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Subjective Experiences of Clozapine
Treatment by Patients With
Chronic Schizophrenia
JJaacckk  WWaasseerrmmaann,,  MM..DD..,,  FF..RR..CC..PP..CC..
MMaarrggaarriittaa  CCrriioolllloo,,  MM..SScc..,,  MM..DD..

A 37-item survey covering a vari-
ety of somatopsychic domains was
constructed to explore patients’
subjective response to treatment
with clozapine. The survey was ad-
ministered to 130 patients with di-
agnoses of chronic schizophrenic
or schizoaffective disorders who
were on a stable clozapine regi-

men. The majority reported im-
provement in their level of satis-
faction, quality of life, compliance
with treatment, thinking, mood,
and alertness. Most patients re-
ported worsening in nocturnal
salivation, and smaller numbers
reported worsening in various gas-
trointestinal and urinary symp-

toms and weight gain. This gener-
al health survey highlights the pa-
tients’ positive regard for clozap-
ine, despite adverse bodily experi-
ences. Subjective reports are a use-
ful component of outcome mea-
sures of drug treatment. (Psychi-
atric Services 51:666–668, 2000)

Antipsychotic medication is the
cornerstone of symptomatic treat-

ment of schizophrenia and related psy-
chotic disorders, with psychosocial ap-
proaches as necessary adjuncts. Tradi-
tional drug therapy may have limita-
tions in efficacy and bothersome side
effects, in both short-term and long-
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term use (1). Clozapine is an atypical
neuroleptic drug that has been shown
to improve positive as well as negative
symptoms when other neuroleptics
have failed to do so, and it is not asso-
ciated with extrapyramidal side effects
or tardive dyskinesia (2).

Studies reporting on the effective-
ness of clozapine in long-term use—
ranging from one year to 40 years—
have focused on clinicians’ assess-
ments of changes in symptomatology,
side effects, and functioning. Few re-
ports have been published on patients’
own subjective experiences with cloza-
pine treatment (3). Although mental
health researchers often view such in-
formation as “soft data” of little utility,
subjective experiences with medica-
tion have been shown to be a powerful
predictor of compliance (4). More-
over, the unpleasant subjective states
that patients associate with medica-
tion—neuroleptic dysphoria—may be
related to comorbid alcohol and drug
abuse (5).

At Hamilton Psychiatric Hospital
and its community clinics, our work as
specialized care providers for patients
with chronic schizophrenic and relat-
ed disorders serves a catchment popu-
lation of approximately 1.6 million
people in south-central Ontario, Cana-
da. The number of our patients treat-
ed with clozapine has been steadily in-
creasing since public funding was be-
gun for this medication in Ontario in
1992.

Although most of these patients
showed sufficient objective and func-
tional improvement to justify contin-
ued treatment with clozapine, we had
no systematic compilation of the pa-
tients’ subjective experiences with the
treatment. Our study objective was to
comprehensively survey our patients’
own impressions of their clozapine
treatment.

Methods
We developed a 37-item questionnaire
to elicit the subjective responses of pa-
tients in a wide variety of somatopsy-
chic domains. The items were drawn
from patients’ own reports in our clin-
ical encounters with them, from the
Manual for the Assessment and Docu-
mentation of Psychopathology (6), and
from the indications and side effects
listed in the product monograph for

the drug. The questionnaire was de-
signed so that it could be administered
in a clinical setting easily and quickly,
in an average of ten minutes, and the
data readily gathered and entered into
a database.

Patients were asked in face-to-face
interviews to identify, for each item,
the overall change they noticed since
they started taking clozapine. Trained
interviewers administered the ques-
tionnaire verbally in the patients’ nat-
ural treatment setting. Each response
was rated on a 3-point scale (better,
worse, and no difference or un-
changed). The frequencies of respons-

es were calculated and tabulated for
the 37 items.

The sampling frame for the survey
was July to December 1997. Our re-
spondents were recruited from the pa-
tient population served by Hamilton
Psychiatric Hospital in Hamilton, On-
tario. The eligibility criteria were a di-
agnosis of chronic schizophrenic or
schizoaffective disorder according to
DSM-IV criteria and six months or
more on stable doses of clozapine. Of
168 possible patients in this target
population, ten refused to participate,
and 28 were not available during the
study period. Of the 130 patients re-

TTaabbllee  11

Ratings by 130 patients assessing change on 37 somatopsychic items after six
months or more of clozapine treatment

