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Scheme 1. Preparation of MDMA and MDA.
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Arylpiperazines as a privileged structure
for monoaminergic receptors
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Table 1 A. N-Substituted DCPPs.

Receptor bindings of 1-(2,3-du:hlomphenyl)p|pemzme

{DCPP) derivatives
cl Ct
N-R
v

R : H, CHy, «(CHo)yPh  0=1-6

P K (al)

. 5T 5 HTm Dy a
neey 654 + 357 288+ 1.70 1770+ 85.1 543 + 535
DCPP-M Yo 818+ 611 305+ 16.3 B19 + 226 1190 + 108
DCPP-1 92.4 + 2.28 189+ 0.33 363 + 274 182+ 7.4
DCPP-2 40.9+4.22 728+ 274 464 + 33.7 108 + 9.69
DCPP-3 1151 116 253+ 108 833 + 472 225+ 4.43
DCrrP-4 118+ 126 288+ 160 562+ 0.7 249 + 135
DCFP-5 274+ 159 318+ 195 TH0 + 562 5051 45.6
neere 444 + 40.1 6811 24.1 14201 170 846 1 875

Table 1B. N-4-Substitutedbenzyl DCPPs.

Recsptor bindings of 4-p-X-benzyl-14{2,3-dichlorophanyl)piperazine (DCPP-1X) derivatives.

Q Q
NCHy R
K (nAp)

Coampounds LA

5HT,, 5-HT,, D, a
DOPP-1 (H) [ 324+ 228 139 + OM6 383 * 27.4 132 + 7.4
DCPP-10H -0.38 2266 2 182 1489 2 780 4790 2 116 2685 1 10.7
DCPP-ICH, 0.14 2023 = 240 4088 = Wb 4960 = 250 585 ¢ 14.8
DCPPIP .15 4693 = 493 AT06 + 189 19784 + 49.6 1195.6 = 724
DCPP-1Br 0.5 12986 1 1048 >1,000 >1.000 >1.000
DCPP1COH 044 >1,000 »1.000 >1.000 > 1,000
DCPPICE, 0.53 1,000 >1.000 >1,000 >1.000
DCPPINO, 0.81 >1.000 >1.000 ~1,000 »1,000

&1 The ¢ values ware cited from F & Swrey and RJ Sundbarg, *Advanced Drgunic Chemussey. part &' Srd od
pRi. Plenum Press NY 193G
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DCPP (DCPP-1)IT SHT2A 7IZA THDHZ &
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RIZk V)[)Ef’?)ﬁ’&‘?l%@uﬁ_l EMBHLHDT
mCPP, TFMPP DD 7 = Z— )V ERF D > Bk&
YED N-R2D)VBEHKIZDOWTIE, EWMELAZE
LRI OMLEUNDDLEEZSN D,
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HEWRIN,

Receptor bindings of conformer model compounds

CHj, NHCH;
o Oy

NHCH;
NHCH; E::]/t>/

Co-planary Twisted Syn-vertical Anti-vertical
Ki (nM)
Compounds
D1 D2 5HT1A 5HT2A al

Co-planary 732.4 £ 328 9139 + 42.6 1298.6 * 104.8 1093.6 £ 72.9 226.6 = 18.2
Twisted 79.1 = 11.6 58.5 = 10.7 132.7 = 7.44 218.2+61.1 43.5+10.8
Syn-vertical 1298.6 + 94.8 >1,000 >1,000 >1,000 >1,000
Anti-vertical 113.6 +12.6 289.4 + 16.0 62.3 + 39.7 149.3 + 13.5 148.9 £ 7.80
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Table 2. Antiproliferation activity of methoxyphenyl-
nitroethenes (ICso) to NG108-15 cells.

LAY D ICs (1M)
L&Y ICso
2,4,6 20.9
34,5 3.43
23,4 5.70
23,6 3.68
4-OH 58.0
P.ctrl 5.97
MeO _ NO, Moo OMe _ NO,
Meom Meojijd
OMe
1[3.4,5] 2[2,3,5]
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Table 3. Antiproliferation activity of methoxyphenyl-
nitropropenes (1Csg) to NG108-15 cells.

FHLEYD ICs (LM)
=g ICsy
1 [3.4,5] 1.66
212,3,4] 2.86
312,4,6] 8.34
412,3,5] 5.14
512,3,6] 2.88
P.etrl 5.97
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