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Reasons for Switching between Antipsychotics

in Daily Clinical Practice
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Background: Previous research that atypical antipsychotics
were switched less often compared to typical antpsychotics, sug-
gesting overall better treatment satisfaction. The objective of this
study was to investigate the reasons for switching antipsychotics
after initiating oral treatment with either typical or atypical anti-
psychotics in a clinical setting. Patients and Methods: A total of
123 patients that switched antipsychotic therapy were recruited
from 17 psychiatric hospitals, of which 46 % switched because of
lack of effect and 45 % because of adverse effects. Results: No sig-
nificant differences were found between users of atypical versus
typical antipsychotics in reasons for switching, both for overall

adverse events, and lack of effect. In users of atypical antipsycho-
tics extrapyramidal effects were reported less often as reason for
switching (adjusted OR = 0.18 (95% CI = (0.07-0.51)). Patients
on atypical antipsychotics switched more often because of
weight gain (adjusted OR = 12.8 (95% CI = (1.50-109)). Con-
clusion: In conclusion, when switching occurred, no difference
was found in the frequency of general tolerability or reported
lack of effectiveness. However, the type of adverse event as a rea-
son for switching differed between atypical and typical antipsy-
chotics.

Introduction

Antipsychotics are frequently used to manage acute symptoms
and to prevent relapse in the treatment of patients with psycho-
tic disorders [1]. The introduction of atypical antipsychotics has
broadened the available treatment options. Switching from one
antipsychotic to another may be seen as an overall expression of
an unsatisfactory response to the initial treatment, including
both treatment failure and the experience of adverse effects
[2,3].

In a previous retrospective follow-up study [4] of 522 newly ad-
mitted patients who started with an oral antipsychotic, we found
that compared to typical oral antipsychotics, patients starting

with an atypical oral antipsychotic had a lower incidence of
switching to another antipsychotic (adjusted OR = 1.79; 95%
CI = 1.15-2.78). Moreover, the median time of switching was 24
days for patients on typical antipsychotics and 170 days for atyp-
ical antipsychotics. However, since this was a retrospective data-
base study, we were unable to distinguish among switching be-
cause of a lack of effect, because of the occurrence of adverse ef-
fects, or because of other reasons.

The objective of the study presented here was to investigate the
reasons for switching between antipsychotics - after initiating
oral treatment with either typical or atypical antipsychotics - in
a clinical setting and to study whether typical and atypical anti-
psychotics differ in that respect.
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Materials and Methods

Setting and study population

We designed a prospective observational study to assess the rea-
sons for switching from one antipsychotic to another in normal
clinical practice. Hospital pharmacists in 17 psychiatric hospitals
in the Netherlands agreed to each select up to 10 consecutive
hospitalized patients, aged between 18 and 60 years, whose anti-
psychotic treatment had been altered by their physicians. Pa-
tients were included from June 2002 until February 2003. Pre-
scribing physicians were asked to fill in a short questionnaire
concerning the reasons for switching as well as clinical details
of the patient.

Data collection

We defined a switch as any change in therapy from one oral anti-
psychotic to another oral antipsychotic. Clozapine, olanzapine, ris-
peridone, sertindole, and quetiapine were classified as atypical an-
tipsychotics. All other antipsychotics were classified as typical an-
tipsychotics. Relevant clinical information was provided by the
physician, including indication for prescribing an antipsychotic
and psychiatric (co-)morbidity. Possible reasons for the switch
were categorized into adverse effects, lack of effect, wish of the pa-
tient, or other reason. Furthermore, information on the duration of
the initial antipsychotic treatment was gathered.

Data analysis

We compared the frequency of the types of switching in patients
who were switched from atypical antipsychotics versus patients
switched from typical antipsychotics and adjusted for possible
confounding factors, including age, gender, and indication, using
unconditional logistic regression. The strength of the associa-
tions was expressed as odds ratios with 95% confidence intervals
(95% CI).

Results

A total of 123 patients who switched oral antipsychotic treat-
ment were recruited. Most patients (57.7%) were younger than

40 years of age. Psychotic disorders accounted for 75.6% of the
diagnoses of the patients. Other diagnoses included bipolar dis-
orders (7.3 %), depressive disorders (6.5 %), and personality disor-
ders (13.0%). The initial (i. e., before switch) proportion of typical
agents was 43.9%, mostly consisting of zuclopenthixol (18.7%;
median dose = 28 mg). The initial proportion of atypical anti-
psychotics was 56.1%, mostly consisting of olanzapine (26.0%;
median dose = 15 mg), risperidone (18.7%; median dose =
4 mg), and quetiapine (9.8 %; median dose = 600 mg).

