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Statement of the Problem: Schizophrenia is a chronic mental illness commonly with hallucinations, delusions, disorganized 
speech and disorganized thinking. Schizophrenia is a complex disorder whose etiology and pathogenesis is not completely 

understood. Schizophrenia is associated with the increased activity of dopaminergic and serotoninergic receptor sites. The 
purpose of this work is to discover new derivatives by homology modeling, design, synthesis and preliminary pharmacological 
studies of synthesized compounds with minimum side effects and better pharmacological action. Methodology & Theoretical 
Orientation: A Homology modeling and simulation was carried out by using Modellar 9v8 software followed by template 
identification and its alignment with target structure. The analysis of protein receptor structures for Dopamine (D2) and 
Serotonin (5HT2A) receptors and validation was performed on Exome Horizon 1.3 software. Docking studies were performed on 
same software and some selected active chromen-2-one derivatives were synthesized (B4a-B4k). Preliminary pharmacological 
screening such as Apomorphine induced climbing behavior i.e predictive of Dopaminergic (D2) antagonistic activity and 
5HTP induced head twitches i.e predictive of serotonergic (5-HT) antagonistic activity were performed. Support of docking 
and preliminary pharmacological results gives lead for identification of final active molecules. Conclusion & Significance: 
All the synthesized compounds possessed dopaminergic antagonist and also possessed significant antagonistic activity at 
serotonin (5-HT) receptor (5HTP induced head twitches) which is an index of hypothesized atypical antipsychotic profile. 
The compounds which were substituted with Chloro ortho and Meta position showed significant dopamine D2 receptor 
antagonistic activity & the compounds which were substituted with Chloro at ortho position and Chloro and Fluoro at Meta 
position showed significant 5HT receptor antagonistic activity. From this data, we can conclude that compound (B4e) has 
better atypical antipsychotic profile.
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