyl)indolin-2-one  PH), 2.24 — 2.05 (m, 6H), 1.97 — 1.47 (m,
12H), 1.41 (m, 2H), 1.15 (m, 1H), 0.90
d, J=6.6 Hz, 6H)
'"H NMR (400 MHz, CDCl3) & 7.26 (m,
1H), 7.18 (m, 2H), 7.03 (t, /= 7.5 Hz,
1-(1-((1s,4s)-4- 1H), 5.36 (br, 1H), 4.28 (m, 1H), 3.69
258 isopropylcyclohexyl)piper (br, 2H), 3.42 (q, /= 5.6 Hz, 1H), 3.16 —
idin-4-yl)-3-(pyrrolidin-3- P2.90 (m, 4H), 2.50 — 2.30 (m, 4H), 2.21
ylmethyl)indolin-2-one  (t, J=11.2 Hz, 2H), 2.03 (m, 2H), 1.78 —
1.33 (m, 11H), 1.22 (d, J = 5.6 Hz, 2H),
1.14 (m, 1H), 0.90 (d, J = 6.6 Hz, 6H)
"HNMR (CDCls) § 7.50 (d, J = 5.4 Hz,
1H), 7.33 (t, J=5.7 Hz, 1H), 7.22 (d, J =
; ; 5.7 Hz, 1H), 7.11 (t, J=5.7 Hz, 1H),
].mpfogy ](Clyg (1); éfz,]?piper 1.25 (m, 1H), 3.64 (dd, J = 6.6, 3.3 Hz,
259 iain»4—yl)»2-0xoin&0hn—3» 1), 3.14 (m, 2H), 3.08 (d, J = 3.3 Hz,
yDacetonitrile 1H), 2.73 (dd, J = 12.6, 6.6 Hz, 1H),
2.48 —2.30 (m, 3H), 2.20 (t, /= 8.7 Hz,
PH), 1.78 — 1.50 (m, 13H), 1.39 (m, 2H),
1.14 (m, 1H), 0.90 (d, J = 4.8 Hz, 6H)
(Z)-5-fluoro-3-
(hydroxyimino)-1-(1-
260 ((Is4s)-4-
isopropylcyclohexyl)piper
| idin-4-yl)indolin-2-one
(Z)-3-(hydroxyimino)-1-
261 . (l-(4-(pr0pan-2-. .
ylidene)cyclohexyl)piperi
din-4-yl)indolin-2-one
(Z)-5-fluoro-3-
(hydroxyimino)-1-(1-(4-
262 (propan-2-
ylidene)cyclohexyl)piperi
"| din-4-yl)indolin-2-one
(Z)-5-bromo-3-
(hydroxyimino)-1-(1-
263 ((1s,45)-4-
isopropylcyclohexyl)piper
" | idin-4-yl)indolin-2-one
(£)-5-chloro-3-
(hydroxyimino)-1-(1-
264 ((Ls4s)-4-
. [isopropylcyclohexyl)piper
idin-4-yl)indolin-2-one
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Structure*

TUPAC Name

NMR (300 or 400 MHz)

265

=

(Z)-3-(hydroxyimino)-1-
(1-((1s,4s)-4-
isopropylcyclohexyl)piper
idin-4-yl)-2-oxoindoline-
S-carbonitrile

266

i idin-4-yl)-2-oxoindolin-5-

(Z)-3-(hydroxyimino)-1-
(1-((1s,45)-4-
isopropylcyclohexyl)piper

yl carbamate

267

@)-1-(1-((1R59)-
bicyclo[3.3.1]nonan-9-
yDpiperidin-4-y1)-3-
(hydroxyimino)indolin-2-
one

268

(@)-1-(1-((1R,55)-
bicyclo[3.3.1]nonan-9-
yD)piperidin-4-yl)-5-
fluoro-3-
(hydroxyimino)indolin-2-
one

269

2-((Z)-5-fluoro-1-(1-
((1s,4s)-4-
isopropyleyclohexyl)piper
idin-4-yl)-2-oxoindolin-3-
ylidene)acetamide

270

(£)-2-(5-fluoro-2-oxo-1-
(1-(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
ylidene)acetamide

271

(Z)-2-(5-cyano-2-oxo-1-
(1-(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
ylidene)acetamide

272

(D-2-(1-(1-
(bicyclo[3.3.1]nonan-9-
yDpiperidin-4-y1)-2-
oxoindolin-3-
ylidene)acetamide

273

(2)-2-(1-(1-((6.6-
dimethylbicyclo[3.1.1]Thep
tan-2-yl)methyl)piperidin-

4-yl)-2-oxoindolin-3-
ylidene)acetamide
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TUPAC Name

NMR (300 or 400 MHz)

274

S

Structure*

2-(2-ox0-1-(1-(4-(propan-

ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetamide

275

. |idin-4-yl)-2-oxoindolin-3-

2-(5-fluoro-1-(1-((1s,4s)-

isopropylcyclohexyl)piper

yl)acetamide

276

2-(5-fluoro-2-ox0-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetamide

277

- |idin-4-yl)-2-oxoindolin-3-

2-(5-cyano-1-(1-((1s,4s)-
4-
isopropylcyclohexyl)piper

ylacetamide

278

2-(5-cyano-2-oxo-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yhacetamide

279

2-(1-(1-(((2R)-6,6-
dimethylbicyclo[3.1.1]hep
tan-2-yl)methyl)piperidin-
4-y1)-2-oxoindolin-3-
yl)acetamide