In Table 1 the reasons for switching are listed. The most impor-
tant finding is that patients on atypical antipsychotics switched
more often because of weight gain (adjusted OR = 12.8; 95%
CI = 1.50-109). Patients switching because of weight gain were
initially treated with olanzapine (12 patients) or haloperidol (1
patient). No differences in reasons for switching were seen
among diagnoses.

In an analysis on reasons for switching antipsychotic treatment
in relation to time, we found that patients who switched within
a week did so mostly because of adverse effects or other reasons,
while only two patients (15.4%) switched because of lack of ef-
fect. Patients who switched after at least two weeks did so most-
ly because of lack of effect.

Discussion

We found no differences in the frequency of tolerability or re-
ported lack of effectiveness as reasons for switching from atypi-
cal versus typical antipsychotics. When focusing on specific
adverse effects, however, we found that patients on atypical an-
tipsychotics switched less often because of extrapyramidal side
effects (EPS) and more often because of weight gain.

In our previous retrospective follow-up study [2], we found that
patients initially treated with an atypical antipsychotic showed a
better overall treatment satisfaction. However, in this study we
had no information on reasons for switching. Combining the
data found in both studies, we conclude that these patients

Table 1 Reported reason for switching antipsychotic treatment?

Reason Atypical Typical Crude Adjusted®

To typical To atypical To typical To atypical 0Odds ratio® 0Odds ratio®

(n = 26) (n =43) (n =10) (n = 44) (95% Cl) (95% cl)
Adverse effect 7(26.9%) 23 (53.5%) 1(10.0%) 24 (54.5%) 0.89 (0.44-1.83) 0.60 (0.23-1.62)
EPS 0(0.0%) 1(25.6%) 0(0.0%) 20 (45.5%) 0.32(0.14-0.75) 0.18 (0.07-0.51)
Sexual adverse effect 0(0.0%) 1(2.3%) 0(0.0%) 0(0.0%) - -
Weight gain 5(19.2%) 6(14.0%) 1(10.0%) 0(0.0%) 10.1 (1.25-80.5) 12.8 (1.50-109)
Other adverse effect 2(7.7%) 6(14.0%) 0(0.0%) 6(13.6%) 1.05 (0.34-3.23) 0.95 (0.27-3.38)
Lack of effect 12 (46.2%) 21 (48.8%) 6 (60.0%) 18 (40.9%) 1.15 (0.56-2.34) 0.94 (0.35-2.51)
Wish of patient 10 (38.5%) 6(14.0%) 3(30.0%) 11 (25.0%) 0.86 (0.38-1.97) 0.71(0.28-1.84)
Compliance problem 6(23.1%) 0(0.0%) 2(20.0%) 3(6.8%) 0.93 (0.27-3.24) 0.78 (0.19-3.11)
Other reasons 0(0.0%) 4(9.3%) 1(10.0%) 3(6.8%) 0.77 (0.18-3.23) 0.38 (0.07-2.14)

2 Totals exceed 100 % because of multiple reported reasons for switching.
b Adjusted for age, gender, and indication for prescribing an antipsychotic.

¢ For the switch from atypical versus switch from typical.
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switched sooner because of adverse events. The majority of pa-
tients switched to atypical antipsychotics, from both a typical
and an atypical antipsychotic.

Nearly all patients on atypical antipsychotics who switched be-
cause of EPS consisted of patients on risperidone. The patients
starting with risperidone and switching because of EPS were on
a median dose of 3.5 mg, ruling out high dosing as a plausible
reason for the occurrence of EPS. Nearly all patients who
switched because of weight gain were patients who used olan-
zapine.

Since we included only patients who switched their medication,
one must be aware that the substances used more often have a
higher chance of being switched and included in our cohort.

In conclusion, in patients switching antipsychotic treatment, no
difference was found in the frequency of tolerability or reported
lack of effectiveness. However, the type of side effect as a reason
for switching differed between atypical and typical antipsycho-
tics. We found that early switching of antipsychotic treatment

was related to the occurrence of adverse effects, while switching
after at least a few weeks was related to lack of effect.
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