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0000000000000 00000000O0O0O00000000000000000
00( .000000)0 [*H NMR (DMSO-dg, 300 MHz):3 4.15 (q, 2H), 3.78-3.54 (m,
2H), 2.93-2.72 (m, 2H), 2.43 (t, 2H), 2.02-1.78 (m, 4H), 1.45-1.29 (m, 11H), 1.
22 (t, 3H);HPLC Rt, = 4.7030 (93%); LCMS Rt, = 1.881, [M+H-Boc]™ = 211.1]0
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.18-2.95 (m, 4H), 1.89-1.58 (m, 4H), 1.45-1.22 (m, 13H);HPLC Rt, = 3.8350 (96%);
LCMS Rt, = 1.630, [M+H-Boc]™ = 169.1]0
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5H); LCMS Rt, = 0.326, [M+H]* = 169.0]0
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1.95-1.64 (m, 4H), 1.59-1.48 (m, 2H);HPLC Rt, = 3.6650 (97%); LCMS Rt, = 0.377,
[M+H]* = 297.1]0
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00000000000 0000000000000(@.00000000)0M.P:109-1

110 ;[*H NMR (CDCl, 300 MHz):5 8.6 (s, 1H), 8.17 (brs, 1H), 7.91-7.85 (m, 1H),
7.72-7.64 (m, 2H), 7.61-7.53 (m, 1H), 7.43-7.34 (m, 2H), 7.28-7.11 (m, 3H), 4.7

8 (s, 2H), 4.35-4.22 (m, 2H), 3.67-3.51 (m, 2H), 3.28 (t, 2H), 2.42-2.30 (m, 2H)
, 1.78-1.72 (m, 4H), 1.71-1.58 (m, 2H);HPLC Rt, = 5.1700 (98%); LCMS Rt. = 0.41,
[M+H]* = 426.2]0
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), 7.93 (m, 1H), 7.85 (m, 1H), 7.55 - 7.42 (m, 3H), 7.30 (m, 1H), 4.95 (s, 2H),
3.72 (m, 2H), 3.15 - 2.95 (m, 4H), 1.98 - 1.82 (m, 2H), 1.78 - 1.62 (m, 4H), 1.4
8 - 1.38 (m, 2H), 1.39 (s, 9H)]1O
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=8.28 Hz), 7.82 (d, 1H, J=8.02 Hz), 7.64-7.56 (m, 2H), 7.56-7.50 (m, 2H), 7.48 (

t, 1H), 7.38 (t, 1H), 7.34 (d, 1H, J=7.06 Hz), 4.98 (s, 2H), 4.37-4.26 (m, 2H),

3.46 (t, 2H), 3.23-3.10 (m, 2H), 2.20-2.08 (m, 2H), 1.93-1.82 (m, 2H), 1.80-1.70 40
(m, 2H), 1.67-1.53 (m, 2H), LCMS Rty = 3.100 , [M+H]* = 437.2]0
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7.34-7.25 (m, 2H), 7.03 (t, 1H), 6.82 (d, 1H, J=7.06 Hz), 6.43 (br.s., 1H), 4.76
(s, 2H), 4.35-4.25 (m, 2H), 3.48-3.38 (2H, m), 3.13 (t, 2H), 2.21-2.04 (m, 2H),
1.91-1.80 (m, 2H), 1.77-1.65 (m, 2H), 1.62-1.52 (m, 2H), LCMS Rtz = 2.700 , [M+
H]* = 426.4]0
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OO0Omg(00D0)I00O0O00O0O000[*H NMR (600 MHz, DMSO-dg) & 1.54 - 1.66 (2 H
, m) 1.76 - 1.84 (2 H, m) 1.87 - 1.93 (2 H, m) 2.02 - 2.12 (2 H, m) 3.23 (2 H, t

) 3.39 - 3.47 (2 H, m) 4.20 - 4.23 (2 H, m) 4.24 - 4.27 (3 H, m) 4.27 - 4.30 (1
H, m) 4.41 (2 H, s) 6.54 (1 H, m) 6.72 - 6.75 (L H, m) 6.75 - 6.79 (1 H, m) 7.32
- 7.41 (1 H, m) 7.49 - 7.63 (2 H, m) 7.80 (1 H, d, J=8.07 Hz), 8.82 (1 H, s), L