280

2-(1-(1-
(bicyclo[3.3.1]nonan-9-
yDpiperidin-4-yl)-2-
loxoindolin-3-yl)acetamide

281

2-(1-(1-
(bicyclo[3.3.1]nonan-9-
yDpiperidin-4-yl)-5-
fluoro-2-oxoindolin-3-
yl)acetamide

282

N-(2-(5-fluoro-1-(1-
((1s,4s)-4-
isopropylcyclohexyl)piper
idin-4-yl)-2-oxoindolin-3-
yDethyl)acetamide

10

20

30

40

50



(64) JP 7011596 B2 2022.2.10

oooooan

NMR (300 or 400 MHz)

No. Structure* TUPAC Name

N

283

N-(2-(2-oxo-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yDethyDacetamide

284

2-(2-0x0-1-(1-(4-(propan-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yDacetonitrile

285

2-(5-fluoro-1-(1-((1s,4s)-

isopropylcyclohexyl)piper

idin-4-yl)-2-oxoindolin-3-
yDacetonitrile

286

2-(5-fluoro-2-oxo-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yDacetonitrile

287

2-(1-(1-((1R,5S)-
bicyclo[3.3.1]nonan-9-
yDpiperidin-4-y1)-2-
oxoindolin-3-
yDacetonitrile

288

2-(1-(1-((6,6-
dimethylbicyclo[3.1.1Thep

. [tan-2-yl)methyl)piperidin-

4-yl)-2-oxoindolin-3-
yDacetonitrile

289

2-(1-(1-((1R,55)-
bicyclo[3.3.1]nonan-9-
yDpiperidin-4-y1)-5-
fluoro-2-oxoindolin-3-
yDacetonitrile

290

(28)-2-amino-5-
guanidino-N-(2-(2-oxo-1-
(1-(4-(propan-2-

‘ ylidene)cyclohexyl)piperi

din-4-yl)indolin-3-

ylethyl)pentanamide
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No. Structure* TUPAC Name NMR (300 or 400 MHz)

291

3 (25)-2-amino-N-(2-(5-

cyano-2-oxo-1-(1-(4-
(propan-2-

ylidene)cyclohexyl)piperi

din-4-yl)indolin-3-
yl)ethyl)-5-
guanidinopentanamide

292

(25)-2-amino-N-(2-(5-
fluoro-1-(1-((1s,4R)-4-

" lisopropylcyclohexyl)piper

idin-4-yl)-2-oxoindolin-3-
ylethyl)-5-
guanidinopentanamide

293

(28)-2-amino-N-(2-(5-
cyano-1-(1-((1s,4R)-4-
isopropylcyclohexyl)piper
idin-4-yl)-2-oxoindolin-3-
ylethyl)-5-
guanidinopentanamide

294

IN-(2-0x0-1-(1-(4-(propan-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetamide

295

N-(5-fluoro-1-(1-((1s,4s)-
4-
isopropylcyclohexyl)piper

_ |idin-4-yl)-2-oxoindolin-3-

yl)acetamide

296

N-(5-fluoro-2-oxo-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetamide

297

N-(5-fluoro-1-(1-((1s,4s)-
4-
isopropylcyclohexyl)piper

 |idin-4-yl)-2-oxoindolin-3-

yDisobutyramide

298

IV-(2-0x0-1-(1-(4-(propan-
2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yDisobutyramide
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No.

Structure*

TUPAC Name

NMR (300 or 400 MHz)

299

ity

N-(5-fluoro-2-oxo-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)isobutyramide

300

. [idin-4-yl)-2-oxoindolin-3-

N-(5-cyano-1-(1-((1s,4s)-
4-
isopropylcyclohexyl)piper

yl)acetamide

301

 |idin-4-y1)-2-oxoindolin-3-

N-(5-cyano-1-(1-((1s,4s)-
4-
isopropylcyclohexyl)piper

ylisobutyramide

302

IV-(5-cyano-2-oxo-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetamide

303

ethyl (2-oxo-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)carbamate

304

ethyl (5-fluoro-1-(1-
((1s,45)-4-
isopropylcyclohexyl)piper
idin-4-yl)-2-oxoindolin-3-
yl)carbamate

305

ethyl (5-fluoro-2-oxo-1-
(1-(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)carbamate

306

. [idin-4-yl)-2-oxoindolin-3-

ethyl (5-cyano-1-(1-
((1s4s)-4-
isopropylcyclohexyl)piper

yl)carbamate

ethyl (5-cyano-2-oxo-1-
(1-(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)carbamate
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TUPAC Name

NMR (300 or 400 MHz)

308

Structure*

<

o O]

_ [tan-2-yD)methyl)piperidin-

ethyl (1-(1-(((2R)-6,6-
dimethylbicyclo[3.1.1]Thep

4-yl)-2-oxoindolin-3-
yl)carbamate

309

ethyl (1-(1-
(bicyclo[3.3.1]nonan-9-
yD)piperidin-4-yl)-2-
oxoindolin-3-yl)carbamate

310

ethyl (1-(1-
(bicyclo[3.3.1]nonan-9-
yDpiperidin-4-y1)-5-
fluoro-2-oxoindolin-3-
yl)carbamate

311

IV-methoxy-2-(2-oxo-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
ylacetamide

