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iicians are olien faced with the problem
rqinins whe rher long-stay schizophrenics
icontinu6us treatrnent with tranquillizers.
id ingestion of ataractics has both
*' and economii disadvantages. Recent
;on'Oculo-cutaneous changes (3, r3, 2or27,
pnistent dysllggfia (6, *; u"a tudden
f,(r6, z5) have focused attention on the
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reported a high incidence of deteriorated
behaviour and Garfield a low incidence over a
four-month period. Olson and Pt:terson (zz) and
Judah, Josephs, and Murphee (tg) did not
substitute placebo after withdrawing medication.
Both reported substantially higher relapse rates
than most of the investigators using placebo.
Ilowever, Whitaker and Hoy (29) used both
placebo and complete withdrawal of all pills in
the same study and found no difference between
the two treatmens.

The least favourable report on drug dis-
continuation was that of Olson and Peterson
(zz) who withdrew phenothiazines from r27
chronic schizophrenics. By the end of six
months, 7+ per cent. of the patients had
deteriorated to a point requiring resumption
of medication. Judah et al. (rg) removed
medication from 5rg chronic schizophrenics for
9o days; during this period 7z per cent. of the
patients had to be returned to medication
because of regressed behaviour. Zel\er (St)
interrupted chlorpromazine and reserpine treat-
ment for one month in 4o psychotic patients,
and found that 68 per cent. relapsed. Whitaker
and Hoy (zg) withdrew perphenazine from 39
long stay schizophrenics. Approximately 40 per
cent. required the drug within ro weeks.
Caffey et al. (5) found that 45 per cent. of r7r
male chronic schizophrenics on placebo had
to be returned to active medication during a
r6 week study period. Blackburn and Allen (z)
reported a similar relapse rate, +3 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 rggression resulting from phenothiazine
withdrawal. Freeman and Alson (9) removed
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medication from 48 chronic male psychotics
for a period of six months and found that only
27 per cent. required resumption of med.icatiori.
At the end of three months, only 13 per cent. of
the patients had relapsed. Garfield et aI. (to)
administered placebo to rB female chronic
schizophrenics. Only zz per cent. had to be
returned to active medication during a five-
month study period. Good et al. (rz), using a
sample of r rz chronic schizophrenics, concluded
that chlorpromazine could be withdrawn for a
period of three montls 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 without significant increasb in pathology.
Finally, Hughes and Little (tZ) withdrew
chiorpromazine from zi female psychotics and
found that only rg per cent. had to be returned
to medication during an l8-month period.

Efforts to identify patients who can tolerate
long periods off medication have not been very
successful. Denber and Bird (il found that
probability of relapse was related to severity
of illrress but not to length of hospitalization
or clinical diagnosis. Winkleman (3o) suggested
that patients on medication long enough to
achieve ego reorganization were less likeiy to
relapse when drugs were discontinued. Freeman
and Alson (g) found that sicker patients,
particularly those who were confused or apa-
thetic, were poorer risks for discontinuation.
Diamond and Marks (B) also reported that
withdrawn patients seemed to reqyire tran-
quillizers more than patients in whon\ thinking
disorders predominated. On the other hand,
Caffey et al. () 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
med.icatibn. Judah et al. (tg) reported that
clinical diagnosis, length ofillness, and duration,
dosage or type of drug'tvere not factors affecting
relapse. Finally, Good et aI. (rz) and Brooks (4)
found no relationship between relapse and dose
or type of previous tranquillizing medication.

fn summay, the studies on drug withdrawal
provide widely differing results. Even where the
study designs appear quite similar, results are
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Terr"n I
Ralapses on Placebo : By Age and Dose of Pre-stud2 Tranquillizing Medication

68g

' Daily dose of

at?.-fircdicdtion+ 
t Under 4o

Age in years
+o-49 Over 5o

IJnder goo mg.

goo mg. and over

All doses

Total N
N relapsed
o/o relapsed
Total N
N relapsed
o/o relapsed
Total N
N relapsed
o/o relapsed

20

5
25
r 6
B

5o
36
r 3
36

35
5

r 4
48
2 2

46
83
2 7
33

I O
2

20

49
zB
3 t

59
3o
5 r

* All doses were converted to equivalent doses of chlorpromazine.

