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New Class of 5-HT2C-Selective Ligands 

for Possible Use in Schizophrenia

In an ongoing endeavor to find new drugs for the treatment of Schizophrenia, two low-

molecular weight, highly subtype selective 5-HT2C-agonists with low nanomolar activity 

was designed:

Introduction and In Vitro Activity

Metabolism

In Vivo Activity
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CHO-VI-12 and CHO-VI-17 are synthesized according to the following Scheme:
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Vabicaserin, a drug candidate in 

clinical phase II trials for 

Schizophrenia as well as CHO-VI-

12 and CHO-VI-17 was tested for 

it’s ability to revert a phencyclidine 

(PCP)-induced disturbance to the  

prepulse inhibition after a  12 dB 

audio signal .
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Vabicaserin CHO-VI-12 CHO-VI-17

PPI (%)

Compound

CHO-VI-12

CHO-VI-17

CHO-VI-12

CHO-VI-17

ED
50

K
d

5-HT2A

(nM)

761 (11%)

NA (7%)

2,297

2,763

5-HT2B

(nM)

NA (2%)

NA (6%)

157

242

5-HT2C

(nM)

10 (68%)

19 (68%)

432

214

Selectivity

2A/2C

77

-

5.3

12.9

2B/2C

-

-

0.4

1.1

CYP

2C9

2D6

3A4

Substrate

Tolbutamide

Dextrometorphan

Midazolam

Testosterone

Test Inhibitors

Sulfaphenazole

CHO-VI-17

Quinidine

CHO-VI-17 

Ketokonazole

CHO-VI-17 

Ketokonazole

CHO-VI-17

% Inhibition 

at 10 mM

94.7 %

19.6 %

98.7 %

27.0 %

99.8 %

21.7 %

99.7 %

25.1 %

Compound

Verapamil

CHO-VI-17

Microsomal 

(% remaining)

human

39.6

90.5

rat

-

66.0