312

S0

2-(5-fluoro-2-oxo-1-(1-(4-
(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-yl)-NV-
methoxyacetamide

313

[N-hydroxy-2-(2-oxo-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetamide

314 s

idin-4-yl)-2-oxoindolin-3-

2-(5-cyano-1-(1-((1s,4s)-
4.
isopropylcyclohexyl)piper

yD)-N-methoxyacetamide

315

2-(1-(1-((1R,58)-
bicyclo[3.3.1]nonan-9-
yDpiperidin-4-y1)-2-
oxoindolin-3-yl)-N-
methoxyacetamide
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Structure*
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316

2-(1-(1-((1R,59)-
bicyclo[3.3.1]nonan-9-
yl)piperidin-4-yl)-2-
oxoindolin-3-y1)-N-
hydroxyacetamide

317

2-(5-bromo-1-(1-((1s,4s)-
4-

isopropylcyclohexyl)piper

 [idin-4-y1)-2-oxoindolin-3-

yl)-N-methoxyacetamide

318

N'-methyl-2-(2-oxo0-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetohydrazide

319

2-(5-fluoro-1-(1-((1s.4s)-
4-
isopropylcyclohexyl)piper
idin-4-yl)-2-oxoindolin-3-
yl)-N'-
methylacetohydrazide

320

2-(5-bromo-1-(1-((1s,4s)-
4-
isopropylcyclohexyl)piper

idin-4-yl)-2-oxoindolin-3-

yl)-N'*-
methylacetohydrazide

321

N'-acetyl-2-(2-oxo0-1-(1-
(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetohydrazide

322

V'-acetyl-2-(5-fluoro-1-(1-
((1s,45)-4-
isopropylcyclohexyl)piper
idin-4-yl)-2-oxoindolin-3-
yhacetohydrazide

w
[
w

N'-acetyl-2-(5-fluoro-2-
oxo-1-(1-(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)indolin-3-
yl)acetohydrazide

10

20

30

40

50



(69) JP 7011596 B2 2022.2.10

oooooog

No. Structure* IUPAC Name NMR (300 or 400 MHz)

T

1-(1-(4-(propan-2-
ylidene)cyclohexyl)piperi
din-4-yl)-3-(pyrrolidin-3-
ylmethyl)indolin-2-one

324

5-fluoro-1-(1-((1s,45)-4-
isopropylcyclohexyl)piper
idin-4-yl)-3-(pyrrolidin-3-

ylmethyl)indolin-2-one

10
325

1-(1-((15,45)-4-
isopropylcyclohexyl)piper
idin-4-yl)-2-0x0-3-
(pyrrolidin-3-
ylmethyl)indoline-5-
carbonitrile
1-(1-((1s5,45)-4-
isopropylcyclohexyl)piper
idin-4-yl)-2-o0xo0-3-
(pyrrolidin-3-
ylmethyl)indoline-5-
carboxamide

326

327 20

3-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-1-
(1-((1s.4s)-4-
isopropylcyclohexyl)piper
" | idin-4-yl)indolin-2-one

328

isopropyl 2-(1-(1-((1s.4s)-

4-
isopropylcyclohexyl)piper 30
{ . [idin-4-yl)-2-oxoindolin-3-
Y yhacetimidate

329

goooaon
goooobooobooboobooobooboobooboo0oobooobooboooboao
ugbooboooboboboooboboooboobobobbod

gooooan

oooooan

Table 3 40

No. Structure* Name NMR (300 0r 400 MHz)

