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The discovery of the antipsychotic/dopamine
receptor in 1974 and the vast growth of dopamine receptor data resulted in a need for a
single-place source to obtain the information
readily. The central role of dopamine receptors
in such psychomotor diseases as schizophrenia and Parkinson’s disease may account for
the frequent citations. [The Sc! ® indicates that
this paper has been cited in more than 1,200
publications.]
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Since
hallucinations and delusions in
schizophrenia and psychosis are controlled
by dopamine receptor-blocking drugs, and
since the immobility of Parkinson’s disease is
alleviated by dopamine receptor stimulants,
dopamine receptors are of considerable dinical and research interest. Possibly this explains the many citations to this review.
My wife, Mary, a psychiatry resident at
Manhattan State Hospital in 1962, encouraged me to start schizophrenia-related research during my graduate studies at Rockefeller University with George Palade. I later
chose to search for the brain’s antipsychotic
receptor. We found this receptor1 in 19741975 using radioactive dopamine or radio3
active haloperidol.2~ The finding was based
on the fact that the tissue binding of either of

these radioactive compounds was inhibited
by 1 nanomolar haloperidol. This was the

concentration known to exist in the cerebrospinal fluid of haloperidol-medicated psychotic patients. Although I named this antipsychotic receptor
“the neuroleptic/dopa4
mine receptor,” it was later5rechristened as3
the dopamine 02 receptor. This work~provided the first direct evidence that antipsychotic drugs acted on dopamine receptors, since animal work had difficulty settling
which of the many catecholamine receptors
67
were selectively blocked by these drugs. ’
Like rabbits, dopamine receptors soon8 rapidly multiplied in name and number. Although Milt Titeler suggested that a review
be written solely on our own lab data, I felt it
essential to analyze the mushrooming world
literature on these receptors (then appearing
at 200 papers per year), in order to determine which of these “rabbits” might be identical. The work devoured a year of my life,
but my wife said it was good occupational
therapy and must have demonstrated something to our three sons.
This review is convenient to cite because it
contains references to the chemistry of dopamine agonists and antagonists, as well as to
the biology and extensive pharmacology of
dopamine receptors. It also provided a receptor model for medicinal chemists.
The review served as only one small step in
the research strategy of seeking a possible
biological basis for schizophrenia. The D2
receptors appear abnormal in structure9 and
are elevated in the schizophrenic
brain, par1
ticularly on the left side. °
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