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The goal of this study was to
evaluate providers’ rationale
for the frequent yet poorly

studied practice of combining an-
tipsychotic medications. The results
of three different surveys suggest that
up to 25 percent of outpatients with
schizophrenia may be receiving an-
tipsychotic polypharmacy, usually
consisting of both an atypical and a
conventional agent (1). In the extend-
ed care units at a Texas State Hospi-
tal, more than 50 percent of the pa-
tients who were treated with atypical
antipsychotics received a second an-
tipsychotic agent and in some cases a
third agent. The most frequently co-
prescribed medication was a potent
D2-receptor blocker (2). In a survey
of four mental health centers, 4 per-
cent of patients who were treated
with clozapine, 12 percent of patients
treated with olanzapine, and 20 per-
cent of patients treated with risperi-
done also had a conventional antipsy-
chotic prescribed (3).  

Similar patterns of polypharmacy
have been noted internationally. In a
study in Australia, 13 percent of all
outpatients received more than one
antipsychotic medication (4). In a
French study, an average of 1.4 an-
tipsychotic medications were pre-
scribed for persons with schizophre-
nia and other psychoses (5). In a study
in Austria, 47 percent of patients re-
ceived prescriptions for two antipsy-
chotic medications, and 8 percent re-
ceived prescriptions for three med-
ications (6). A survey from Japan
found the highest rates of polyphar-
macy: a combination of a high-poten-
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Objective: Surveys have shown that antipsychotic drug combinations
are frequently prescribed, yet few clinical studies have examined this
practice. Experts have generally recommended antipsychotic combi-
nations, especially those combining an atypical and a conventional an-
tipsychotic, as a measure of last resort. A survey of prescribers was
conducted to examine why combination antipsychotic therapy is being
used in outpatient clinical practice. Methods: Antipsychotic prescrib-
ing practices in the Department of Veterans Affairs Puget Sound
Health System were reviewed for a six-month period during
1998–1999. Data on the use of atypical and conventional antipsy-
chotics in combination were collected. Results: A total of 1,794 pa-
tients received prescriptions for at least one antipsychotic medication
during the study period, of which 715 (40 percent) received an atypi-
cal agent. Ninety-three patients (13 percent) who were treated with an
atypical antipsychotic received a prescription for combination an-
tipsychotic therapy for at least 30 days. In cases in which both a con-
ventional and an atypical agent were prescribed, the primary reason
given for adding a conventional antipsychotic medication was to treat
persistent positive symptoms. The primary reason an atypical agent
was added to a conventional agent was to switch medications to the
atypical agent; however, a significant number of patients became
“stuck” on the combination. Conclusions: The results of this study sup-
port previous reports of the frequent use of combination antipsychot-
ic therapy in clinical practice. Prospective controlled trials are need-
ed to substantiate perceptions that combination antipsychotic therapy
is clinically beneficial and to provide guidelines on when and for
whom antipsychotic polypharmacy should be considered. (Psychiatric
Services 54:55–59, 2003)



cy and a low-potency antipsychotic
medication was prescribed for more
than 90 percent of inpatients with
schizophrenia (7).

Although polypharmacy is com-
mon, studies of this practice are lack-
ing. Stahl (8) called the lack of con-
trolled trials of the effectiveness of
antipsychotic combinations a “dirty
little secret.” Only a few studies have
examined the practice of combining
antipsychotics, and they have been
limited by small samples. A group of
studies have examined the effect of
adding a second antipsychotic to
clozapine. These studies have indicat-
ed that risperidone, olanzapine, pi-
mozide, and loxapine may be helpful
in reducing psychotic symptoms
when used as adjuncts to clozapine
(9–14). In the only controlled double-
blind study of combination antipsy-
chotic therapy, Shilo and colleagues
(15) studied the augmentation of
clozapine with amisulpiride, a con-
ventional antipsychotic that is not
available in the United States. The
study sample consisted of 28 patients
with treatment-refractory schizo-
phrenia. Sixteen patients were ran-
domly assigned to receive 600 mg of
amisulpiride plus clozapine a day, and
12 received placebo plus clozapine.
Significant reductions in symptoms
were noted at the end of ten weeks
among patients who received the
amisulpiride-clozapine combination,
as measured by scores on the Brief
Psychiatric Rating Scale (BPRS) and
on separate measures of positive and
negative symptoms. 

