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'H NMR (400
MHz, €DCL): 8 0.72 (¢ J = 7.21 Hz, 3 H, CHs-CHs-), 1.01 (t, J = 7.09 Hz, 3 H, CHs-
CHz-), 1.29 (s. 18H, 2% -CaHo-), 1.36 (s, 3 H. CH3-), 2.51 (dd, J = 14.18 Hz and 2.69 Hz,
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J=1575Hz and 7.0 Hz, 2H.-CH-CH»COOH, DMSOE—4 D FIc— A TS ), 2.62
(dd, J = 15.75 Hz and 7.0 Hz, 2H, HOOC-CH-CH-), 3.43 (quin, J = 7.52 Hz, 1H, ~CHz- 10
CH-CH:-COOCH), 7.08 (d, J = 1.71 Hz, 2H, H-2 and H-6), 7.20 {t, J = 1.71 Hz, 1H, H-4),
12.04 (s, 2H, 2x -COOH);
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Hz, 2 H, -CH»), 3.14 (dd, J = 17.36, 4.40 Hz, 2 H, -CH,-), 3.42 {tt, .J=1155, 434 Hz, 1
H, -CH:-CH-CHp-), 7.02 (d, J = 1.47 Hz, 2 H, H-2, H-6), 7.40 (t, J= 1.71 Hz, 1 H, H-3).
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"H NMR

(400 MHz, CDCl3): 5 1.15 (1, J=7.09 Hz, 3 H, CH3-CH2-CO-),1.25 (t, /= 7.09 Hz, 3 H,
CH3-CH2-CO-, 1.31 (s, 18 H, 2% feri-CaHs-), 2.59 - 2.74 (i, 2 H, -CH>-CH-CHy-), 2.86
~3.04 (m, 2 H, -CH:-CH-CH:- ), 3.33 (s, 2H,b-CO-CH2-C0-), 3.70 (quin, ] = 7.21 Hz, 1
H, -CH»-CH-CH»-), 4.04 {q, J = 7.06 Hz, 2 H, CHs-CH»+CO- ), 4.16 (q. } = 7.17 Hz, 2 H,
CH:-CH>-CO- ), 7.02-7.06 (m, 2 H, Ph-H-2, H-6), 7.25-7.28 (m, | H, Ph-#-4).
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IH NMR
(400 MHz, CDCl3): § 118 (4, J = 7.09 Hz, 3 H, CH3-CH2-0-) 1.30 (s, 18 H, 2% tere-Calls-
), 2.64-2. 88 (m, 4H -CH>-CH-CH -, 57 RFLANEyo1220 ~-CHy—), 2.81 (s, 1H, -OH), 3.24
(s, 3H, N-CHs), 3.46 (quin, J =7.52 Hz, 1H, -CHz-CH-CHz-), 4.07 (g, J = 7.10 Hz, 2H, -
O-CH-CH), 7.02 (4, J = 1.71 Hz, 2 U, H-2, H-6), 7.25-72% (m, 2 H, Py-H-4 and Ph-
HY),
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'H NMR (400 MHz, CDCls): 6 1.08 (1, J = 7.09 Hz, 3 H), 1.29
(s, 18 H, 2% fert-Ceflo-), 1.91-2.00 (m, 1 H), 2.56-2.72 (m, 2 H), 278 (t, J = 6.24 Hz, 2
), 2.81-2.96 (m, 2 H), 3.16 (t, J = 5.99 Hz, 2 1), 3.38-3.47 (m, 1), 3.52 (t./ = 4.65 Hz,
7H), 3.56 (s, 3 H, N-CH3), 3.97 (q, J = 7,17 Hz, 2H), 4.29 (t, J = 5.99 Hz, 2 H), 5.36 (s,
D), 638 (d, J=734Hz, LI, 7.04 (t, J= 1.71 Hz, 2 H), 7.24 (t. J = 1.71 Hiz, 2 11),7.27
(s, 11D}, 7.33 (d, J=7.34 Hz, 1 II), 10.3% (brs, 110).
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'H NMR (400 MHz, DMSO-
dsy & 1.24 (s, 18H, 2% feri-CaHo-), 1.78-1.87 (m, 2H), 2.58 (d, .7 = 562 Hz, 1H), 2.60-
2.69 (m, 3H), 2.74 (t, J = 6.11 Hz, 2H), 3.09 (1, J = 5.99 Hz, 2H), 3.24-3.34 (m, 1H), 3.39
(s, 3H), 3.40-3.44 (m, 1H), 4.23 (1, J = 5.99 Hz, 2H), 540 (s, 2 H), 6.69 (d, /= 7.34 Hz,
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1HO NMRO (CDZ0D,0 400MHz)O & O 7.55-7.620 (m,0 2H),0 7.460 (d,0 J=2.00 Hz,O 1H),

