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elapse in €hronic Schizophrenics following Abrupt

Withdrawal of Tranquillizing Medication®

By ROBERT F. PRIENT, JONATHAN

icians are often faced with the problem
ining whether long-stay schizophrenics
ntinuous treatment with tranquillizers.
gged ingestion of ataractics has both

. and economic disadvantages. Recent

(16 25) have focused attention on the
dangers of prolonged use of tran-

g medication. On the other hand,
nuation of medication may lead to
nce of acute psychotic behaviour. The
ure on drug withdrawal provides no
1 to the dilemma. The results from drug
nuation-- stu(heg are complex and con-
. Some investigators report extremely

tion even when drugs are withdrawn

periods of time. A brief review of the

will give some indication of the

adictory nature of results.

drug withdrawal studies were patterned

a study of Good, Sterling, and Holzman

2). Active medication was abruptly with-

and a placebo was substituted, usually

period of three to six months. A few studies

d from this model. Caffey et al. (5) and

Id et al. (10) gradually reduced dosage

' 'withdrawing active medication. Caffey
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reported a high incidence of deteriorated
behaviour and Garfield a low incidence over a
four-month period. Olson and Peterson (22) and
Judah, Josephs, and Murphee (19) did not
substitute placebo after withdrawing medication.
Both reported substantlally higher rclapse rates
than most of the investigators using placebo.
However, Whitaker and Hoy (29) used both
placebo and complete withdrawal of all pills in
the same study and found no difference between
the two treatments.

The least favourable report on drug dis-
continuation was that of Olson and Peterson
(22) who withdrew phenothiazines from 127
chronic schizophrenics. By the end of six
months, 74 per cent. of the patients had
deteriorated to a point requiring resumption
of medication. Judah et al. (19) removed
medication from 519 chronic schizophrenics for
90 days; during this period 72 per cent. of the
patients had to be returned to medication
because of regressed behaviour. Zeller (31)
interrupted chlorpromazine and reserpine treat-
ment for one month in 40 psychotic patients,
and found that 68 per cent. relapsed. Whitaker
and Hoy (29) withdrew perphenazine from 39
long stay schizophrenics. Approximately 40 per
cent. required the drug within 10 weeks.
Caffey et al. (5) found that 45 per cent. of 171
male chronic schizophrenics on placebo had
to be returned to active medication during a
16 week study period. Blackburn and Allen (2)
reported a similar relapse rate, 43 per cent., over
a four-month period. Brooks (4) reported signifi-
cant regression within a month following
withdrawal of medication.

In contrast, five investigators report relatively
little regression resulting from phenothiazine
withdrawal. Freeman and Alson (9) removed
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medication from 48 chronic male psychotics v often strikingly different, Judah ‘ L
for a period of six months and found that only ~ Rothstein (26) suggest that part of this dif
27 per cent. required resumption of medication. ct

At the end of three months, only 13 per cent. of

the patients had relapsed. Garfield et al. (10)

administered placebo to 18 female chronic
schizophrenics. Only 22 per cent. had to be
returned to active medication during a five-
month study period. Good et al. (12), using a
sample of 112 chronic schizophrenics, concluded
that chlorpromazine could be withdrawn for a
period of three months without any noticeable

regression in behaviour; though withdrawal
for longer periods produced a significant in-
crease in pathology. Rothstein (26) also reported
that medication could be withdrawn for three
months withoutsignificant increase in pathology.
Finally, Hughes and Little (17) withdrew
chlorpromazine from 21 female psychotics and
found that only 19 per cent. had to be returned
to medication during an 18-month period.

Efforts to identify patients who can tolerate
long periods off medication have not been very
successful. Denber and Bird () found that
probability of relapse was related to severity
of illness but not to length of hospitalization
or clinical diagnosis. Winkleman (30) suggested
that patients on medication long enough to
achieve ego reorganization were less likely to
relapse when drugs were discontinued. Freeman
and Alson (9) found that sicker patients,
particularly those who were confused or apa-
thetic, were poorer risks for discontinuation.
Diamond and Marks (8) also reported that
withdrawn patients seemed to require tran-
quillizers more than patients in whorx thinking
disorders predominated. On the other hand,
Caffey et al. (5) found no evidence to show that
probability of relapse was related to clinical
diagnosis, duration of illness, length of hos-
pitalization, or ler.gth and amount of previous
medication. Judah et al. (19) reported that
clinical diagnosis, length of illness, and duration,
dosage or type of drug were not factors affecting
relapse. Finally, Good et al. (12) and Brooks (4)
found no relationship between relapse and dose
or type of previous tranquillizing medication.