Tesrs II
Rclapses on Placebo: By Hospital and Dose of Pre-study Tranquillizing Medication

Daily dose of
pfq-study

lmedication* A
Hospitals

C D E G Total

No medication Total N
)-:-*--- N relapsed-\i, o/o relapsed'IJnder3oo rhg. Total Ni

:l lf.relapsed
goc'5oo mg. Total N

N relapsed
,, ' % relapsed

, Over 5oo mg. ttt"r 
'N

2 2 4 2 2 2 4 r 8
o o r o o o o r
o o 2 S o o o o 6
4 8 7 r r B r z 1 5 6 5
r 2 r 2 2 2 2 r 2

25  25  14  rB  25  17  13  rB
r r  r o  7  7  r o  I  7  6 o
B 6 4 3 3 3 r z B

7g 6o 37 4g 30 38 14 47
r o r o g g 6 6 3 5 g
8 6 6 6 9 2 o 3 r

8 o 6 o 6 7 6 7 5 0 9 3 o 5 8
25 e8 2g 27 z+ z6 25
1 7  1 4  r r  r r  B  7  g
68 50 48 41 33 27 12

N relapsed
o/o relapsed
Total N
N relapsed
o/o relapsed

* All doges were converted to equivalent doses of chlorpromazine.

age, was

patients receiving *oderui. or high d.oses of
pre-study medication. The relapse rate for
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.
Approximately 20 per cent. of the patients who
completed the full 24 weels on placebo also
regressed,* though not severely enough to
warrant resumption of medication. It is

I The criterion for regression was the Global Change
Scale (zg) which compared the patient's clinical condition
at week e4 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
z4 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.

Drscussrow !

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 d*g withdrawal
as a treatment policy for this group of patients.
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periodic short-term withdrawat, .df..i
thiazines (tz, 22,- 26). ThT stud1',j
designed to evaluate the
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The results also show that relaps. otr bw
considerably among hospitals. TherG-rili rbuslY,
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difference in pre-study symptomatology
high- and low-reliapse hospitals. Ito\rcncr; fff in relapse
does not necessarily mean that ditrerdn€ fdi the rating
not exist. Tranquillizing medication may case. Thi#i
effectively controlled the slmrptoms of dcgree of

ptients a
brv-relaorTesLE III

Patients Compkting z4 Weeks on Placebo with No Deterioration in Global Pychiatric Statc:
By Hospital and Dose of Prc-study Tranquillizing Medbatinn*

Daily dose of
pre-study

medicationt
Hospitals

C D E G Total

T'otal N
N not wome
o/o not wonle
Total N
N not wonle
o/o not worEe
Total N
N not worse
o/o not worse
Total N
N not wonle
o/o not worse

* Change in global psychiatnc state was determined from the Global Chaqge Scalc
comparing the patient's clinical condition at week e4 with hh clinical condidon prior
to the study.

t All doses were converted to equivalent doses of chlo4l.;,mazine,
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in pbtients at lofrv-relapse hospitals.
'f medication vts withdrawn did
severity of illness of patients at
hospitak, be,come apparent. This

aho assumes that a large proportion
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.l.rawal literature. More important, these
tindings indicate that considerable caution
should be observed in generalizing from studies
involving a single hospital o. *urd.

Suunranv
In a seven-hospital collaborative study, zro

chronic schizophrenics were assigned to a
placebo for a z4-week period. During that time,
40 per cent. of the patients relapsed and had
to be returned to active medication. Probabilitv
of relapse was related to two variables: (l) the
hospital conducting the study and (z) the dose
of tranquillizing medication the patient was
receiving before.being put on placebo. Patients
receiving low dobes of tranquillizing medication
before the study were less likely to relapse than
patients receiving moderate to high doses. The
practical and theoretical implicatioru of these
findings are discussed.
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