CMS Rty = 3.270 , [M+H]" = 445_2]0

0Doo0O00oOo

0000000 @O@OODO0OONONONO0ON)IOOON)IODON@OOO0NONONO0OOnao)d
0D.,00000000[0.0]J0000000000

Doooo

O
a

7
N

0000000000000 000000Q@O(@OO0D000)I000)XO0O0o0I[o
00000000000 00000000000000000000

000000 (@OO0O0D0O000000)O0,00000000([0.0]0000000
00(@.000000.00mmel)000O0O0D( .OM)0000000C .000O0
0DO.00mmoDOCOO0O0O0O0O0ODODDODOOOOOCOOOOODODO@OODDOOOOOO
0O0O0O)00C0CC0OO0(@.00000.00mmeDOCOCOO0O0O0O00000DODOOOOO
000O00000O0Om00O0O00,000000000000000mMIO00C0O00O
000000000000 @OOm)IOODOD0OOOODDO00ONONONONDONDOODOoOO
00000, 00,000000000000000000000000000000
0000000000000 000000000O0 (@ .00000000)0I[* NMR (CD
Cls, 300 MHz):5 8.84-8.81 (m, 1H), 8.66-8.58 (m, 2H), 7.92-7.81 (m, 2H), 7.72-7
.65 (m, 1H), 7.35-7.61 (m, 6H), 4.68 (s, 2H), 4.31-4.20 (m, 2H), 3.70-3.55 (m, 2
H), 3.31 (t, 2H), 2.43-2.29 (m, 2H), 1.96-1.82 (m, 4H), 1.75-1.63 (dt, 2H);HPLC
Rt, = 4.6350 (96%); LCMS Rt. = 0.395, [M+H]* = 464.0]0
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F2

5 Jite 141l FLIPR hOx1RK |FLIPR hOx2R_ |hOxIRFE&kd [ | Ox2RF#E & kd [
i[uM] Ki [ g M] 1 M] o M]

1 0.314 0.030 0.374 0.042

2 0.482 0.030 0.360 0.034

3 0.474 0.063 0.630 0.130

4 1.360 0.046 2.061 0.121

5 0.083 0.022 0.426 0.098

6 1.481 0.371 1.306 0.300

7 n.d. n.d. >10 9.870

8 1.222 0.399 2.326 0.585

9 0.904 0.035 2.350 0.413

10 0* 1.067 3.355 0.439

11 2.455 0.126 >10 0.755

12 n.d. n.d. >10 6.101

13 0.365 0.035 0.776 0.062

14 0.948 0.112 1.378 0.211

15 1.381 0.155 1.395 0.288

16 1.193 0.113 n.d. n.d.

17 1.723 0.247 n.d. n.d.

18 3= 0.782 n.d. n.d.

19 12° 0.495 n.d. n.d.

20 0.945 0.205 n.d. n.d.

21 1.760 0.213 3.279 0.211

22 0.518 0.051 1.318 0.059

23 2.739 0.280 4.481 1.094

24 n.d. n.d. >10 5.240

25 n.d. n.d. 5.250 3.210
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26 0.614 0.168 n.d. n.d.
27 0.740 0.084 0.702 0.169
28 33° 0.160 n.d. n.d.
29 1.696 0.614 n.d. n.d.
30 17 33° n.d. n.d.
31 3.691 1.176 n.d. n.d.
32 1.281 0.138 n.d. n.d