® '"HNMR (300 MHz, CDCl;) 8
' ¥ 1'-(cis-[1,1'- 7.58 (1H, m), 7.34 (1H, t, J =6
bi(cyclohexan)]-4-yD)-1,2- | Hz), 7.25,t,J =6 Hz), 7.15 (1H,
dihydro-3H- d, 6 Hz), 4.51 (2 H, s), 3.0 (4H,
spiro[isoquinoline-4,4'- m), 2.19 (4H, d, ] =10 Hz), 1.71
piperidin]-3-one (12 H, m), 1.26 (8H, m), 0.82
(3H, m)
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No. Structure* Name NMR (300 0r 400 MHz)
'H NMR (CDCl3) 8, J = 6 Hz),
740 (1H, t,J =6 Hz), 7.25 (1H,
1'-(cis-[1,1'-bi(cyclohexan)]- t,J=6Hz),7.15(H,d, =6
331 4-yl)-2-methyl-1,2-dihydro- | Hz), 4.56 (2H, s), 3.82 (2H, m),
3H-spiro[isoquinoline-4.4'- | 3,36 (3H, m), 3.11 (3H, ), 3.03
piperidin]-3-one (1H, m), 2.06 (4H, m), 1.73 (8H,
m), 1.26 (8H, m), 0.82 (3H, m)
'"HNMR (DMSO, de) 8,J =6
Hz), 7.40 (1H, t, T = 6 Hz), 7.37
i A 1H,t,J=6Hz), 728 (1H,d,J =
isoprrz)lgi'tllz;czlo(llleglls)—_;—oxo— PH?).4.64 CH, 5), 4.27 CH, ),
332 spivol soquinaline s 4. P67 GH:$), 3.5 GH, m), 3.2 (1H,
piro[isoquinoline-4,4
L m), 2.18 (2H, d, J =8 Hz), 1.83
piperidin]-2(3H)-yl)acetate AL, m), 1.69 (4H, m), 142 (2H
m), 1.15 (1H, m), 0.88 (6H, d, J =
bHz)
'H NMR (DMSO, d¢) 5,J = 6
Hz), 7.39 (1H, t, ] = 6Hz), 7.33
isopropyl 2-(1'-(cis-4- 1H, t,J =6Hz), 729 (1H, d, J =
333 lisopropylcyclohexyl)-3-oxo- PHz), 4.63 (2H, s), 4.13 (2H, s),
1H-spiro[isoquinoline-4,4'- B.5 (4H, m), 3.20 (1H, m), 2.17
piperidin]-2(3H)-yDacetate (2H, d,J =8 Hz), 1.82 (4H, m),
1.67 (4H, m), 1.39 (11H, s), 1.16
1H, m), 0.87 (6H, d, ] = 5 Hz)
'H NMR (DMSO, de) 8,1 = 6
Hz), 7.38 (1H, t, ] = 6Hz), 7.31
2-(1'-(cis-4- 1H,t,J = 6Hz),7.28 (1H, d, J =
isopropyleyclohexyl)-3-oxo- 6 Hz), 4.62 (2H, s), 4.14 (2H, s),
334 1H-spiro[isoquinoline-4,4'- 3.1 (1H, m), 2.3 (2H, m), 2.19
piperidin]-2(3H)-yDacetic  (2H, m), 1.77 (4H, m), 1.67 (4H,
acid m), 1.40 (2H, m), 1,13 (1H, m,),
0.9 (6H, d,)
'"H NMR (CDCl3) 8,1 =6 Hz),
i 7.34 (1H, t, J = 6 Hz), 7.25 (1H, t,
_ 2-(1'(cis-4- I = 6 Hz), 7.18 (1H, d, ] = 6 Hz),
isopropyleyclohexyl)-3-0x0- y 15 oy ) 2 85 (4H, m), 2.30
335 1117spi.ro[i_st?quinolineAA'f 1H, m), 2.22 (2H, d, J — 8 Hz),
piperidin]-2(3H)- D.05 (2H, m), 1.6 (10H, m), 1.37
yhacetamide 2H, m), 1.12 (1H, m), 0.88 (6H,
d,J=5Hz)
'"HNMR (DMSO- d¢) 8,1 =6
Hz), 7.38 (1H, t, J = 6Hz), 7.32
1'-(cis-4- 1H,t,J=6Hz), 7.29 (1H,d, ] =
isopropylcyclohexyl)-2-(2- |6 Hz), 4.65 (2H, s), 3.62 (2H, m),
336 methoxyethyl)-1,2-dihydro- [3.48 (4H, m), 3.25 (3H, s), 3.2
3H-spiro[isoquinoline-4,4"-  (1H, m), 2.39 (3H, m), 2.13 (2H,
piperidin]-3-one d, J =8 Hz), 1.83 (4H, m), 1.70
4H, m), 1.40 (2H, m), 1.13 (1H,
m), 0.9 (6H, d)
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No. Structure* Name NMR (300 0r 400 MHz)
'H NMR (DMSO, dg) 8, (1H, t, J
= 6 Hz), 7.28 (1H, d, T = 6 Hz),
tert-butyl 3-(1'-(cis-4- A.61 (2H, s), 3.64 (2H, m), 3.47
isopropylcyclohexyl)-3-oxo- (4H, m), 3.21 (1H,m), 2.4 (3H,
337 1H-spiro[isoquinoline-4,4'- ), 2.12 (2H, d, J = 8 Hz), 1.84
piperidin]-2(3)- 4H, m), 1.69 4H, m), 1.31 (11H,
yl)propanoate s), 1.57 (1H, m), 0.88 (6H, d, J =
5 Hz)
"HNMR (DMSO, d¢) § 10.0 (1H,
m), 7.46 (1H, d, J = 6 Hz), 7.38
e 1H,t, J=6Hz), 7.32 (1H, 1, I =
- Zll(cis4 bHz), 7.30 (1H, d, J = 6Hz), 4.65
