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3.9£1.9, respectively) or between the nondeteriorated pa4
tients in the two drug groups.

These results are consistent with the hypothesis that the
relationship between severity of tardive dyskinesia and psy-
chotic decompensation may be due to a common underlying
mechanism of increased dopaminergic function covertly in-
duced by long-term use of neuroleptics and made overt by
drug discontinuation. There was no evidence that increased
agitation caused a worsening of tardive dyskinesia, since the
2 deteriorated chlorpromazine patients did not show signs of
having more severe tardive dyskinesia than the nondeterio-
rated tryptophan-benserazide patients.

Psychosis associated with sudden decline in prolactin lev-
els. In a pilot study designed to test whether penicillin has an
antipsychotic effect, 10 hospitalized schizophrenic patients
chronically treated with neuroleptics had their medication
withdrawn and replaced with oral penicillin for 6 weeks (6).
Greater decreases in prolactin (geometric mean=22.6 ng/ml,
range=11.7-51.7 ng/ml on day 0; geometric mean=6.0 ng/
ml, range=3.7—10.3 ng/ml on day 42) tended to be associated
(r=.62, df=6, p<.10) with symptomatic deterioration (mean
BPRS total scores #SD=37.5+8.8 on day 0 and 46.1+13.2
on day 42), and increased severity of tardive dyskinesia was
significantly correlated with decreases in prolactin (r=0.85,
df=6, p<.01).

There is evidence to suggest that supersensitivity does not
occur in response to chronic dopamine blockade in the dopa-
mine hypothalamoinfundibulum tract (7), so the extent of
prolactin elevation can be seen as a measure of absolute
dopamine blocking. That some patients require more dopa-
mine blocking to control their symptoms, as suggested by
their elevated prolactin levels, and relapse suddenly when
the dopamine blocking is removed is consistent with the hy-
pothesis that these patients have developed a super-
sensitivity in their mesolimbic dopamine receptor sites as
they have in the neostriatum.

Discussion

The association between dyskinesia and psychotic
relapse has been observed by others (8, 9). The hy-
pothesis that tardive dyskinesia and supersensitivity
psychosis may be caused by a similar mechanism oc-
curring in different areas of the brain is suggested by
the common factors that can alter the clinical picture
of both syndromes: increasing the neuroleptic dosage
decreases the severity of dyskinesia and psychosis,
decreasing the dosage makes both worse, stress ex-
acerbates both dyskinetic and psychotic symptoms,
and L-dopa and amphetamine can increase the severity
of both.

We suggest that neuroleptics can produce a dopa-
mine supersensitivity that leads to both dyskinetic and
psychotic symptoms. An implication is that the ten-
dency toward psychotic relapse in a patient who has
developed such a supersensitivity is determined by
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,& Another implication is the possibility that this super- ;
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more than just the normal course of the illness. This
may explain why Hogarty and associates (10) were un-
able to identify ‘‘good prognosis’” patients who do not °
relapse when maintenance neuroleptics are discontin-
ued.

ensitivity is irreversible. This is accepted to be true of
ardive dyskinesia unless it is diagnosed early and
medication is discontinued. If the same irreversibility
is occurring in the mesolimbic region, the result would
be patients who must remain on neuroleptics for the
rest of their life regardless of the natural course of their
illness. In the studies done by Hogarty’s group, two-
thirds of patients thought to be suitable for drug with-
drawal after 2 years of drug therapy relapsed following
drug discontinuation, causing the authors to state that
“‘the need for maintenance chemotherapy may be in-
definite’” (10). In some of these cases, the need for
continued neuroleptic treatment may itself be drug-in-
duced.
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