In summary, the studies on drug withdrawal
provide widely differing results. Even where the
study designs appear quite similar, results are

< Rathod (24) comparing two wards

RELAPSE IN CHRONIC SCHIZOPHRENICS FOLLOWING WITHDRAWAL OF MED

may be due to environmental ¢
ticular, tolerance for deterioration
considerably from hospital to hosmi
conceivably from ward to ward. A

discontinuation was carried out
support this view. Studies by Hamilt
(14, 15), Barrett et al. (1), Goldsmith ;
(11) and Meszaros and Gallagher ‘ italiza
suggest that drug effect is related to
milieu.
The present study will investigate the
of withdrawing ataractic medication
long stay schizophrenics at a number of
pitals. One purpose of this investigation ¥
determine whether hospital setting
important variable affecting pro
relapse. A second purpose is to
whether probability of relapse is
patient and medication variables, su
length of hospitalization, age, severity of
and type and dose of previous medication.
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This investigation of drug discontinuation 'was
part of a multi-hospital collaborative study on |
relative effectiveness of various dose levels o
thiazines in the treatment of chronic schizophs
patients. The collaborative study was
under the National Institute of Mental
(NIMH) psychopharmacology programme.
general background of the project, the details of
research design, and the characteristics of the
are presented elsewhere (23). A summary of
research design is provided here for orientation.

Seven public mental hospitals participated
study: Boston State Hospital, Boston, achu
Broughton State Hospital, Morganton, N
Carolina; Dorothea Dix State Hospital, R
North Carolina; Kentucky State Hospital, D
Kentucky; Manhattan State Hospital, New
York; St. Louis State Hospital, St. Louis, M
and Springfield State Hospital, Sykesville, Ma
These hospitals were selected to represent the
urban—rural continuum. Three hospitals
patients exclusively from large urban
hospitals served both urban and rural : N
and two hospitals served almost exclusively ira . patients. ‘_

Approximately 120 chronic schizophrenics, of the l,y
male and half female, were selected at each of * :

before the €
they left the



‘hospitalization of at least two

organic brain disease, lobotomy,
ency (IQ below 70), or medical
ntra-indicating the use of high

of the patient sample was 41:6

. being over 40 years of age. Length
ranged from 2 to 34 years, with
years. 54 per cent. of the patients had

randomly assigned to one of four

joh dose—2,000 mg. of chlorpromazine
w dose—300 mg. of chlorpromazine

lacebo; and (4) physician’s choice,

whatever medication , or dose the

o administer. Each treatment group

proximately 210 patients, 30 from

‘observed on their normal hospita)

: eeks. At the end of this eight-
penod, patients who hasi been assigned
and placebo were shifted to study

~All medication“was administered in
der double-blind' conditions. Patients
ned- on their assigned treatment for

‘was considered relapsed if he regressed

be returned to known medication before

€ 24-week period. The decision to termin-
edication was usually made jointly by the
estigator and the treatment physician.
ned to known medication patients were

e discretion of the responsible physician.
iical status of the patient was assessed in
‘First, doctors made overall clinical judg-
severity of illness and degree of improvement.
necific psychopathology was rated by

s, and social workers. All patients were

just before the study and at eight-week
uring the study period. Patients terminated

e end of 24 weeks were evaluated at the time

681

that the differences between placebo and each
of the groups were significant at the -or level.
The remainder of this paper will deal primarily
with placebo results. Detailed results for the
other treatment groups are presented elsewhere
(23).

Fig. 1 shows the cumulative percentage of
placebo patients who relapsed at various
periods during the study. It may be seen that
very few relapses occurred during the first
six weeks on placebo. Most relapses, 72 per cent.,
occurred between week 6 and week 16. Relapse
was generally characterized by the return of
hallucinations, delusions, and confusion, or by
disrupting symptoms such as extreme hostility,
excitement, and threatening or destructive
behaviour.