Other investigators have reported
on combinations of a conventional
agent and atypical antipsychotics oth-
er than clozapine. Goss (16) reported
that the addition of thioridazine to
risperidone reduced anxiety and agi-
tation among a few patients. Bacher
and Kaup (17) examined the effect of
adding low-dosage risperidone (1 mg
to 2 mg) to conventional neuroleptics
among 18 patients with chronic and
refractory schizophrenia. They noted
slight to moderate improvements in
anxiety and reductions in hallucina-
tions for ten of 18 patients. In a more
recent study, Waring and colleagues
(18) treated 31 patients who had
treatment-refractory schizoaffective
disorder with low-dosage convention-

al neuroleptics such as haloperidol,
trifluoperazine, and fluphenazine
combined with the atypical agents
risperidone, olanzapine, and quetia-
pine. These researchers observed
clinical improvement without serious
side effects among two-thirds of these
patients. However, the study had a
number of methodologic limitations,
including uncertainty about diagnosis
and treatment-refractory status as
well as the questionable adequacy of
treatment with the atypical agents as
monotherapy (3).  

Atypical antipsychotics have been
noted to have superior beneficial ef-

fects in terms of extrapyramidal
symptoms, tardive dyskinesia, pro-
lactin secretion, negative symptoms,
and cognition. Antipsychotic poly-
pharmacy may interfere with these
beneficial effects (3). For this reason,
published expert guidelines have rec-
ommended polypharmacy only as a
last resort. In the Expert Consensus
Guideline Series (19), combination
antipsychotic therapy is presented as
an option only after sequential trials
of conventional antipsychotics and
one or more newer atypical antipsy-
chotics, including clozapine, have
failed to bring relief of prominent
positive symptoms. In the procedural
manual for the schizophrenia module
of the Texas Algorithm, antipsychotic

polypharmacy is considered only after
trials with four atypical antipsy-
chotics, including clozapine, have
failed (20).  

However, because new-generation
antipsychotic medications appear to
have a different efficacy profile both
from conventional agents and from
each other, there may be a rationale
for the use of antipsychotic polyphar-
macy. Because conventional agents
may have a more rapid onset of ac-
tion, it has been suggested that they
be used as a lead-in with an atypical
agent, to control psychotic symptoms
until the atypical agent becomes ef-
fective (8). Another possible use
might be to “top up” by adding a con-
ventional to an atypical agent when
symptoms worsen in order to prevent
a full exacerbation of psychotic symp-
toms (2,8). Third, combination an-
tipsychotic therapy may result from
cross-tapering designed to change an
antipsychotic regimen; if the patient
starts to respond favorably, the clini-
cian or the patient may be unwilling
to change the medication regimen,
and the patient becomes “stuck” on
the combination therapy (8). 

In the study reported here, phar-
macy records were reviewed to exam-
ine the frequency of antipsychotic
polypharmacy, with a particular focus
on both the least-recommended and
the most-frequent combination in
which an atypical and a conventional
antipsychotic are used concomitantly.
We also present the results of a survey
of practitioners who prescribed a com-
bination of a conventional and an atyp-
ical antipsychotic, to investigate their
rationale for using this form of
polypharmacy. 

Methods
Outpatient pharmacy records for the
Seattle and American Lake Divisions
of the Department of Veterans Affairs
(VA) Puget Sound Health Care Sys-
tem were reviewed to identify pre-
scriptions filled for any antipsychotic
medication within a six-month period
(September 1998 to March 1999).
The number of patients taking a con-
ventional or an atypical antipsychotic
or a combination of antipsychotic
medications was obtained. If a patient
had received prescriptions for more
than one antipsychotic agent during
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the six-month period, medical
records were reviewed to ascertain
whether the patient was ever taking
both medications at the same time. If
the combination had been prescribed
for the patient for at least 30 days, the
patient was included in the study.   

A survey of clinicians was then de-
veloped to ascertain why both a con-
ventional and an atypical agent had
been prescribed and what specific
symptoms were targeted. The clini-
cians were asked to rate whether the
combination of medications had im-
proved specific symptoms. The spe-
cific symptom dimensions were cho-
sen from items on the Positive and
Negative Syndrome Scale (PANSS)
(21). These symptoms included hallu-
cinations, delusions, paranoia, elevat-
ed mood, depression, flat affect, pre-
occupation, anhedonia, poor hygiene,
conceptual disorganization, impulsiv-
ity, hostility, anxiety, alogia, avolition,
and poor attention. Information was
also collected on the age, sex, and di-
agnosis of the patient. Surveys were
completed either by directly commu-
nicating with the provider or by re-
viewing charts. A majority of the sur-
veys were completed with the input
of providers.

This survey was conducted as part
of a continuous quality assurance
project, and no patients were inter-
viewed specifically for the purpose of
obtaining information for the study.
The American Lake Division was
chosen as the study site because it
serves more patients with severe
chronic schizophrenia, a population
more likely to have combination an-
tipsychotic therapy prescribed, than
the Seattle Division. Approval to con-
duct the review of patient medical
records was obtained from the human
subjects committee of the local inter-
nal review board.

