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Table 1. Abilities of test compounds to displace (£)-|

rat 5-HT,, receptors.
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I[IDXT and activate PI hydrolysis at

Data are represented as the mean and (SEM) from non-linear regression fits of a single binding

sitc model for K, valucs and normalize variable slope sigmoidal dosage-response curves for

cstimates of EC50 and intrinsic activity. All data are from at least three independent eXpeIiments.

A typical experiment would show 10-20 fold stimulation by 5-HT over basal for PI hydrolysis

A35aYS,

K, r3-HT:4R PI Hydrolysis

Drug r5-HT-, {nh) Intrinsic Activily
(+)-['>*1]DOI EC50 (nM) (% 5-11T)

25H 227 (39) 12877 (1530) 82(8)
25H-NMe 1286 (64}
25H-NPr 734 (30)
25H-NB 17.5(1.9)
2SH-NBOMe 1.19 (0.17) 81.2 (3.8) 81 (0.4)
25H-NBOH 2.76 (0.40) 141 (21) 66 (2)
24 202 (19) 4034 (260) 67 (8)
24 NB 28.5(2.9)
24-NBOMe 0.68 (0.12) 51.0 (6.7) 72(1)
24-NBOH 0.67 (0.01) 740 (6.7) 8204
DOI 0.58 (0.06) 19.2 (2.6) 77 (3
DOI-NBOMe 1.08 (0.21) 361 (2.7) 533
251 0.62 (0.08) 19.0 (2.6) 50 (4)
251-NB 0.31 (0.03) 12.0 (0.7) 37 (2)
251-NNap 3.74 (0.52) > { M 25 @ 10 pM
251.NBOMe 0.087 (0.010} 2.50 (0.55) 78 (6)
25[-NBOH 0.12 (0.02) 6.34 (0.18) 71 (2)
251.NBF 0.28 (0.04) 23.2(1.2) 32(3)
251-NBMD 0.19 (0.02) 8.2 (1.6) 68 (7)
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Table 2. Abilities of test compounds to displace (x)-['**I)DOI1 or [*H]ketanserin at wild type
and mutant h5-HT;. receptors.

Data arc represented as the mean and (SEM) in nM of K; values from non-lincar regression

fits of a single binding site model from at least three independent experiments. AAG®

values are calculated from K; values at 25°C. ** indicates p<0.01 for values of ApK. from
unpaired two-tailed Student T-tests between mutant and wild type receptors tested with the

same radioligand.

{(=)-('*1)DOI1 [*H]Ketanserin
Drug h5-HT:s  hS-HT:aF339L  AAGS h3-HT:a  hS-HT:4/F340L  AAG®
K; (nM) K, {nM) (kcal mal} K, (nM) K, {nM) (kcal'mol)
5-HT 4.84(0.2)  59.6 (10.0)" 1.5 77.6 (13.8) (‘:?62370255).. 4.6
d-LSD 0.40 (0.02)  0.60 (0.12) 0.2 0.81¢0.16) 13.01{1.09)" 1.6
psilocin [1.8(1.2) 28614.3° 0.5 22.8(4.0) 3659 (243)7 3.0
gﬁ;o‘ 7.54(1.06) 1200157 1.7 49.2(3.2) 23726 (4726) 17
mescaline 1499 (245) 4488 (608) 0.6 [124;:% £2425(10485)" 0.9
25H 177 (67) 5786 (734} 16 1999 (311) 16001 3163)°"° 12
25H-NMe 1907 (254) 8719 (671} 09 5934 (92) 43918 (2271 1.2
25H-NPr 1295 (151) 7863 (769)" 1.1 3597 (642) 9815 (9437 0.6
25H-NB 68.1 (10.6) 2722 (470)" 22 184 (33) 6698 (1031) " 2.1
X ;SBHC')MC 283(031) 1435 (19 15 11.0(0.5) 689(107)" 13
X 25H-NBOH 3.73 (0.45) 2642 (455) 39 116(1.7) 2770} 1.9
24 208 (29) 1013 (190) ™ 0.7 999 (182) 8391 (1200} 1.3
24-NB 26.6 (2.7) 1768 (339) " 2.5 71.9(3.0) 3316 (356) 23
x 24-NBOMe 1.71 (0.34) 252 (49}~ 3.0 5.24(1.01) 703 (14" 2.9
X24-NBOH 151 (0.20) 306 (57)" 3.1 2.33(0.36) 292 (14)" 27
%251 0.73 (0.06) 2.63(0.32)" 0.8 452 (0.30) 289 (4.8)" 11
x251-NB 0.25(0.05) 3.1¢(0.D" 1.3 0.28 (0.02) 27.0(1.8)" 27
251-NNap  4.83(0.55) 157(31)" 2.1 6.68 (1.02) 268 (268)" 2.1
X251-NBOMe 0.044 (0.006} 2.08(0.35) " 2.3 0.15(0.03) 43(0.76)" 2.1
X25I.NBOH  0.061 (0.012) 1.84(0.16)" 2.0 ?693132} 158 (0.17)" 19
X251-NBF  0.26(0.05) 15207 24 0.19{0.03) 37.9(1.3)" Al
¥251-NBMD  0.049 (0.008) 0.29 (0.03)" 1.t 0.21 (0.03) 0.94(0.17)"" 0.9
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dimethyltryptamire; mesealine, 3,4,5-trimethoxyphenethylamine; DOJ, 4-iodo-2,5-
dimethoxyphenylisopropylamine; DOI-NBOMe, N-(2-methoxybenzyl)}-4-10do-2,5-
dimethoxyphenylisopropylamine; 25H, 2,5-dimethoxyphenethylamine; 25H-NMe, N-methyl-2.5-
dimethoxyphenethylamine; 25H-NPr, N-propyl-2,5-dimethoxyphenethylaminc; 25H-NB, V-
benzyl-2,5-dimethoxyphenethylamine; 25H-NBOMe, N-(2-methoxybenzyl}-2,5-
dimethoxyphenethylamine; 25H-NBOH, N-(2-hydroxybenzyl)-2,5-dimecthoxyphenethylamine;
24, 2 4-dimethoxyphenethylamine; 24-NB, N-benzyl-2,4-dimethoxyphenethylamine; 24-
NBOMe, ¥-(2-methoxybenzyl)-2 4-dimethoxyphenethylamine; 24-NBOH, N-(2-
hydroxybenzyl)-2,4-dimethoxyphenethylamine: 251, 2C], 4-ipdo-2,5-dimethoxyphenethylamine;
25[-NB, N-benzyl-4-iodo-2,5-dimethoxyphenethylamine; 251-NNap, N-methylnapthyl-4-iodo-
2,5-dimethoxyphenethylamine: 251-NBOMe, N-(2-methoxybenzyl)-4-iodo-2.5-
dimethoxyphenethylamine; 251-NBOH, N-(2-hydroxybenzyl)-4-icdo-2,5-
dimethoxyphenethylamine; 25I-NBF, N-(2-fluorobenzyl)-4-iodo-2,5-dimethoxyphenethylamine,
25I-NBMD, N-(2,3-methylenedioxybenzyl)-4-iodo-2,5-dimethoxyphenethylamine; 8-OH-
DPAT, 8-hydroxy-2-(dipropylamino)tetralin; PL, phosphatidylinositide(s); TM, transmembrane.
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