Probability of relapse was significantly related
to the dose of tranquillizing medication the
patient was receiving before he was put on
placebo—the higher the dose the greater the
probability of relapse. Fig. 2 shows the
cumulative percentage of relapses for patients
on three dose levels of pre-study tranquillizing
medication, ‘“low” (under 300 mg./day),
“moderate” (300 to 500 mg./day), and ‘“‘high”
(over 500 mg./day).* Only 18 per cent. of the
65 patients on low doses of pre-study medication
relapsed when medication was withdrawn. In
contrast, 47 per cent. of the 6o patients on
moderate doses and 58 per cent. of the 53 on
high doses relapsed when drugs were with-
drawn. Chi square analyses showed that the
difference in relapse rate between low dose
and each of the other doge levels was highly
significant (p<C-01). There was no significant
difference between moderate and high dose
(p>-o05). Fig. 2 also gives the relapse rate
for -patients who received no tranquillizing
medication prior to the study. Only one of the
18 patients, 6 per cent., failed to complete the
full 24 weeks on placebo.

Younger patients (i.e. patients under 40)
had a higher relapse rate than older patients.
However, this was due to the fact that younger
patients were receiving higher doses of
tranquillizing medication before the study.
Table I shows the relationship between dose of

* All doses of pre-study tranquillizing medication were
converted to equivalent doses of chlorpromazine.




Weeks on placebo

Fic. 1.—Relapses on placebo (includes only patients receiving tranquillizing medication
before the study).

O= OVER 500mg (N:53)

A= 300-500 mg (N:60)
50 ® = UNDER 300mg (N:65)
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Fre. 2.—Relapses on placebo: by dose of pre-study tranquilliziag medication (all doses
were converted to equivalent doses of chlorpromazine).
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TaBLE I
Relapses on Placebo : By Age and Dose of Pre-study Tranquillizing Medication

Daily dose of
~ | pre-study ’ Age in years
simredication® Under 40 40—49 Over 50

Under 300 mg. Total N 10 35 20
N relapsed 2 5

% relapsed 20 25

300 mg. and over Total N 49 48 16

N relapsed 28 8

&3 % relapsed 57 50
All doses Total N 59 36
N relapsed 30 13

% relapsed 51 36

* All doses were converted to equivalent doses of chlorpromazine.

Tasre IT
Relapsex on Placebo: By Hospital and Dose of Pre-study Tranquillizing Medication
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* All doses were converted to equivalent doses of chlorpromazine.

patients receiving moderate or high doses of

 difference in relapse rate between the pre-study medication. The relapse rate for

age groups within each dose level. I'hls patients on low doses of pre-study medication
was relatively low at each hospital.

Patients classified as ‘“‘relapsed” were not

the only patients to show clinical deterioration.

ients at each hospltal It may be Approximately 20 per cent. of the patients who

clapsc rate varied consxderably completed the full 24 weeks on placebo also

regressed,* though not severely enough to

probabxhty is less than o1 warrant resumption of medication. It is

tion of relapsc rates could * The criterion for regression was the Global Change

: Y chance alone). The greatest Scale (23) which compared the patient’s clinical condition
etwecn hospitals occurred with  at week 24 with his condition before treatment.
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doubtful whether the behaviour of some of these ~

patients would have been tolerated had the
patient not been involved in a study. Table III
shows the number and percentage of patients
at each hospital who were able to complete
24 weeks on placebo without showing signs of
clinical deterioration. Again, the difference
between hospitals was quite pronounced. For
example, 72 per cent. of the patients at Hospital
G were able to remain off medication without
showing signs of clinical deterioration, compared
to only 12 per cent. of the patients at Hospital A.

Discussion .

The results show that the large majority of
patients on low doses of tranquillizers are able
to remain off drugs for six months without
significant deleterious effects. This suggests
that drug discontinuation is a feasible treatment
policy for patients currently receiving low
doses of ataractic medication at public mental
hospitals. Patients receiving moderate to high
doses of medication, on the other hand, show
relatively high relapse rates when drugs are
discontinued. Probability of relapse appears too
high to commend long term drug withdrawal
as a treatment policy for this group of patients.

