Maintenance Antipsychotic Therapy: Is the Cure Worse

than the Disease?

BY GEORGE GARDOS, M.D., AND JONATHAN O. COLE, M.D.

The serious long-term complications of maintenance
antipsychotic therapy led the authors to undertake a
critical review of outpatient withdrawal studies. Key
findings included the following: 1) for at least 40% of
outpatient schizophrenics, drugs seem to be essential
Sfor survival in the community; 2) the majority of
patients who relapse after drug withdrawal
recompensate fairly rapidly upon reinstitution of
antipsychotic drug therapy; 3) placebo survivors seem
to function as well as drug survivors—thus the-benefit
of maintenance drug therapy appears to be prevention
of relapse; and 4) some cases of early relapse after
drug withdrawal may be due to dyskinesia rather than
psychotic decompensation. The authors urge
clinicians to evaluate each patient on maintenance
antipsychotic therapy in terms of feasibility of drug
withdrawal and offer practical guidelinej‘ for
withdrawal and subsequent management.

A SURVEY OF the overall picture of the treatment of
chromic schizophrenic patients indicates that the vast
majority are receiving antipsychotic drug therapy.
Most experts believe that drug therapy should be con-

- tinued indefinitely in view of the substantial risk of re-
- lapse upon discontinuance (1). However, recent publi-
. cations (2, 3) have pointed to the serious and often ir-

— _ reversible_complications of prolonged antipsychotic
%emwdwmmla in particular is becoming
recognized as a major therapeutic challenge. This Tate-
appearing, persistent neurological syndrome seems to
be associated with the use of antipsychotic com-
pounds. The prevalence of tardive dyskinesia among

patients on long-term drug therapy is estimated to be '

between 0.5% and 40% (4). Unfortunately, there has
been no effective treatment for tardive dyskinesia to
date.

The seriousness of the long-term complications war-
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rants a reexamination of the evidence in favor of pre-
longed maintenance antipsychotic therapy. Tradition:
ally, research dealing with maintenance antipsychoti
therapy has focused on relapse rates. Typical studie
evaluating the need for continued maintenance druy
therapy compare a group of patients withdrawn froin;
phenothiazines with a group maintained on drugs. Th
principal outcome measure is the number or per:
centage of patients who show clinical deterioration. If
as is usually the case, a substantial number of drug-
withdrawn patients deteriorates in contrast to the drug;
continued group, it is concluded that drug withdrawakz
is too risky and continued drug therapy is therefore es—¢
sential. We feel that this approach has limitations and;:
does not do justice to the complex clinical issues in.
volved. The concept of the risk/benefit ratio, which ¢;
ten governs clinical decisions, should be accorde
more attention. The clinician faced with a chrom
schizophrenic patient on maintenance ant1psychou$
therapy ought to consider the following issues. :

1. The clinical impact of relapse. Although it is i
portant to know the likelihood of patlent relapse fo{
lowing antipsychotic drug withdrawal, it is just as ind
portant to know how serious the consequences of su
a relapse would be. Psychotic decompensation in the.:
employed head of a household may lead to disastrous-
psychological and economic consequences for a.whole:
family, while the same adverse change in a hospltal-f’
ized chronic patient may result in much less upheaval.
Thus drug discontinuance studies should emphasize
- the_impaci of relapse and thesubsequent-fate of re- .
lapsed patients in addition to assessing_relapse rates.
In particular, suicidal, self-destructive, or assaultive
behavior should be noted.