1sop10pylcycloh_exy1)—3—0x0— 2H. 5, 420 (2H, m), 3.70 (2H
338 1E-spirolisoquinoline-4.4'- 40" O 3 00 (16, m),
piperidin]-2(3H)-yDethyl 2.1’5 EZH d J _ 8 He) 1‘99’ (3}’1
acetate 5), 1.84 (4H, m), 1.68 (4H, m),
1.41 (2H, m), 1.15 (1H, m), 0.88
6H, d, ] = 5 Hz)
oo 8 'H NMR (DMSO, d¢) 87.35 (1H,
e t, J = 6Hz), 7.33 (1H, d, J = 6 Hz),
. 2-(1(cis-4 4.74 (2H, ), 4.56 (2H, s), 3.5 (4H,
isopropyleyclohexyD)-3- 4 ) S n T . 2,18 (2H. d, ) =
339 OXZK’ :pé;fclll:l(]’qf(‘;g'“e 8 Hz), 1.83 (4H, m), 1.69 (4H, m),
’ }l')l)lzjicetonitrgle " 140 2H, m), 1.17 (1H, m), 0.88
6H, d, J = 5 Hz)
'H NMR (DMSO, d¢) 8 10.6 (1H,
m), 8.06 (3H, m), 7.54 (1H,d, J =
2-(2-aminoethyl)-1'-(cis-4- 611—11; ),[7].3_8 6(II-IIZ)’ t’7J22 (6137‘)‘3 7J' 3_2 6
isopropylcyclohexyl)-1,2- N D ) 7 A
340 dihydro 341 Hz), 4.68 (2H, s), 3.68 (2H, m),
A . [B.47 (4H, m), 3.16 (2H, m), 3.03
SplI'O_[lSOgl}anlll’le—4,4— 2H, m), 2.22 (2H, d, J = 8 Hz)
_ piperidin]-3-one 1.84 (4H, m), 1.68 (4H, m), 1.42
2H, m), 1.14 (1H, m), 0.88 (6H,
d, ) =5Hz)
'H NMR (DMSO, d¢) 8, 7.96 (1H,
. m), =6 Hz), 7.32 (1H, t, T =
_ 1-(2-(1'-(cis-4- 6Hz), 7.28 (1H, d, J = 6 Hz), 4.68
isopropylcyclohexyl)-3-oxo- (2H, s), 3.59 (2H, m), 3.46 (4H,
341 1H-spiro[isoquinoline-4,4'- m), 3.17 (1H, m), 2.20 (?H, d, J =
piperidin]-2(3H)- 8 Hz), 1.83 (4H, m), 1.60 (4H, m),
yDethyl)guanidine 1.40 (2H, m), 1.14 (1H, m), 0.88
6H, d, ] =5 Hz)
'H NMR (DMSO, de) 8, 8.98 (1H,
. . m), 8.29 (3H, m), 7.88 (1H, m), =
(3)'2'“(‘?2’1',5('3‘”‘21‘11“0'1\/ " bHz),7.32 (1H, 1] = 6Hz), 7.28
. <A1 AeIs-a- 1H, d,J = 6 Hz), 4.69 (°H, s),
342 lisopropylcyclohexyl)-3-oxo- 3.82 (1H, m), 3.15 (4H, m), 2.20
- 1H-spiro[isoquinoline-4,4'- 2H d J’— g HZ) 1.86 .(SH, r'n')
- L H _7 _ 13 .3 - £ . £ £
piperidin]-2(3H) 1.71 (4H, m), 1.51 (2H, m), 1.41
yDethyl)pentanamide 2H, m). 1.13 (1H, m), 0.88 (6H,
d,J=35Hz)
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No. Structure* Name NMR (300 0r 400 MHz)
{ '"H NMR (CDCl3) 8,J =6 Hz),
. 7.33 (1H, t, T = 6 Hz), 7.25 (1H. t,
I-(2-(1'-(cis-4-
isopl'olﬁ\)'l(c;ic(lloll(::(;;;-’»-oxo- ) =6Hz),7.19 (1H, d, ] = 6 Hz),
1H-spiro[iso uinoline’# 4'- p-00 (1H, m), 4.59 (2H, s), 3.70
343 giperi dig]-Z(’% . (2H.m), 338 CH.m), 2.84 (6H,
yl)ethyl)methanesulfonamid 8), 2.30 (1H, m), 2.19 (2H, d, J =
N 8 Hz),2.01 (2H, m), 1.65 (8H, m),
1.36 (2H, m), 1.12 (1H, m), 0.88
6H, d, J =5Hz)
'"H NMR (DMSO, d¢) 8, (2H, s),
e 8.5 (4H, = 4 Hz), 2.81 (3H,m),
| N2 (cis-4- 0.33 (2H,m), 2.23 (2H, m), 2.04
isopropyleyclobexyl)-3-0X0- yop 1y 1,71 (2H, m), 1.59 (6H,
344 1H-sp1_10[1_sc?qu1n0hne-4,4 * ), 1.36 (2H, m), 1.12 (1H, m),
piperidin]-2(3H)- 0.87 (6H, d)
yDethyl)aminosulfonamide ’
'"H NMR (300 MHz, CDCl3) § 7.1
2-(1'-(cis-4- - 7.8 (8H, m), 4.41 (2H, s), 4.59
isopropylcyclohexyl)-3-oxo- 2H, s). 4.06 (2&)’ m), 3.02 (4H,
7-phenyl-1#- m), 2.9 (4H,m), 2.1 (4H, m), 1.65
345 spiro[isoquinoline-4,4'- 8H, m), 1.36 (2H, m), 1.10 (1H,
piperidin]-2(3H)- m), 0.86 (6H, d, J =5 Hz)
yDacetamide
'"HNMR (300 MHz, CDCl3) &
7.85 (1H, d, J =6 Hz), 7.61 (1H,
2-(2-aminocethyl)-1'-(cis-4- - J=0Hz),7.56 (2H, d, J =
isopropylcyclohexyl)-7- 6Hz), 7.45 (2H, t, J = 6Hz), 7.38
346 phenyl-1,2-dihydro-3f-  [(1H. d,J=6Hz), 7.34 (1H, br s),