Better Worse No difference

Item N % N % N %

Clozapine compared with
other treatments 112 86 4 3 14 11

Satisfaction with clozapine 104 80 6 5 20 15
Quality of life 97 75 8 6 25 19
Compliance with treatment 95 73 7 5 28 22
Sleep 93 72 13 10 24 18
Thinking 89 68 8 6 33 25
Mood 84 65 11 8 35 27
Alertness 82 63 11 8 37 28
Social life 77 59 11 8 42 32
Activity level 74 57 11 8 45 35
Energy1 69 53 31 24 29 22
Salivation at night 7 5 114 88 9 7
Weight1 21 16 46 35 62 48
Appetite 36 28 33 25 61 47
Constipation 8 6 46 35 76 58
Thirst 6 5 46 35 78 60
Abdominal pain 2 2 41 32 87 67
Salivation during the day 5 4 37 28 88 68
Bloatedness 4 3 33 25 93 72
Dry mouth 11 8 20 15 99 76
Sweating 5 4 30 23 95 73
Oily skin 4 3 12 9 114 88
Itchiness 2 2 11 8 117 90
Dry skin 5 4 7 5 118 91
Acne 4 3 6 5 120 92
Skin rash 3 2 7 5 120 92
Urination 5 4 43 33 82 63
Wetting yourself at night 3 2 29 22 98 75
Wetting yourself during the day 2 2 17 13 111 85
Sexual drive2 10 8 8 6 108 83
Dizziness 9 7 36 28 85 65
Unusual movements 11 8 34 26 85 65
Unusual sensations 7 5 18 14 105 81
Breathing 12 9 26 20 92 71
Vision 10 8 16 12 104 80
Headache 9 7 14 11 107 82
Chest pains 4 3 10 8 116 89

1 One patient (1 percent) refused to answer.
2 Four patients (3 percent) refused to answer.
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cruited, 100 were outpatients being
seen in two community clinics, and 30
were inpatients of the hospital. All
subjects provided written informed
consent for the survey.

Results
The survey sample consisted of 99
men and 31 women, with a mean±SD
age of 38.7±8.7 years (range, 19 years
to 67 years). The daily dose of clozap-
ine was 464±158 mg (range, 125 mg to
1,200 mg), and the duration of clozap-
ine treatment was 34.3±22 months
(range, seven months to 98 months).

As shown in Table 1, most of the 130
respondents reported satisfaction with
clozapine treatment (especially when
compared with past treatments), bet-
ter quality of life, and an intention to
continue using the medication. For
the significant target symptoms of
treatment with clozapine—thinking,
mood, and social and activity levels—
the majority of patients reported im-
provement with the drug.

Among side effects of clozapine
treatment, most patients reported a
worsening of nocturnal hypersaliva-
tion. Substantial numbers reported
weight gain and increased constipa-
tion, thirst, abdominal pain and bloat-
edness, urinary difficulties and enure-
sis, sweating, and unusual movements.
However, in most of these categories
the majority of patients reported no
change.

Discussion
Improvement in the target symptoms
of clozapine therapy is an important
consideration in the pharmacological
treatment of persons with chronic
schizophrenic and schizoaffective dis-
orders. It is notable that clozapine’s
known sedative effect was not reflect-
ed substantially in the survey results
related to alertness, energy, and activi-
ty level. Thus the rewards—items re-
ported as better—of continued clozap-
ine treatment appear to outweigh the
many risks—items reported as worse.
These benefits may be attributable di-
rectly to the effects of clozapine or in-
directly to the psychosocial treatments
that clozapine may augment (7).

The strength of our study lies in our
direct, wide-ranging questioning of
patients to survey their subjective ex-
perience of their clozapine treatment.

The resulting data have clinical impli-
cations and heuristic value. However,
this study contains a number of
methodologic limitations and sources
of bias. Our questionnaire was not
tested for reliability and validity. The
interviewers were not blind to the
treatment condition. There was no
control or comparative survey of treat-
ment-responsive patients undergoing
long-term treatment with neuroleptics
other than clozapine.

A substantial proportion of our re-
spondents, 59 percent, were also taking
medications other than clozapine, such
as valproate or antidepressants. The re-
ported responses may have been af-
fected by these other medications or by
interactions between them and clozap-
ine. Our survey also did not differenti-
ate the study population in terms of ad-
junctive psychosocial treatments.

Although the reliability and validity
of self-report measures in psychiatry
may be challenged, patients with
schizophrenia have been shown to be
similar to physically ill patients in their
reporting of quality-of-life items. Such
findings point to a certain degree of
validity of self-report measures in a
schizophrenic population, especially in
comparison with affectively disturbed
patients (8).

Conclusions
The results of this survey attest to a
subjective efficacy of clozapine. Pa-
tients directly reported benefit, satis-
faction, and intention to continue tak-
ing clozapine, despite the side effect of

nocturnal hypersalivation for most pa-
tients and other adverse bodily side ef-
fects for many. Despite the limitations
of our study and the biases that self-re-
port measures may contain, patient-
derived data of this sort are clinically
meaningful (9). Systematic exploration
of subjective responses to ongoing
pharmacological treatment can be
usefully included in the array of rou-
tinely used outcome measures. ♦
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