2. The benefits of continued drug therapy. A most
important theoretical aspect of maintenance antipsy-
chotic therapy is whether these drugs are only prophy-
lactic or are also therapeutic. The clinician needs to
know whether by withdrawing drugs he simply de-
prives the patient of protection against future relapse
or whether he is also depriving him of an active thera-
peutic agent, thereby circumventing continued im-
provement. This kind of information could be obtained
if data on psychosocial functioning were reported sepa-
rately for drug and placebo survivors (i.e., non-
relapsers)
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fiworder to determine the extent to which pub-
studies provide information on the clinically
sisk/benefit issues. In this article, we will fo-
chizophrenic patients who are not hospitalized,
tpatients are the appropriate group for study

nes- Moreover, inpatients are shielded from many of
he stresses experienced by patients in the community
hat might lead to relapse (5). Therefore, the study of
utpatients more accurately reveals the extent to
vhich drugs can protect patients from regression or de-
ompensation under stress.

In-our discussion of outpatient antlpsychotxc drug
rithdrawal studies, we will mention methodological
roblems, but we will not discuss them in detail.

EVIEW OF OUTPATIENT STUDIES

Tuteur and associates (6) substituted placebo for
ow doses of chlorpromazine (CPZ) in 57 socially re-
mzered chronic female schizophrenic outpatients
é"bn in a drug clinic. The relapse rate was 56%

N=32), compared to a rate of 13% in a similar group
ients who stayed on CPZ. In 3 placebo patients,
elabse fed to extended rehospitalization; 27 relapsed
fafients recompensated within days of resuming medi-
ation; and 2 patients recompensated after a brief read-
i’a?is‘ﬁon No mention is made of the psychosocial ad-
Elsfment of the placebo survivors.

n-a placebo-controlled withdrawal study of chronic
Kﬁhotlc outpatients by Gross (7), 50 of 98 patients
lacebo (51%) relapsed within 6 months as opposed
ty&of 46 (13%) in the drug-maintained control group.

S by

iatfents who relapsed on active medication had to be
ms;;ltahzed only 13% of drug-withdrawn relapsed
sattents needed rehospitalization—the rest regained
vt"}brhty under resumed medication. Unfortunately,
hestudy population was not adequately described and
’ anctioning of the placebo survivors was not
resented.

7 In a longitudinal study involving 6 female schizo-

maintenance as opposed to drug treatment is-
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patients were on a low dosage (the equivalent of 150 to
200 mg of CPZ per day). During 10 months, 12 of 19
placebo patients deteriorated and 8 required rehospital-
ization; Only. 1 patient on active medication got worse.
The 7 placebo survivors and 23 drug survivors showed
little or no change. To estimate the impact of contact
with the aftercare clinic, the study included a control
group of discharged schizophrenics not attending the
clinic. A follow-up inquiry with.relatives of the latter
group yielded 27 usable responses, which indicated
that 13 of 27 patients were not doing well; 6 of these 13
were on drugs and 7 were not. Fourteen patients were
apparently doing well, 6 of them on drugs and 8 not re-
celving phenothiazines.

Wiener and associates (10) withdrew medication
from 41 outpatients and compared them to a randomly
selected group of 42 patients who continued medica- -
tion. Twenty-six of the 41 were successfully with-
drawn for the 3-month study period. The only negative
result was an increase in depression scores on the Min- -
nesota Multiphasic Personality Inventory. However,
since the population was a.mixture of psychotic and
neurotic patients and the drugs included meprobamaté
as well as CPZ, the results are difficult to interpret.

Pasamanick and associates (11) studied home care
of schizophrenics under drug and placebo conditions.
Although this was not-strictly a withdrawal study, the
findings are relevant to our review. Sixty-five (83%) of
drug-treated paﬁients as opposed to 31 (55%) of the
patients on plai:ebo were successfully maintained at
home for 6 to 18 months. However, the drug failure

" subjects spent an average of 168 days in the hospital,.

whereas the average stay of the placebo failures was

7(94 days.
Javever, ’Gross noted that while 50% of clinic

In a controlled study by Engelhardt and asso-
ciates (12), schizophrenic outpatients were assigned to
CPZ, promazine, or placebo and were followed for 48
months. Hospitalization was required for 19.1% of 152
CPZ patients versus 31.0% of the 142 placebo patients.
It was concluded that CPZ prevented rather than mere-

ly delayed hospitalization.