33 2.361 0.282 n.d. n.d.
34 1.563 0.088 4.318 0.181
35 26° 0.272 n.d. n.d.
36 0.591 0.197 n.d. n.d.
37 8* 227 n.d. n.d.
38 0.013 0.001 0.017 0.007
39 1.424 0.025 2.771 0.243
40 1.020 0.098 n.d. n.d.
41 0.077 0.016 0.100° 0.036"
42 0.020 0.003 0.036" 0.012°
43 0.236 0.047 0.205 0.196
44 0.064 0.048 0.056 0.125
45 19* 432 n.d. n.d.
46 1.095 0.247 1.286 0.473
47 0.159 0.013 0.318 0.034
48 1.036 0.032 1.839 0.147
49 2.113 0.039 3.255 0.115
50 n.d. n.d. >100 >108
51 57° 32° n.d. n.d.
52 1.362 0.178 n.d. n.d.
53 37° 242 n.d. n.d.
54 0.420 0.047 0.634" 0.175"
55 0.932 0.151 n.d. n.d.
56 2.038 0.483 n.d. n.d.
57 1.034 0.092 0.959° 0.159"
58 0.570 0.217 n.d. n.d.
59 12® 31° n.d. n.d.
60 0.391 0.049 0.728 0.191
61 0.373 0.062 2.046 0.395
62 29° 0.833 n.d. n.d.
63 0.900 0.083 3.819 0.903
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64 32" 0.718 n.d. n.d.
65 0.357 0.623 1.859 0.623
66 1.714 0.302 n.d. n.d.
67 11* 27" n.d. n.d.
68 29" 0.830 n.d. n.d.
69 1.109 0.163 n.d. n.d.
71 3.425 0.258 n.d. n.d.
71 2.156 (0.466 n.d. n.d.
72 3.100 0.452 n.d. n.d.
73 0.438 0.055 1.148 0.219
74 0.675 0.185 n.d. n.d.
75 220 35° n.d. n.d.
76 44 0.559 n.d. n.d.
77 1.152 0.0698 2.326 1.465
78 15* 32" n.d. n.d.
749 2.150 0.232 n.d. n.d.
80 2. 986 0.096 n.d. n.d.
81 13 1.579 n.d. n.d.
82 330 0.081 5.086 0.624
83 1.730 0.080 2.75H6 0.364
84 400 46° n.d. n.d.
85 15* (0.822 n.d. n.d.
86 47 0.372 n.d. n.d.
87 1.544 0.739 n.d. n.d.
38 11° an” n.d. n.d.
89 29 24" n.d. n.d.
90 17° 12° n.d. n.d.
91 2.867 38" n.d. n.d.
92 3.056 0.649 n.d. n.d.
93 1.308 0.158 n.d. n.d.
94 1.701 (0.282 n.d. n.d.
95 0.223 0.608 0.429 0.036
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96 2.395 0.631 n.d. n.d.
97 14* 33° n.d. n.d.
98 0.425 0.050 0.980 0.223
99 1.103 0.142 n.d. n.d.
100 29" 13* n.d. n.d.
101 2.794 1.382 n.d. n.d.
102 2.430 0.225 n.d. n.d.
103 2.488 1.188 n.d. n.d.
104 1.007 0.106 4,579 1.369
105 47" 1.382 n.d. n.d.
106 35" 1.358 n.d. n.d.
107 0.728 0.115 n.d. n.d.
108 1.397 0.196 n.d. n.d.
109 3.138 1.236 n.d. n.d.
110 4,210 0.945 n.d. n.d.
111 1.286 0.085 3.824 0.559
112 3.521 1.600 n.d. n.d.
113 1.362 0.082 3.505 0.630
114 3.789 0.831 n.d. n.d.
115 57" 1.203 n.d. n.d.
116 3.789 53° n.d. n.d.
117 2. 382 0.249 n.d. n.d.
118 1.838 0.197 n.d. n.d.
119 1.896 0.291 n.d. n.d.
120 0.700 0.125 n.d. n.d.
121 2.926 1.663 n.d. n.d.
122 31" 0.725 n.d. n.d.
123 N 24" n.d. n.d.
124 0.932 0.140 n.d. n.d.
125 2.288 0.137 4.9493 0.324
126 1.250 0.267 n.d. n.d.
127 2.5344 (.299 n.d. n.d.
128 0.967 0.673 >10 0.160
129 0.126 0.609 0.105 0.025
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130 0.422 0.029 1.279 0.134
131 48 0.524 n.d. n.d.
132 3.178 0.555 n.d. n.d.
133 1.152 0.244 n.d. n.d.
134 1.443 0.161 n.d. n.d.
135 0.242 0.185 n.d. n.d.
136 0.657 0.011 1.414° 0.096"
137 0.509 0.656 n.d. n.d.
138 3.789 1.969 n.d. n.d.
139 0.541 0.105 n.d. n.d.
140 0.662 0.081 1.578 0.379
141 1.985 0.404 n.d. n.d.
142 0.925 0.212 n.d. n.d.
143 0.747 0.039 0.307 0.050
144 3.250 0.596 n.d. n.d.
145 4.012 0.636 n.d. n.d.
146 29° 0.621 n.d. n.d.
147 0.094 0.007 0.228 0.063
148 30° 322 n.d. n.d.
149 0.981 0.019 3.449 0.268
150 0.744 0.045 2.100 0.185
151 142 0.675 n.d. n.d.
152 1.563 0.069 0.939 0.084
153 22° 35° n.d. n.d.
154 0.646 0.115 n.d. n.d.
155 1.526 0.239 n.d. n.d.
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156 0.623 0.023 1.024 0.139

157 1.695 0.320 n.d. n.d.

158 a1° 0.b45 n.d. n.d.

159 24 0.745 n.d. n.d.

160 0.571 0.068 0.806 0.111

161 402 0.713 n.d. n.d.

162 1.245 0.564 n.d. n.d.

163 23" 0.483 n.d. n.d.

164 0.115 0.014 0.090 0.012

165 0.468 0.115 n.d. n.d.

166 1.164 0.156 n.d. n.d.

167 0.665 0.081 1.672 0.152

168 2.382 0.184 n.d. n.d.

169 0.966 0.070 0.926 0.123

170 1.807 0.535 n.d. n.d.

171 2.481 0.786 n.d. n.d.

172 14® 20® n.d. n.d.

173 1.391 0.343 n.d. n.d.

174 0.259 0.032 0.143 0.041

175 {10® 12° n.d. n.d.

176 {10* <102 n.d. n.d.
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