








majority of cases‘by prompt resumption of drug
py and that the best guide to the likelihood and
g of relapse and recovery is probably the

e in Placebo Survivors

There was little information in the reviewed with-
.‘"wal studies on the comparatlve functioning of pla-

Yo-survivors and drug survivors. However, none of

“studies we have discussed showed placebo survi-
%s to be doing any worse than patients maintained on
Q:lgs In fact, the studies by Leff and Wing (5) and
kgany and associates (17) suggest that there might
& a subgroup of patients, albeit small, who function

Igus the studies we reviewed tend to support the co
amon of Hogarty and Goldberg (15) that main-
Zlance antipsychotic therapy is essentially prophy-
chc i.e., it tends to prevent relapse.
e proportion of drug-free schizophrenics who

i tlon well may be underestimated in the literature,
;!¢ce many of these patients may not be in treatment
tiare seen in private settings. Therefore, aftercare
higu:s may show lower proportions of patients suc-

fully maintained without antipsychotics than do
Hyate psychotherapists. The study by Troshmaky
axi ‘associates (9) tends to support this hypothesis in
at a hxgher relapse rate was found in the placebo
‘Oilp than in schizophrenics not on medication who
el;e not attending the clinic.
e
oxgyczty Resulting from Prolonged Drug Treatment

i ithdrawal symptoms that are commonly observed
o ng the first 10 to 14 days after phenothiazine dis-
antinuance have been recognized (18), but they were
ot focused on in withdrawal studies. However, it ap-
ears that some patients who appear to deteriorate
ithin a few weeks of drug withdrawal may in fact be
eveloping dyskinesia rather than adverse clinical
hange. In an ongoing pilot study of antipsychotic

kt‘ter without drugs than drug-maintained patients do. yz ‘
n}% GUIDELINES

ithdrawal, we have observed increased dyskinetic .

jovements in_4_of the first 5 placebo Telapsers.

atients who show newly appearing dyskinetic move-
lents after antipsychotic withdrawal can be assumed
» have a covert form of persistent dyskinesia, pre-
iously suppressed by drugs and made overt by drug
iscontinuance. In our pilot study, it was quite difficult
» assess the relative contributions of the two con-
mrent processes—increased dyskinesia and in-
reased psychiatric symptoms—to the clinical deci-
on to drop the patients from the study. Some patients
ppeared to react to a relatively sudden increase in
yskinesia with agitation, psychosomatic complaints,
nd miscellaneous symptoms seemingly unrelated to
tovement disorders. To observers such as family, fos-
i parents, aftercare staff, or even physicians, these
ehavioral changes may have indicated clinical deterio-
ttion. This process has similarities ¢

UON. IS proces ities to cases of pucuO-
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thiazine-induced decompensation reported by Van Put-
ten and associates (19), wherein increased psychosis
was associated with akathisia and was reversed by the
administration of an anticholinergic. We believe that at
least some relapses, especially during the first 4 to 6
weeks after antipsychotic withdrawal, are attributable
to withdrawal emergent dyskinesia rather than to psy-
chotic decompensation.

In view of the above findings and especially in view
of the fact that it is almost impossible to predict accu-
rately which patients will relapse when their antipsy-
chotic medication is withdrawn (1), we tentatively of-
fer the following guidelines to clinicians who wish to
evaluate the need for continued maintenance therapy.

The major principle we wish to stress is that every
chronic schizophrenic outpatient maintained on an-
tipsychotic medication should have the benefit of an
adequate trial without drugs.

When a patient’s drug history reveals that discontin-
uance or reduction -of antipsychotic drugs in the past
was followed by clinical relapse, it is safe to assume
that this patient has already been tested without medi-
cation with negative results, and any new attempt to
withdraw drugs is likely to fail. .

Withdrawal of antipsychotic medication could be im-
plemented in accprdance with the following principles:
1) gradual withdrawal is preferable to abrupt discontin-
uation; 2) if a patient is on several antipsychotics, they .
should be stopped one at a time; 3) if a patient is on an
antiparkinson drug, it should be continued for 1 to 2
weeks after antipsychotic withdrawal to guard against
cholinergic withdrawal symptoms; and 4) if discussion
with the patient reveals that he is most reluctant to be
without medication, reduction to a token amount is
preferable to-total withdrawal. Further course of ac-
tion would maturally depend on what happens to the
patient following drug discontinuation. There are four
major possibilities.

1. There may be severe relapse with or without re-

—_hospitalization._Obviously._in these situations rerurn
to antipsychotic medication in adequate doses is in-
dicated. Perhaps a new attempt could be made at a lat-
er date to reduce dosage or to institute drug-free week-
ends or holidays as suggested by Prien and Klett (1):

2. In cases of lesser clinical deterioration, the best
action would probably be prompt reestablishment of .
previous antipsychotic therapy to achieve recompensa-
tion. However, many of these patients may be good
candidates for dosage reduction, and a subsequent at-
tempt to reduce the dosage could be initiated.

3. If no adverse behavior change occurs, one can
hope to have found an ideal candidate for antipsychot-
ic drug withdrawal. However, these patients should be
closely followed for at least 1 year, since clinical re-
lapse may be expected to occur at any time during the
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4. Dyskinesia  may appear or worsen. The ex- N
pectation is that such a change would occur within 4 to i
6 weeks of drug discontinuation and would precede ~
psychotic decompensation. Judicious drug manage-
ment of these patients would take into account both 2
dyskinesia and behavioral deterioration. If both were
severe, reinstitution of the former antipsychotic regi-
men might be wise, despite the possibility that the cov- 4
ert dyskinesia might in time be further aggravated by
the antipsychotic drug. If the dyskinesia is severe but 5.
the recrudescent psychotic symptoms are not too trou-
blesome, one may attempt to concentrate on con-
trolling only the dyskinetic symptoms through treat- 7
ment with promising drugs such as deanol (22) or pa-
paverine (23). If these treatment efforts fail, one could 8.
later prescribe an antipsychotic to suppress symp-
toms. If both dyskinesia and psychotic relapse are 9
comparatively mild, one could embark on a course of
treatment with antipsychotics presumed to have few

or no neurological side effects. Drugs that could be 10
considered for this purpose include chlorprothixene, i
which has been shown to produce the least withdrawal
“emergent symptoms in children (24); thioridazine, 12
which is known to have a low likelihood of praducing
extrapyramidal symptoms and the investigational
drug clozapine, which is an effective antipsychotic ap- |5
parently without neurological side effects (25). Treat-
ment with these agents would presumably benefit the
psychotic symptoms and would prevent further dyski- 14
nesia. Finally, if the dyskinesia is mild and no psychot- I3
ic relapse is observed, it may be best to hope for spon-
taneous long-term improvement of the dyskme51a and 16
to refrain from reinstituting dmg therapy .
' 17
CONCLUSIONS
. 18.
Our review of drug discontinuance studies in out- :
patient schizophrenics maintained on antipsychotics L
suggested that perhaps as many as 50% of such 20

patients might not be worse off if their medications
were withdrawn. In view of the long-term com-
plications of antipsychotic drug therapy—primarily tar-
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