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    Abstract

Regulation of dopamine receptor subtypes was determined after long-term (8 mo) administration of typical and atypical antipsychotic drugs using3H-nemonapride, 3H-raclopride,3H-spiperone,3H-7-hydroxy-N,N-di-n-propyl-2-aminotetralin,3H-SCH23390 and 125I-sulpiride in vitro receptor autoradiography. Drug-induced receptor upregulation was remarkably different across the various D2-like receptor radioligands. Chronic haloperidol treatment resulted in a strong increase in 3H-nemonapride, 3H-spiperone and125I-sulpiride binding to striatal areas, whereas3H-raclopride binding was marginally affected. Raclopride treatment elevated striatal binding of 3H-nemonapride and3H-spiperone to a lesser extent, and did not alter3H-raclopride binding. Clozapine treatment did not affect the binding of the tritiated radioligands. These differences suggest that 3H-nemonapride and 3H-spiperone are binding to an additional subset of D2-like receptors, not recognized by3H-raclopride. 3H-Nemonapride binding in the presence of 300 nM raclopride uncovered a striatal binding site (designated as D4-like receptor), that was up-regulated after chronic haloperidol, raclopride and clozapine treatment. The125I-sulpiride binding sites in the prefrontal cortex were also up-regulated by the three antipsychotics. In contrast,3H-spiperone binding sites were down-regulated in the prefrontal and dorsolateral cortical area. Chronic antipsychotic treatment did not affect D1-like or D3 dopamine receptor subtype binding.


Footnotes
	

Send reprint requests to: Dr. Frank I. Tarazi, Mailman Research Center, McLean Hospital, Harvard Medical School, 115 Mill St., Belmont, MA 02178.


	
↵1 This work was supported by MH44211 from the National Institute of Mental Health Center for Schizophrenia Research (PI Dr. W. Carpenter), Maryland Psychiatric Research Center; an NIMH RSA award MH00316 (I.C.) and a Sigma Xi research grant (F.I.T.).


	
↵2 Current address: Central Chemical Lab, Academic Hospital, Free University, Amsterdam, The Netherlands.


	
↵3 Current address: Mailman Research Center, McLean Hospital, Harvard Medical School, 115 Mill St., Belmont, MA 02178.


	Abbreviations:	TD
	tardive dyskinesia
	3H-7-OH-DPAT
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	NA
	nucleus accumbens
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	SNpc
	substantia nigra pars compacta
	SNpr
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	MPC
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	Olf Tub
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