Results
During the six-month study period,
1,794 outpatients had a prescription
filled for at least one antipsychotic
medication, of whom 715 received an
atypical antipsychotic. At the first
count, 123 patients who had a pre-
scription filled for an atypical agent
were found to have received a second
antipsychotic during the six-month
time frame. After a chart review, 30

patients were excluded from the
study because we could not confirm
that they had been receiving the com-
bination for at least 30 days. Of the 93
remaining patients, 74 received a
combination of an atypical and a con-
ventional agent, and 19 received a
combination of two atypical agents.
Thus, of all patients who had a pre-
scription filled for an atypical antipsy-
chotic, 13 percent received a second-
ary antipsychotic for at least 30 days. 

Of the 74 patients for whom an-
tipsychotic polypharmacy was pre-
scribed, 42 were being treated at the
American Lake Division. Of 22
providers in the mental health service
of the American Lake Division, 12
had prescribed a combination of an
atypical and a conventional antipsy-
chotic. All these cases were surveyed.
However, in one case the data were
insufficient for completion of the sur-
vey. Of the 41 patients for whom sur-
veys were collected, 39 were men and
two were women. Thirty patients had
a diagnosis of schizophrenia. Of the
remaining patients, nine had schizoaf-
fective disorder, one had delusional
disorder, and one had Alzheimer’s-as-
sociated dementia with delusions. The
two patients who did not have a diag-
nosis of schizophrenia or schizoaffec-
tive disorder were excluded from the
analysis, because this study was con-
cerned mainly with the prescribing
practices for these disorders.

Of the remaining 39 patients, 24
(62 percent) had a conventional agent
added to an atypical antipsychotic,
and 15 (38 percent) had an atypical
agent added to a conventional agent.
For cases in which the combination
therapy involved the addition of a

conventional agent to an atypical
agent, all the prescribers indicated
that this decision was made for thera-
peutic reasons, primarily to help con-
trol persistent positive symptoms. Of
the 15 patients for whom an atypical
agent was added to a conventional
agent, one was in the process of
switching to the atypical agent and 12
had been “caught” in the switch—
that is, although the intention had
been for the patient to switch com-
pletely to the atypical agent, the pa-
tient started doing better on the com-
bination and either the prescriber or
the patient was unwilling to discon-
tinue the conventional agent. The re-
maining two patients had been given
an atypical agent to augment the ac-
tion of the conventional antipsychot-
ic. The main reason given for pre-
scribing a secondary antipsychotic,
whether conventional or atypical, was
to improve persistent positive symp-
toms. Table 1 lists the symptoms that
clinicians described as being im-
proved by the addition of a secondary
antipsychotic agent. 

The use of clozapine was examined
for all 42 patients at the American
Lake Division who had received a
combination of a conventional and an
atypical agent. Four patients were re-
ceiving combinations with clozapine
at the time of the survey, but none of
the remaining patients had ever re-
ceived clozapine. (No patients at the
Seattle division were receiving cloza-
pine in combination.) The same 42
patients were reviewed one year later
to assess their use of clozapine. As of
March 2000, three of these patients
who had not previously received a
prescription for clozapine had been
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Improvements in symptoms among patients with schizophrenia who received
combination antipsychotic therapy, as reported by physicians

Conventional agent added Atypical agent added to
to an atypical agent (N=24) a conventional agent (N=15)

Symptoms N % N %

Positive symptoms 24 100 12 79
Negative symptoms 5 21 9 57
Mood disorder 4 17 6 43
Behavioral problems 10 42 8 50
Anxiety 8 33 4 29



switched from the conventional-atyp-
ical combination to clozapine.

Discussion
We found that within a six-month pe-
riod, 13 percent of all patients in the
VA Puget Sound Health Care system
for whom an atypical antipsychotic
was prescribed also received a pre-
scription for a secondary antipsychot-
ic. This rate is lower than those re-
ported in other studies. The differ-
ences may be related to the popula-
tions sampled. Our study primarily
included stable outpatients, whereas
Ereshefsky (2) reported on a sample
of inpatients with persistent mental
illness. Thus patients with a more
treatment-refractory or severe course
of illness and those in acute treatment
settings are more likely to receive an-
tipsychotic polypharmacy. Also, pa-
tients with schizophrenia may be
more likely to receive antipsychotic
polypharmacy than patients with oth-
er disorders.