Leff and Wing (5) studied maintenance phenothia-
zine therapy of acute schizophrenics who had recov-

shirenics who had been dischafged for af least T year -

Mold (8) substituted placebo for CPZ. Five patients re-
apsed and showed severe social dlsorgamzatlon
Wi’uen CPZ was reinstituted, these S patients im-
mo?ved When placebo was reinstituted, there was re-

ed after about the same amount of time. Desplte

chromc schlzophremcs who had been dis-
ed from a state hospital for at least 1 year.
ents were randomly assigned to continued pheno-

sarine therapy or to *‘exact replica placebo.” Most

ered and had been dischiarged from the ospital-Of 116

’b‘le individual consistency; the 5 patients again

suitable patients, only 35 entered the trial; this group
was randomly assigned to trifluoperazine, CPZ, or pla-
cebo. During the 1-year study, 12 of 15 placebo
patients (80%) relapsed as opposed to 7 of the 20 drug-
treated patients (35%). All 7 drug relapsers but only 6
of the 12 placebo relapsers were rehospitalized. Fol-
low-up of the 81 patients who had not entered the trial
revealed that their overall relapse rate was similar to
the overall relapse rate of the study group (56.8% and
53.3%, respectively). Patients with good prognoses
who were not-on phenothiazines did rather well (27.3%
relapse rate), while drug patients with poor prognoses
did poorly (66.7% relapse rate). These two groups had
been excluded from the controlled portion of the inves-
tigation on the grounds that they had been either too
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Hirsch and associates (13) substituted placebo in-
Jections in half of a group of 81 chronic schizophrenics
maintained on fluphenazine decanoate. The relapse
rates in 9 months were 66% for placebo patients and
8% for drug patients. However, since negative respon-
ders and relapsers on fluphenazine had been screened
out before the study, the authors estimated that over
30% of unselected patients probably could not be main-
tained on fluphenazine injections. It was noteworthy
that 89% of the drug patients received only one 25-mg
injection of fluphenazine decanoate monthly, which
was a very low but apparently quite effective main-
tenance dose. The patients who relapsed on placebo
were found to be very difficult to restabilize (14).

In a controlled study of the posthospital treatment of
374 schizophrenics, Hogarty and Goldberg (15) com-
pared CPZ with placebo and also studied the effects of
“major role therapy,”” a form of intensive casework
with rehabilitation counseling. Clinical deterioration
on placebo as shown by cumulative relapse rates was
substantial: 67% at the end of 1 year and 80% at the
end of 2 years. However, the corresponding relapse
rates for the CPZ group also tended to be high: 31% at
1 year and 48% at 2 years. Approximately 75% of re-
lapsers required rehospitalization (16).

, The drug relapse rates in the Hogarty and Goldberg
. study may be inflated, since an unknown number of
patients may have discontinued medication on their
own-prior to relapse. The results clearly indicate the
prophylactic value of CPZ: the drug prevented relapse
and probably rehospitalization in at least 2 third and
possibly more of the patients. Analysis of data for the
survivors showed that drug-treated patients who sur-
vived in the community did not adjust any better than
patients who managed to survive on placebo (17).

DISCUSSION

The studies we reviewed had some major defi-
ciencies. A great deal of information was missing in
terms of population characteristics, control for con-
founding variables, enumeration of side effects, clini-

, ,,,"ffﬂ‘asse%mmﬁo%phwm—mwarﬁnd—descﬂpmﬂ——mcdmmmmwb1hzat10n after
of the subsequent fate of relapsed patients. Never-

.._theless, based .on the reported findings, we have ar-
rived at several tentative conclusions.