spiro[isoquinoline-4,4-  #.66 (2H, 5), 3.77 (2H, m), 3,62
piperidin]-3-one PH, m), 3.40 (2H, m), 3.0 (5H,
m), 1.8 (4H, m), 1.44 (2H, m),
1.26 (1H, m), 0.91 (6H, d)
'H NMR (300 MHz, CDCl3) &
2-(2-aminoethyl)-7-bromo- [7.68 (1H, d, J = 6 Hz), 7.50 (1H,
1'-(cis-4- dd,J=6,1.2Hz),7.29 (IH,d,J =
347 isopropylcyclohexyl)-1,2- 1.2 Hz), 4.57 (2H, s), 3.74 (2H,
dihydro-3H- m), 3.59 (2H, m), 3.37 (2H, m),
spiro[isoquinoline-4,4'- 3.09 (1H, m), 2.98 (3H, m), 2.06
piperidin]-3-one 4H, m), 1.71 (4H, m), 1.47 (2H,
m), 1.24 (1H, m), 0.90 (6H, d)
® 'H NMR (300 MHz, CDCl3) &
o 7.43 (1H, d, J = 6 Hz), 7.34 (1H,
~ 7-bromo-1"-(cis-4- d,J=6 Hz),7.31 (1H, brs), 6.04
150prop3flcyclohexyl)—l,2— 1H, m), 4.46 (2H, s), 2.83 (3H,
348 _ dihydro-3H-- 4y 532 (1H, m), 2.19 (2H, d, ] =
splro_[lsogq1nollne—4,4 - 8 Hz), 1.98 (2H, m), 1.63 (8H, m),
piperidin]-3-one 1,36 (2H, m), 1.12 (1H, m), 0.88
6H, d, J =5 Hz)
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'"H NMR (CDCl3) 8] = 6 Hz),
7.31 (1H, t, ] =6 Hz), 7.23 (1H. 1,
N I=6Hz),7.12 (1H, d,J = 6 Hz),
. 1-Q2-(I(cis-4- 6.12 (1H, m), 5.0 (2H, m), 4.64
lisopropylcyclohexyl)-3-oxo- OH. 5). 3.64 (4H, m), 3.42 (2H
349 1H-spiro[isoquinoline-4,4'- i ’ ” P AT
piperidin]-2(3H)- m)? 3.27 (2H, m), 2.92 (1H, m),
yDethylurea 2.62 (2H, m),2.32 (2H,d,J =8
Hz), 1.91 (5H, m), 1.65 (4H, m),
1.36 (2H, m), 1.21 (1H, m), 0.89
6H, d, ] = 5 Hz)
'"H NMR (300 MHz, CDCl;) &
I (cis4- 7.39 (1H, d, ] = 6 Hz), 7.12 (1H,
isopropyleyclohexyl)-7- dlI{I =rr?) I_ZZZL’ 46&,9,2_1( 151,31:; 38)(’ 461;10
350 mf’_thﬂ'l’Q'_‘thdrO;ff' m), 2.34 3H, 5),2.19 (2H, d, T =
spirolisoquinoline-4.4= g 1) " 00 (3H, m), 1.64 (SH, m),
piperidin]-3-one 1.36 (2H, m), 1.12 (1H, m), 0.88
6H, d,] =5 Hz)
'HNMR (CDCls) 8] = 6 Hz),
7.36 (1H, t,J =6 Hz), 7.53 (1H, t,
R-(2-hydroxyethyl)-1'-(cis-4- [ = 6 Hz), 7.15 (1H, d, J = 6 Hz),
isopropylcyclohexyl)-1,2-  ¥.62 (2H, s), 3.86 (2H, m), 3.70
351 dihydro-3H- 2H, m), 3.25 (1H, m), 3.12 (2H,
spiro[isoquinoline-4,4 - m), 2.17 (2H, d, J = 8§ Hz), 1.84
piperidin]-3-one 4H, m), 1.66 (4H, m), 1.41 (2H,
m), 1.18 (1H, m), 0.89 (6H, d, J =
5 Hz)
'"HNMR (CDCl3) 8] = 6 Hz),
7.33 (1H, t, J = 6 Hz), 7.26 (1H, t,
1-(2-(1'-(cis-4- I =6 Hz),7.18 (1H, d, ] = 6 Hz),
isopropyleyclohexyl)-3-ox0- 5.85 (1H, m), 4.62 (2H, s), 3.75
352 1H-spiro[isoquinoline-4,4'-  (2H, m), 2.83 (3H, br s), 2.33 (1H,
piperidin]-2(3H)- m), 2.18 (2H, m), 2.05 (2H, m),
yDethylthiourea 1.65 (8H, m), 1.37 (2H, m), 1.23
1H, m), 0.87 (6H, d, J = S Hz)
'"HNMR (CDCl3) 8), d, ] = 8 Hz),
1.61 (11H, m), 1.40 (2H, m), 1.67
N-(2-('(cis-4- 1H, m), 0.88 (6H, d)
isopropylcyclohexyl)-3-
353 oxo-1H-spiro[isoquinoline-
44 -piperidin]-2(3H)-
ylhethyl)formamide
'"HNMR (DMSO, de) 8 10.3
(1H, m), 7.44 (1H, d, J = 6Hz),
2-(2-(benzyloxy)ethyl)-1'- | 7.37 (1H, t, J = 6 Hz), 7.29 (7H,
(cis-4-isopropylcyclohexyl)- | m), 4.67 (2H, s), 4.47 (2H, s),
354 1,2-dihydro-3H- 3.66 (4H, d, ] = 17 Hz), 3.05
spiro[isoquinoline-4,4 - (1H, m), 2.39 (2H, m), 2.08 (2H,
piperidin]-3-one d,J =8 Hz), 1.83 (2H, m), 1.72
(4H, m), 1.56 (2H, m), 1.38 (2H,
m), 1.14 (1H, m), 0.88 (6H, d )
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NMR (300 0r 400 MHz)