In our survey of prescribers at the
American Lake Division, we found
that 73 percent of patients for whom
the combination of conventional and
atypical antipsychotics had been pre-
scribed had a diagnosis of schizophre-
nia. Had we limited our focus to pa-
tients with schizophrenia, as was done
in other surveys (5,7), the proportion
of patients for whom antipsychotic
polypharmacy was prescribed may
have been higher. Another factor that
may have resulted in an underestima-
tion of antipsychotic polypharmacy
rates is the fact that depot medication
prescriptions are not recorded in the
pharmacy database as frequently as
oral medications, and so we may not
have captured all cases of depot med-
ication prescriptions.

The data we obtained suggest that
when a patient receives a combination
of atypical and conventional antipsy-
chotics for more than 30 days, he or
she is likely to continue on that com-
bination. In only one of the 39 cases
was the clinician still intending to dis-
continue one of the medications.

The larger proportion of patients
who continued to receive a combina-
tion of antipsychotics in this study had
initially received a prescription for an
atypical antipsychotic. In general, cli-
nicians added a conventional antipsy-

chotic to target positive symptoms of
schizophrenia and reportedly found
this intervention to be effective for
100 percent of the patients. However,
an interesting phenomenon was ob-
served when an atypical antipsychotic
agent was added to a conventional
agent. Clinicians intended to have pa-
tients switch to the atypical agent and
in the process found the combination
so advantageous that they were reluc-
tant to discontinue the conventional
agent. Clinicians estimated that this
combination improved patients’
symptoms, sometimes even before
the patient had been tried on the
atypical agent alone. Patients who re-
ceive these combinations are ex-

posed, perhaps unnecessarily, to a
greater risk of side effects associated
with conventional neuroleptics, such
as tardive dyskinesia.

Our findings on the use of cloza-
pine are also interesting. Only 4 per-
cent of patients for whom combina-
tion therapy was prescribed had re-
ceived a prescription for clozapine.
Despite clinical guidelines that rec-
ommend that clozapine be tried be-
fore a combination antipsychotic reg-
imen is prescribed (19,20), some cli-
nicians have chosen to try polyphar-
macy first. Clinicians may choose this
option for several reasons. First,
clozapine requires continuous moni-

toring, which necessitates consider-
able coordination of resources in or-
der to bring a patient into the clinic
on a regular basis. Second, some pa-
tients may refuse to undergo phle-
botomy on such a frequent basis.
Considering these obstacles, clini-
cians may find it considerably easier
to add a second antipsychotic agent
rather than to prescribe clozapine.

These examples highlight how clin-
ical practice may diverge from ex-
perts’ recommendations. This prob-
lem has been well demonstrated in
the Schizophrenia Patient Outcomes
Research Team (PORT) project (22).
Another important issue is the target-
ing of symptoms. Positive symptoms
remain the focus of treatment in
schizophrenia in clinical practice.
However, current knowledge dem-
onstrates that negative symptoms—
and, more important, cognitive dys-
function—lead to more disability and
poorer functional outcome in schizo-
phrenia (23).

This study had several limitations
that restrict interpretation of the data.
One major limitation was the retro-
spective study design. There were no
objective ratings of clinical condition
or structured interviews, so our re-
sults cannot be used to evaluate the
effectiveness of the use of antipsy-
chotic polypharmacy. Optimally, this
examination should be conducted in a
prospective double-blind fashion. An-
other limitation was the lack of data
on the mean duration of combination
antipsychotic therapy. It would be in-
teresting to know whether patients
who were “stuck” during cross-titra-
tion continued to receive the combi-
nation on a long-term basis. This
question is especially relevant in light
of the risk of exposure to tardive dys-
kinesia. The methods used in this
study also probably resulted in an un-
derestimation of antipsychotic poly-
pharmacy rates, because not all the
patients for whom depot medication
was prescribed were captured and
thus not all were included in the
analysis.

Another question unanswered by
this survey relates to dosage and the
threshold at which clinicians should
consider augmentation rather than an
increased dosage of the initial an-
tipsychotic. Finally, this study was
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conducted among stable outpatients
who were predominately male. Thus
our findings cannot be generalized to
women or to other treatment settings. 

Conclusions
We found that combination antipsy-
chotic therapy was prevalent in a
large metropolitan VA medical cen-
ter. As a result of the frequency with
which patients are exposed to the risk
of newer antipsychotic agents com-
bined with conventional neuroleptics,
and because providers believe that
this combination is advantageous to
the patient, future studies are urgent-
ly needed to examine the effective-
ness and risks of combination antipsy-
chotic therapy. Assessment of bene-
fits should include not only tradition-
al positive and negative symptoms but
also cognitive function and communi-
ty or social outcome. Such data are
required in order to guide rational an-
tipsychotic polypharmacy for patients
with schizophrenia. �
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