RELAPSE IN CHRONIC SCHIZOPHRENICS FOLLOWING WITHDRAWAL OF MED]

Some investigators advocate trea
grammes for chronic patients which
periodic  short-term withdrawal of
thiazines (12, 22, 26). This study
designed to evaluate the effecti
these “intermittent chemotherapy’ !

programmes are used with patients on
to high doses of tranquillizing medicati
drug-free period should not exceed
After this period, the probabﬂxty of re
deterioration sharply increases. o

The results also show that relapse rat
considerably among hospitals. There
number of possible explanations for this
First, it is possible that patients at high:
hospitals (e.g. hospital A) were
more severely ill than patients at low:
hospitals (e.g. hospital G). This would exg
why fewer patients at high-relapse
were able to remain off medication. There
one drawback to this explanation. On
symptom rating scales, there was no si
difference in pre-study symptomatology between
high- and low-relapse hospitals. However, this
does not necessarily mean that dlﬂ'ercnqu did
not exist. Tranquillizing medication may k@ 3
effectively controlled the symptoms of

TasLe 111

Patients Completing 24 Weeks on Placebo with No Deterioration in Global Psychiatric State:
By Hospital and Dose of Pre-study Tranquillizing Medication*®

Daily dose of ]
pre-study
medicationt A

Hospitals

No medication Total N 2
N not worse 2
% not worse 100
Total N 4
N not worse 3
% not worse 75
Total N 21
N not worse o
% not worse 0
Total N 25
N not worse 3
% not worse 12

Under 300 mg.

300 mg. and
over

All doses

2 4

2 4

100 100

12 15

4 9 12

57 75 8o
16 14
4 8
25 o7

23 26 25

8 17 18

35 65 72

* Change in global psychlatnc state was determined from the Global Changc Scale
comparing the patient’s clinical condition at week 24 with hi: clinical condition prior

to the study.

T All doses were converted to equivalent doses of chlorp: ~mazine.




BY ROBERT F. PRIEN, JONATHA™ 2. COLE AND NAOMI F. BELKIN

relapse hospitals so that they appeared n.
Il than patients at low-relapse hospitals.
when'/ medication w#s withdrawn did
ater severity of illness of patients at
apse hospitals become apparent. This
ion also assumes that a large proportion
ents receiving tranquillizing medication
w-relapse hospitals were really in no need
actic drugs.
second possible explanation should not be
poked. The criteria for relapse may have
ed significantly between high-relapse and
gelapse hospitals. As was explained pre-
ly, a patient was considered “relapsed” if
eriorated to the point where he was
to' remain on placebo for the full 24
It is possible that high-relapse hospitals
ed less tolerance for deteriorated behaviour
low-relapse hospitals. High-relapse hos-
may have terminated the experiment
first sign of deterioration, while low-
¢ hospitals may have resumed medication
for severely disturbed behaviour. If this
true, it would account for the difference

se rate between hospitals. Evidence from
ng scales indicates that this was not the

was no significant difference in
of deterioration between “terminated”
at high-relapse hospitals and those at

pse hospitals. Also, patients at high-
hospitals were not put back on medica-
ly earlier in the study than patients at
pse hospitals.
findings on hospital differences have
t implications for research on drug
awal. If the study had been conducted
t Hospital G (relapse rate 12 per cent.),
ht have concluded, as some investigators
that drug withdrawal is a feasible treat-
policy for all long-stay patients. Con-
y, if the study had been conducted only at
A (relapse rate 68 per cent.), the con-
would have been very different. If
using the same study design show
differing relapse rates, what agreement
expected among single hospital studies
different selection criteria, evaluation
nents and methods of analysis? Hospital
may well explain a good proportion
ntradictions noted in the drug with-
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Jdrawal literature. More important, these
findings indicate that considerable caution
should be observed in generalizing from studies
involving a single hospital or ward.

SuMMARY

In a seven-hospital collaborative study, 210
chronic schizophrenics were assigned to a
placebo for a 24-week period. During that time,
40 per cent. of the patients relapsed and had
to be returned to active medication. Probability
of relapse was related to two variables: (1) the
hospital conducting the study and (2) the dose
of tranquillizing medication the patient was
receiving before being put on placebo. Patients
receiving low doses of tranquillizing medication
before the study were less likely to relapse than
patients receiving moderate to high doses. The
practical and theoretical implications of these
findings are discussed.
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