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Figure S1. Competition radioligand binding curves for compounds 1-9 and 12-
17 in radioligand binding assays at D: receptors. Concentration-dependent
displacement of the specific binding of the D2 radioligand [3H]-Spiperone by the
compounds in membranes from CHO-K1 cells stably expressing the cloned human
dopamine D2 receptor (isoform Dzshort). The graphs show the data (mean £ SEM) of a
representative experiment out of 2-3 independent experiments performed in duplicate.



Figure S2. Competition radioligand binding curves for compounds 1-3, 6-9, 12,
13, 15, and 17 in radioligand binding assays at 5-HT1a receptors. Concentration-
dependent displacement of the specific binding of the 5- radioligand [*H]-8-OH-DPAT
by the compounds in membranes from HEK293 cells stably expressing the cloned
human serotonin 5-HT1a receptor. The graphs show the data (mean + SEM) of a
representative experiment out of 2 independent experiments performed in duplicate.
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Figure S3. Competition radioligand binding curves for compounds 1, 3, 5, 6, 8,
9, and 12-17 in radioligand binding assays at 5-HT2a receptors. Concentration-
dependent displacement of the specific binding of the radioligand [*H]-Ketanserin by
the compounds in membranes from CHO-K1 cells stably expressing the cloned human
serotonin 5-HT2a receptor. The graphs show the data (mean + SEM) of a
representative experiment out of 2-4 independent experiments performed in duplicate.



Table S1. Detailed experimental conditions employed in radioligand binding assays.

hD> h5-HT1a h5-HT2a hH1 hM¢
Protein per 35 ug 10 ug 130 ug 50 ug 2.5ug
well
Assay buffer 50 mM Tris-HCI, 50 mM Tris-HCI, 50 mM Tris-HCI 41.4 mM 10 mM HEPES,
120 mM NacCl, 5 5 mM MgSO4 (pH=7.5) Na2HPO4, 8.6 100 mM NacCl,
mM KCI, 5 mM (pH=7.4) mM KH2PO4 10 mM MgCla,
MgClz, 1 mM (pH=7.5) 0.2% BSA
EDTA (pH=7.4)
(pH =7.4)
Radioligand 0.6 nM [3H]- 1 nM [3H]-8-OH- 1.25 nM [*H]- 4 nM [PH]- 7 nM [*H]-
Spiperone? DPAT® Ketanserin® Pyrilamine® Pirenzepine®
Nonspecific 100 puM Sulpiride 10 uM Serotonin 1uM 10 uM 200 uM
binding Methysergide Triprolidine Pirenzepine
Incubation 25°C/120 min 37°C/120 min 37°C/30 min 27°C/60 min 25°C/90 min
Filter plate GFICf GFICf GF/B¢ GF/B? GF/C'
Filter plate presoaked with presoaked with presoaked with  presoaked with  presoaked with

pre-treatment  0.5% PEI" for 1 h

0.5% PEI" for 1 h

0.5% PEI" for 1

0.1% Tween20

0.1% Tween20

and washed with  and washed with h and washed for 1 h and for 1 h and
250 pl incubation 250 pl incubation with 250 ul washed with washed with
buffer buffer incubation buffer 250 pl 250 pl
incubation buffer incubation buffer
Wash buffer 50 mM Tris-HCI, 50 mM Tris-HCI 50 mM Tris-HCI 41.4 mM 10 mM HEPES,
0.9% NacCl (pH=7.4) (pH = 6.6) Na2HPO4, 8.6 0.1% BSA
(pH=7.4) mM KH2PO4 (pH=7.4)
(pH =7.5)

Washing steps 4 x 250 pl wash

buffer

4 x 250 ul wash
buffer

6 x 250 pl wash
buffer

6 x 250 pl wash

buffer

4 x 250 ul wash
buffer

2 54.3 Ci/mmol, 1 mCi/ml, PerkinElmer NET1187250UC. ? 200 Ci/mmol, 1 mCi/ml,
PerkinEImer NET929250UC. ¢ 47.3 Ci/mmol, 1 mCi/ml, PerkinElmer NET791250UC.
d 20.1 Ci/mmol, 1 mCi/ml, PerkinElmer NET594250UC; ¢ 85.0 Ci/mmol, 1 mCi/ml,
PerkinElmer NET780250UC. f MultiScreennts FB Filter Plate, PerkinElmer MSFBNG. ¢
MultiScreennts FB Filter Plate, PerkinElmer MSFCNG6. " PEI, Poly(ethyleneimine).
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-5-methoxy-1H-indole (2)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-5-methoxy-1H-indole (2)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-6-methoxy-1H-indole (3)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-6-methoxy-1H-indole (3)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-7-methoxy-1H-indole (4)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-7-methoxy-1H-indole (4)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[2,3-b]pyridine (5)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[2,3-b]pyridine (5)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[3,2-c]pyridine (6)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[3,2-c]pyridine (6)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[2,3-c]pyridine (7)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[2,3-c]pyridine (7)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[3,2-b]pyridine (8)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[3,2-b]pyridine (8)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-4-fluoro-1H-indole (9)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-4-fluoro-1H-indole (9)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-5-fluoro-1H-indole (10)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-5-fluoro-1H-indole (10)

66'8C — -

€708 — -

bTES — -

0529 — -

STSOT~
ov'soT

69'60T ~
98'601
€0°ETT

orert

79911

S9°91T v

ocgT "

or'szt
L1°STT W.
6T'STT T

SELTT —

+9'821 —

ST6CT \
89'6CT
LOPET — —

OT'6ET — N =
VY 7 “zT

16°9ST — E—
bb'8ST — I

T T T T T T T T T T T T T
165 160 155 150 145 140 135 130 125 120 115 110 105 100

90 85 8 75 70 65 60 55 50 45 40 35 30 25
f1 (ppm)

95



3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-6-fluoro-1H-indole (11)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-6-fluoro-1H-indole (11)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-7-fluoro-1H-indole (12)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-7-fluoro-1H-indole (12)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-5-nitro-1H-indole (13)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-6-nitro-1H-indole) (14)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-5-methyl-1H-indole (15)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-6-methyl-1H-indole (16)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-6-methyl-1H-indole (16)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-7-methyl-1H-indole (17)
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3-(1-Benzyl-1,2,3,6-tetrahydropyridin-4-yl)-7-methyl-1H-indole (17)

B R 0 v N o @

B O ABBOTNLSANN O o NN n ©

88 L88SINRgenne o N p 3

88 SNN9838NSH45 3 4 ¢ g ]

L SSSANNV 2 (I
T T T T T T T T T T T T T T T T T T T T T T T T T T T T
145 140 135 130 125 120 115 110 105 100 95 90 85 8 75 70 65 60 55 50 45 40 35 30 25 20 15 10

f1 (ppm)