355

N-(2-(1-(4,4-
dimethylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yDethyl)aminosulfonamide

THNMR (CDCls) §, 4.56 (2H,
s), 3.73 (2H, m), 3.37 (2H, m).
290 (3H, m),2.24 2H,J =8
Hz), 2.18 (2H, m), 1.72 (2H, m),
1.48 (4H, m), 1.20 (2H, m), 0.89
(6H, s)

356

2-(2-aminoethyl)-1"-(4-
(propan-2-
ylidene)cyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4'-
piperidin]-3-one

357

2-(2-aminoethyl)-7-fluoro-
1'-((1s,45)-4-
isopropylcyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4'"-
piperidin]-3-one

358

N-(2-(2-aminoethyl)-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl)acetamide

359

R-(2-aminoethyl)-1'-((1s.4s)-
4-isopropylcyclohexyl)-3-
0x0-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidine]-7-carbonitrile

360

2-(2-aminoethyl)-7-
isopropoxy-1'-((1s,4s)-4-
isopropyleyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4 -
piperidin]-3-one

361

R-(2-aminoethyl)-1"-((1s,4s)-
4-isopropylcyclohexyl)-3-
0x0-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl sulfamate

362

2-(2-aminoethyl)-1'-((1s.4s)-
4-isopropylcyclohexyl)-3-
0x0-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl carbamate
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363

1-(2-(3-0xo0-1'-(4-(propan-2-
ylidene)cyclohexyl)- 1 H-
spiro[isoquinoline-4,4 -
piperidin]-2(3H)-
ylethyl)guanidine

364

1-(2-(7-fluoro-1'-((1s,45)-4-

isopropylcyclohexyl)-3-oxo-

1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yDethyl)guanidine

1-(2-(7-chloro-1'-((1s,4s)-4-

lisopropylcyclohexyl)-3-oxo-

1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
ylethyl)guanidine

366

1-(2-(7-hydroxy-1"-((1s,4s)-
4-isopropylcyclohexyl)-3-
oxo-1H-spiro[isoquinoline-
4,4'-piperidin]-2(3H)-
yhethyl)guanidine

367

N-(2-(2-guanidinoethyl)-1'-
((1s,45)-4-
lisopropylcyclohexyl)-3-oxo-
2,3-dihydro-1H-
spiro[isoquinoline-4,4 -
piperidin]-7-yDacetamide

368

1-(2-(7-cyano-1'-((1s.4s)-4-

isopropylcyclohexyl)-3-oxo-

1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
ylethyl)guanidine

369

1-(2-(7-isopropoxy-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
ylethyl)guanidine
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Structure*
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370

2-(2-guanidinoethyl)-1'-
((1s,45)-4-
lisopropylcyclohexyl)-3-oxo-
2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl sulfamate

2-(2-guanidinoethyl)-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl carbamate

372

WV-(2-(3-oxo-1"-(4-(propan-2-
ylidene)cyclohexyl)-1H-
spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yl)ethyl)methanesulfonamid
e

373

IN-(2-(7-fluoro-1'-((1s.,45)-4-
isopropylcyclohexyl)-3-0xo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yl)ethyl)methanesulfonamid
e

374

IN-(2-(7-chloro-1'-((1s,4s)-4-
lisopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yl)ethyl)methanesulfonamid
e

375

N-(1'-((1s,45)-4-
isopropylcyclohexyl)-2-(2-
(methylsulfonamido)ethyl)-

3-0x0-2,3-dihydro-1H-
spiro[isoquinoline-4,4 -
piperidin]-7-yl)acetamide

376

N-(2-(7-cyano-1'-((1s.4s5)-4-
lisopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yDethyl)methanesulfonamid
e

377

N-(2-(7-isopropoxy-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yDethyl)methanesulfonamid

S
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378

~

N

1'-((1s5,45)-4-
isopropylcyclohexyl)-2-(2-
(methylsulfonamido)ethyl)-
3-ox0-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl sulfamate

379

1'-((1s,45)-4-
isopropylcyclohexyl)-2-(2-
(methylsulfonamido)ethyl)-
3-0x0-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl carbamate

380

V-(2-(3-ox0-1'-(4-(propan-2-
ylidene)cyclohexyl)-1H-
spiro[isoquinoline-4,4 -
piperidin]-2(3H)-
yhethylaminosulfamide

381

IN-(2-(7-fluoro-1'-((1s.45)-4-
lisopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
ylhethyl)aminosulfamide

382

IN-(2-(7-chloro-1'-((1s,4s)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yhethyl)aminosulfamide

383

N-(1'-((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
2-(2-
(sulfamoylamino)ethyl)-2,3-
dihydro-1H-
spiro[isoquinoline-4,4-
piperidin]-7-yl)acetamide

384

N-(2-(7-cyano-1'-((1s,4s)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
ylethyl)aminosulfamide

385

N-(2-(7-isopropyloxy-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-
yDethyl)aminosulfamide
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386

1'-((1s,45)-4-
lisopropylcyclohexyl)-3-oxo-
2-(2-
(sulfamoylamino)ethyl)-2,3-
dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl sulfamate

387

1'-((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
2-(2-
(sulfamoylamino)ethyl)-2,3-
dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl carbamate

2-(2-(2-oxopiperidin-1-
yDethyl)-1'-(4-(propan-2-
ylidene)cyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4'-
piperidin]-3-one