0 7.090 (d,0 J=8.40 Hz,O 1H),0 6.670 (d,0 J=7.60 Hz,O 1H),0 5.560 (s,0 1H),0 4.3
3-4.390 (m,0 2H),0 3.920 (s,0 3H),0 3.73-3.840 (m,0 1H),O0 3.47-3.530 (m,0 5H),0
3.170 (t,0 J=6.00 Hz,O 2H),0 2.78-2.960 (m,0 4H),0 2.63-2.770 (m,0 2H),0 1.91-1.
990 (m,0 2H).0O O (m/z0 476.10 (M+H)).
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3.440 (m,0 5H),0 3.080 (brd t,0 J=6.00 Hz,O 2H),0 2.52-2.780 (m,0 6H),0 1.77-1.8

60 (m,0 2H)O *©F0 NMRO (DMSO-dg,0 376MHz)0 -74.610 (s,0 1F).0 O LCMSO (m/z0 494.
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THO NMRO (DMSO-dg,d 400MHZ)O & O 13.880 (brO s,d 1H),0 8.380 (br0 s,0 1H),0 7.79

0 (dd,0 J=8.4,0 2.00 Hz,O 1H),0 7.720 (d,0 J=2.00 Hz,O 1H),0 7.620 (d,0 J=7.20 H 40
z,0 1H),0 7.040 (d,O0 J=8.40 Hz,O 1H),0 6.670 (d,0 J=7.60 Hz,O 1H),0 5.380 (s,O 1

H).O 4.250 (t,0 J=6.00 Hz,O 2H),0 3.860 (s,0 3H),0 3.660 (quin,O J=7.60 Hz,O 1H)

,0 3.36-3.440 (m,0 5H),0 3.080 (t,0 J=6.00 Hz,O 2H),0 2.54-2.770 (m,0 6H),0 1.77
-1.860 (m,0 2H)O *°FO NMRO (DMSO-dg,0 376MHz)0 -74.740 (s,0 1F).0 O LcMsO (m/z0
495.10 (M+H)).
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0 O WO NMRO (4000 MHz,0 CD50D):0 & O 7.590 (brd d,0 J=7.60 Hz,O 1
7.130 (m,0 3H),0 7.040 (brO d,0 J=6.40 Hz,O 1H),0 6.670 (d,0 J=7.2