Relapse Rates Attributable to Drug Withdrawal

Since there was considerable variation in the per-
centage of patients who relapsed while on antipsychot-
ic medication, the best estimate of deterioration attrib-
utable to drug discontinuance can be obtained from

" drug-placebo differences. Drug-placebo differences in
relapse rates in the studies cited ranged between 12%
and 59%, with a median valué of 40%. Therefore, one
can conclude that for at least 40% of outpatient schizo-
phrenics, phenothxazmes are essential for survival in

the communitv.
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A number of clinical implications can be de
from this conclusion. The question arises of what p
portion of chronic schizophrenic outpatients may
need to be on antipsychotics, either because
would do.well without medication or because
would not do well on drugs for reasons including
ure to find optimal drug or dose level, noncomplian
or toxicity. Judging by this review, the proportion:
such patients may be as high as 50%.

The suggestion that as many as half of schizophre;
patients might not be worse off if their maintenance
tipsychotic medication were withdrawn will sur
meet with some raised eyebrows. It is well to-rem
ber, however, that there may be a substantial difi
ence between the efficacy of drug treatment act
given to patients and the theoretical op
drug/dosage combination. The more the actual antips)
chotic therapy approximates idealized optimal eff
cacy, the larger the drug-placebo differences could
come following drug withdrawal. The longer a pati
has been on maintenance antipsychotic therapy, i
greater the likelihood that an effective drug/dos:
combination has been found, and consequently
less the likelihood of relapse on continued medicati
While there were not adequate data in the revi
withdrawal studies regarding length of prestudy ph
macotherapy, it was our distinct impression that,
lowest drug relapse rates and the largest drug-pla
differences were obtained in populations who had
on maintenance armpsychotlc therapy for the long
time (13). Conversely, patients recently discha:
from the hospital tended tosexperience higher drug
lapse rates and smaller drug-placebo differences (&
However, we believe that even in the most sta
groups, a number of patients could be saved from |
dangers of tardive dyskinesia as well as from the fin:
cial and social burdens of prolonged drug therapy;..‘

11
i

Consequences of Relapse

~ Rehospitalization rates after placebo relapse vari
between 10 and 75%. In some studies, relapsed |
tients recompensated quickly following returm

“lapse was difficult (13)—Amr-interesting trend emer
from three studies, in that drug failures appeared
have a considerably higher rehospitalization rate t
placebo relapsers (5, 7, 11). The most obvious int
pretation is that patients who relapse on medicatig
are sicker than placebo relapsers. Leff and Win,
study (5) provides indirect support for this hypothe
One of the outstanding methodological features o
study was the authors’ ability to follow-up those s
able patients who did. not enter the trial. Amo
patients who were on drugs but were judged to be
sick to be withdrawn, a substantial 67% relapse i
was found, confirming the clinical judgment that ¢
were poor risks.
~ From the sparse data, one may tentatively infer
relapse following drug discontinuation can be rever;

¥
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majority of cases'by prompt resumption of drug
y and that the best guide to the likelihood and
of relapse and recovery is probably the
ent’s past behavior in a similar situation (8).

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.
1n 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.

e in Placebo Survivors

There was little information in the reviewed with-
wal studies on the comparatlve functioning of pla-
%o survivors and drug survivors. However, none of
“istudles we have discussed showed placebo survi-
5 to be doing any worse than patients maintained on
rhgs In fact, the studies by Leff and Wing (5) and
gany and associates (17) suggest that there might
&.a subgroup of patients, albeit small, who function
=tter without drugs than drug-maintained patients do.
t;us the studie§ we reviewed tend to support the co
ﬁmon of Hogarty and Goldberg (15) that main-
jlance antipsychotic therapy is essentially prophy-
ctic, i.e., it tends to prevent relapse.
“he proportlon of drug-free schlzophremcs who