389

7-fluoro-1'-((1s,4s)-4-
isopropylcyclohexyl)-2-(2-
(2-oxopiperidin-1-yl)ethyl)-
1,2-dihydro-3H-
spiro[isoquinoline-4,4 -
piperidin]-3-one

390

7-chloro-1'"-((1s,4s)-4-
isopropylcyclohexyl)-2-(2-
(2-oxopiperidin-1-yl)ethyl)-
1,2-dihydro-3H-
spiro[isoquinoline-4,4 -
piperidin]-3-one

391

N-(1'-((15,45)-4-
isopropylcyclohexyl)-3-oxo-
2-(2-(2-oxopiperidin-1-
yhethyl)-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-ylacetamide

392

1-((15,45)-4-
lisopropylcyclohexyl)-3-oxo-
2-(2-(2-oxopiperidin-1-
yDethyl)-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidine]-7-carbonitrile
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393

7-isopropoxy-1'-((1s,4s)-4-
isopropylcyclohexyl)-2-(2-
(2-oxopiperidin-1-yl)ethyl)-
1,2-dihydro-3H-
spiro[isoquinoline-4,4'-
piperidin]-3-one

394

1'-((1s,4s)-4-
isopropylcyclohexyl)-3-oxo-
2-(2-(2-oxopiperidin-1-
yDethyl)-2,3-dihydro-1H-
spiro[isoquinoline-4,4 -
piperidin]-7-yl sulfamate

395

1'-((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
2-(2-(2-oxopiperidin-1-
yDethyl)-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl carbamate

396

1'-((1s,4s)-4-
isopropylcyclohexyl)-2-(2-
(2-oxopiperidin-1-yl)ethyl)-
1,2-dihydro-3H-
spiro[isoquinoline-4,4'-
piperidin]-3-one

397

2-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-1'-
((1s,45)-4-
isopropylcyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4 -
piperidin]-3-one

398

2-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-1'-(4-
(propan-2-
ylidene)cyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4'-
piperidin]-3-one

399

2-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-7-
fluoro-1'-((1s,4s)-4-
isopropylcyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4'"-
piperidin]-3-one
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400

7-chloro-2-((4,5-dihydro-
1H-imidazol-2-yl)methyl)-
1'-((1s,4s)-4-
isopropylcyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4'-
piperidin]-3-one

401

N-(2-((4,5-dihydro- 1H-
imidazol-2-yl)methyl)-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-0x0-
2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yDacetamide

402

2-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidine]-7-carbonitrile

403

2-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-7-
isopropoxy-1'-((1s,4s)-4-
isopropylcyclohexyl)-1,2-
dihydro-3H-
spiro[isoquinoline-4,4'-
piperidin]-3-one

404

2-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-1'-
((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl sulfamate

405

2-((4,5-dihydro-1H-
imidazol-2-yl)methyl)-1'-
((1s,45)-4-
lisopropylcyclohexyl)-3-oxo-
2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl carbamate

406

2-(1'-((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3 H)-yl)ethyl
methylcarbamate
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407

WO

2-(3-ox0-1'-(4-(propan-2-
ylidene)cyclohexyl)-1H-
spiro[isoquinoline-4,4 -
piperidin]-2(3H)-yDethyl
methylcarbamate

408

2-(7-fluoro-1'-((1s,45)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-yl)ethyl
methylcarbamate

409

2-(7-chloro-1'-((1s,4s)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3 H)-yl)ethyl
methylcarbamate

410

2-(7-acetamido-1'-((1s,4s)-
4-isopropylcyclohexyl)-3-
oxo-1H-spiro[isoquinoline-
4.4"-piperidin]-2(3H)-
yDethyl methylcarbamate

411

2-(7-cyano-1'-((1s,4s)-4-
isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
piperidin]-2(3H)-ylethyl
methylcarbamate

412

2-(7-isopropoxy-1'-((1s,4s)-
4-isopropylcyclohexyl)-3-
oxo-1H-spiro[isoquinoline-
4.4'-piperidin]-2(3H)-
yDethyl methylcarbamate

413

1'-((1s,45)-4-
isopropylcyclohexyl)-2-(2-
((methylcarbamoyl)oxy)ethy
1)-3-0x0-2,3-dihydro-1H-
spiro[isoquinoline-4,4'-
piperidin]-7-yl sulfamate
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No. Structure® Name NMR (300 Or 400 MHz)
2-(7-(carbamoyloxy)-1'-
((1s,45)-4-
414 isopropylcyclohexyl)-3-oxo-
1H-spiro[isoquinoline-4,4'-
4 piperidin]-2(3H)-yl)ethyl
methylcarbamate
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Table 3:

Receptor Binding Ki (nM) for Compounds of Formula (11)

Compound #

NOP K

1

2

3

10

11

12

13

14

15
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Receptor Binding Ki (nM) for Compounds of Formula (1l)

Compound #

NOP

=
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(122)

goooogad
Receptor Binding Ki (nM) for Compounds of Formula (1l)

Compound # NOP H K
42 A A C
43 A A C
44 A B B
45 A B C
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Receptor Binding Ki (nM) for Compounds of Formula (1l)
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Receptor Binding Ki (nM) for Compounds of Formula (ll)
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Receptor Binding Ki (nM) for Compounds of Formula (lll)
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Receptor Binding Ki (nM) for Compounds of Formula (ll)
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Table 5

Receptor Binding Ki (nM) for Compounds of Formula (1V)
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Receptor Binding Ki (nM) for Compounds of Formula (IV)
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