0 Hz,O 1H),0 5.620 -0 5.430 (m,0 1H),0 4.340 (brO d,0 J=3.20 Hz,O 2H),0 3.540 -

0 3.450 (m,0 5H),0 3.440 -0 3.340 (m,0 1H),0 3.160 (t,0 J=6.00 Hz,O 2H),0 2.960

-0 2.750 (m,0 4H),0 2.750 -0 2.560 (m,0 2H),0 2.020 -0 1.880 (m,0 2H),0 1.310 -

0 1.190 (m,0 9H).O O *©FO0 NMRO (376MHz,0 CD50D)0 -77.330 (brd d,0 J=5.60 Hz,O 3F
YO O LeMsO (m/z0 477.10 (M+H)).
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d,0 J=8.50 Hz,O 1H),0 6.410
=6.50 Hz,O 2H),0 3.820 (s,O
4H),0 3.380 -0 3.340 (m,0 2H),0 3.330 (s,0 3H),0 2.990 -0 2.800 (m,0 4H),0 2.79
0 (s,0 3H),0 2.700 (brO t,0 J=6.10 Hz,O 2H),0 2.630 (d,0 J=7.30 Hz,O 2H),0 1.94
0 -0 1.880 (m,0 4H),0 1.880 -0 1.820 (m,O0 2H).
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1HO NMRO (400MHz,0 CDL0D)0 & O 7.190 (d,0 J=7.30 Hz,
8.50 Hz,O 1H),O0 7.110 (d,O0 J=2.00 Hz,O 1H),O 6.890 (
(d,0 J=7.30 Hz,O 1H),0 5.320 (s,0 1H),0 4.210 (t,0 J
3H),0 3.800 -0 3.780 (m,O0 1H),O0 3.770 -0 3.640 (m,O
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a. B, SPRA avB; ayBs ayB; ayB, @58,
FHEH SPRA SPRA SPRA SPRA SPRA
ICq; (nM)

ICs, (nM) IG5, (nM) IG5, (M) ICx (nM) IG5, (nM)
E A 1 6 5 00 35 52 229
EHEH 2 5 4 03 43 32 192
EHEH 3 5 3 04 99 114 114
EEH 4 5 3 05 189 79 343
E Bl 5 11 6 04 73 16 140
EFEHI 6 10 5 04 8 19 158
EHEH 7 7 7 06 50 23 224
EHEH 8 12 6 1 52 48 166
EHEHI 9 9 6 0.2 12 62 110
EH 10 17 3.6 1 25 12 120
EEE 11 11 6 0.8 60 42 150
EHEHI 12 4.5 43 0.1 27 14 NT
EHEH 13 5.8 11 16 51 26 59
EEH 14 5 6.7 19 22 12 44
EHH 15 38 26 0.3 49 90 85
EHEH 16 3 7.7 31 80 78 30
EHEFI 17 44 74 04 28 6.9 1
EHEH 18 14 84 180 620 85 6.4
EmH 19 6.3 6.4 1.2 45 85 15
EHH 20 3.9 36 0.2 17 14 55
EHERF 21 3.7 25 0.2 47 53 12
EHEH 22 22 33 06 26 17 838
EREBI 23 38 75 6.5 38 7.9 8.8
EHH 24 4.4 45 0.2 110 89 15
EHaH 25 31 46 2.9 25 12 12
E R 26 6.8 9.6 1.8 45 9.3 16
EHEH 27 4.4 56 05 47 1 18
EEH 28 3.9 10 08 15 35 8.5
EHaH 29 9.4 5.3 0.5 52 9.5 5.1
SEHEH 30 6.6 8.1 0.5 180 81 12
EHEH 31 14 6.5 33 63 9.9 12
EHEH 32 0.9 380 280 230 87 33
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Ooooooao
@B, ayBs B ayBs ash,
o, B, SPRA
SEHEH SPRA SPRA SPRA SPRA SPRA
IC, (nM)
ICs (nM) ICy (nM) 1G5, (M) ICy (nM) IC5 (nM)
EHEH 33 2400 150 3.1 2400 970 3900
E5EH 34 47 46 23 130 42 550
EHEH 35 76 10000 10000 1100 120 75
EHEH 36 6.5 10 1.1 120 40 7.1
£ 37 15 7.3 6.2 140 18 7.9
EEF 38 45 7.9 03 110 140 23
A 39 3.2 290 96 230 110 31
EHEH 40 6.3 7.2 1.1 79 9 21
A 41 45 9 22 85 6.9 65
EHE 42 24 18 6.6 20 3.1 2.1
EHPA 43 1.3 94.4 16.6 800 88 77
A 44 14 270 76 7100 360 230
EHPA 45 3 7.7 3.1 80 7.8 30
5 46 8.1 9.9 1 30 31 51
EHEH 47 49 49 03 77 36 13
EHPA 48 19 5 07 680 92 230
EHEH 49 44 7 04 94 73 12
CCl 7 3 03 132 100 79
cG2 19 3.1 02 54 680 770
NT=RFEE&
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