ion well may be underestimated in the literature,

fice many of these patients may not be in treatment

‘are seen in private settings. Therefore, aftercare

ics may show lower proportions of patients suc-

fully maintained without antipsychotics than do

ate psychotherapists. The study by Troshinsky
';nc} ‘associates (9) tends to support this hypothesis in
a hlgher relapse rate was found in the placebo
‘biip than in schizophrenics not on medication who
%ﬁe not attending the clinic.
.
ox;:c
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
ithdrawal, we have observed increased dyskinetic . 1. There may be severe relapse, with or without re-
jovements in. 4 of the first 5 placebo Telapsers. _ hospitalization. Qbviously, in these situations return
atients who show newly appearing dyskinetic move-  to antipsychotic medication in adequate doses is in-
ients after antipsychotic withdrawal can be assumed  dicated. Perhaps a new attempt could be made at a lat-
» have a covert form of persistent dyskinesia, pre- er date to reduce dosage or to institute drug-free week-
iously suppressed by drugs and made overt by drug  ends or holidays as suggested by Prien and Klett (1):
iscontinuance. In our pilot study, it was quite difficult 2. In cases of lesser clinical deterioration, the best
» assess the relative contributions of the two con-  action would probably be prompt reestablishment of -
arrent processes—increased dyskinesia and in-  previous antipsychotic therapy to achieve recompensa-
reased psychiatric symptoms—to the clinical deci- tion. However, many of these patients may be good
on to drop the patients from the study. Some patients  candidates for dosage reduction, and a subsequent at-
ppeared to react to a relatively sudden increase in  tempt to reduce the dosage could be initiated. '
yskinesia with agitation, psychosomatic complaints, 3. If no adverse behavior change occurs, one can
nd miscellaneous symptoms seemingly unrelated to  hope to have found an ideal candidate for antipsychot-
tovement disorders. To observers such as family, fos-  ic drug withdrawal. However, these patients should be
i parents, aftercare staff, or even physicians, these  closely followed for at least 1 year, since clinical re-
ehavioral changes may have indicated clinical deterio- lapse may be expected to occur at any time during the
g Buems 1
U

"GUIDELINES

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 accbrdance 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 paturally depend on what happens to the
patient following drug discontinuation. There are four
major possibilities.

.

ity Resulting from Prolonged Drug Treatment

ritiac to ra

arl
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s similarities tc cases of pucuO- first 12 months (20, 21).
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4. Dyskinesia may appear or worsen. The ex- N
pectation is that such a change would occur within 4 to™

6 weeks of drug discontinuation and would precede
psychotic decompensation. Judicious drug manage-
ment of these patients would take into account both
dyskinesia and behavioral deterioration. If both were
severe, reinstitution of the former antipsychotic regi-
men might be wise, despite the possibility that the cov-
ert dyskinesia might in time be further aggravated by
the antipsychotic drug. If the dyskinesia is severe but
the recrudescent psychotic symptoms are not too trou-
blesome, one may attempt to concentrate on con-
trolling only the dyskinetic symptoms through treat-
ment with promising drugs such as deanol (22) or pa-
paverine (23). If these treatment efforts fail, one could
later prescribe an antipsychotic to suppress symp-
toms. If both dyskinesia and psychotic relapse are
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
considered for this purpose include chlorprothixene,
which has been shown to produce the least withdrawal
‘emergent symptoms in children (24); thioridazine,
which is known to have a low likelihood of producing
extrapyramidal symptoms and the investigational
drug clozapine, which is an effective antipsychotic ap-
parently without neuroclogical side effects (25). Treat-
ment with these agents would presumably benefit the
psychotic symptoms and would prevent further dyski-

nesia. Finally if the dyskinesia is mild and no psychot-

ic relapse is observed, it may be best to hope for spon-
taneous long-term 1mprovement of the dy§k1ne51a and
to refrain from reinstituting drug therapy :

CONCLUSIONS

Our review of drug discontinuance studies in out- :

patient schizophrenics maintained on antipsychotics
suggested that perhaps as many as 50% of such
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-

— - Awe dyskinesia—an-attempt-should-be-made_to-deter- —
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