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Abstract

Objective:

Schizophrenia is a chronic disease that is treated

with dopamine antagonists. These drugs can pro-

duce intolerable side effects through their block-

ade of central nervous system dopamine receptors

unrelated to schizophrenia. The atypical antipsy-

chotic aripiprazole, a dopamine receptor partial

agonist, has mixed agonist-antagonist effects. Its

partial agonism is said to protect the patient from

the side effects caused by full antagonists at the

same time that its antagonism treats the schizo-

phrenia effectively.

Case:

We report a case in which a low dose of the

full antagonist haloperidol, added to aripipra-

zole, improved antipsychotic efficacy in a 41-

year-old man diagnosed with undifferentiated

schizophrenia.

Result:

A 15-mg/d aripiprazole/7.5-mg/d haloperidol

regime in this patient improved all previous

psychotic symptoms and caused no adverse side

effects. The patient’s final prolactin concentration

using this combination was normal.

Conclusion:

Further studies are warranted to confirm this

observation and to determine the mechanism

through which a carefully titrated combination of

a full antagonist with a partial agonist can cause

such improvement.
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Aripiprazole is a new antipsychotic with

efficacy comparable to that of typical

antipsychotics.1Y6 However, it does not pro-

duce the side effects caused by conventional

antipsychotic agents such as haloperidol,

which are full dopamine D2 antagonists.3

Aripiprazole is a partial agonist, and its

mixed agonist/antagonist effect is thought

to be responsible for its favorable efficacy/

side effect profile.7,8

It is not known at this time whether

combinations of aripiprazole and conven-

tional antipsychotics (that is, a combination

of a partial agonist and a pure antagonist) will

be beneficial or detrimental to therapy. Con-

sensus guidelines for aripiprazole treatment

advise that aripiprazole not be used in long-

term treatment with other antipsychotics,6

but this advice is based on theoretical con-

siderations and also probably because there

is little or no data on the subject. The follow-

ing is a case report of a beneficial effect of

an aripiprazole/haloperidol combination.

CASE

A 41-year-old married, male teacher, diag-
nosed with schizophreniform disorder by Diag-

nostic and Statistical manual of Mental

Disorders, Fourth Edition criteria, first visited
our outpatient clinic on November 15, 2005. The
patient had a previous history, beginning in
October, of poorly controlled psychotic symp-
toms, including the following: auditory hallucina-
tions every minute (the voice of Buddha
instructing him to identify humans and ghosts,
with midnight sessions devoted to decoding),
delusions of control (his actions and thoughts
were being controlled), delusions of pursuit (a
consistent belief in an implanted microchip that
mediated and tracked his thoughts and activities),
delusions of persecution (belief that death would
occur if he did not execute the auditory com-
mands), and eccentric behavior (childish voice
and activities). These symptoms had caused him
to be unable to perform his job. The patient had
previously taken 5 mg/d olanzapine for less than 1
week at another institution but had discontinued
this drug due to experiencing the side effects of
sedation and rigidity. With the reassurance that
the proposed drug would produce a noticeable
improvement in his symptoms, but had a low

DOI: 10.1097/WNF.0b013e318123ee01

173Case Report CLINICAL
NEUROPHARMACOLOGY

Volume 31, Number 3

May - June 2008

*Department of Psychiatry,
Lotung St. Mary’s Hospital, Ilan;
and †Department of Psychiatry,
National Taiwan University
Hospital, Taipei, Taiwan.

Address correspondence and
reprint requests to Joseph Kuo,
MD, Lotung St. Mary’s Hospital,
160 Chong-Cheng South Road,
Lotung, Ilan 265, Taiwan; E-mail:
kuo2084@yahoo.com.tw

Copyright � 2008 by Lippincott
Williams & Wilkins

CLINICAL
NEUROPHARMACOLOGY

Volume 31, Number 3

May - June 2008

Copyright @ 2008 Lippincott Williams & Wilkins. Unauthorized reproduction of this article is prohibited.



incidence of side effects, an initial prescription
of 10 mg/d aripiprazole was given. Fifteen days
later, the dose was increased to 15 mg/d because
his symptoms had not improved. At the higher
dose, by December 7, the ‘‘implanted microchip’’
delusion had ceased, and by the 21st, his
auditory hallucinations were only heard when
he was reading or writing. By January 25, 2006,
the patient had developed insight into his
psychosis. However, on February 8, the patient
complained of a fragmented long-term memory
and a consistent continuation of his auditory
hallucinations. The patient also expressed anxi-
ety over reapplication to his previous occupa-
tion. A simultaneous prescription of 2.5 mg/d of
haloperidol was then added because 9 weeks of
aripiprazole alone (15 mg/d) had not achieved
complete remission. The haloperidol dose was
then increased to 5 mg/d on February 22
because the auditory hallucinations had become
louder and more frequent. With this dose, by
March 1, the frequency of the auditory halluci-
nations had decreased, and the patient’s ability
to concentrate had improved. By March 15, the
patient’s long-term memory had become more
organized, and auditory hallucinations only
occurred when reading for more than 10
minutes. On May 3, haloperidol was increased
to 7.5 mg/d because no further decrease in
auditory hallucinations had occurred, and the
patient expressed anxiety and fear about the
impending deadline for reapplication to his
occupation. By May 10, and 17, the auditory
hallucinations were completely gone, no side
effects from the drug combination were
observed, and the patient’s fragmented long-term
memory had completely recovered. A prolactin
level obtained on August 1 was within normal
range (8.86 ng/mL), and the patient successfully
resumed his former employment. By May 2,
2007, after 1 year of continuous remission of
psychotic symptoms, the patient’s occupational
functioning, memory, and insight into his psy-
chosis were completely restored, and his spouse
remarked that a complete recovery of the
patient’s functioning had occurred.

DISCUSSION

The patient described here did not

achieve full recovery from his psychosis with

aripiprazole alone, but the combination of

the partial dopamine receptor agonist aripi-

prazole and the full antagonist haloperidol

did achieve this goal. Low-dose haloperidol

was added to aripiprazole when 15 mg/d of

the latter drug failed to control the patient’s

symptoms sufficiently. The reason this

course was chosen instead of increasing the

dose of aripiprazole was because our Depart-

ment of Health regulations require further

documentation and protocols for aripipra-

zole prescriptions exceeding 15 mg/d. The

knowledge that the patient had suffered

intolerable side effects when 5 mg/d olanza-

pine was given as monotherapy kept us from

discontinuing the aripiprazole and shifting

the patient to haloperidol alone.

A benefit of a partial agonist is thought

to be that, whereas it controls the positive

symptoms of schizophrenia through its antag-

onism of mesolimbic dopamine receptors, its

partial agonism allows it to retain enough

dopaminergic function in the striatum and

the pituitary to avoid the extrapyramidal

symptoms and hyperprolactinemia seen

when pure antagonists are used. Combining

a partial agonist and a pure antagonist might

either improve therapy or block the thera-

peutic effects of the antagonist or the bene-

ficial side effect profile of the partial agonist.

The outcome of such a combination

will depend greatly on the doses used and

the intrinsic activity of the partial agonist.

Partial agonists with high intrinsic activity

have not been efficacious in treating schizo-

phrenia,9,10 but aripiprazole, which has a

relatively low intrinsic activity, has good

efficacy in treating this disease. The simulta-

neous short-term use of other antipsychotics

while switching from them to aripiprazole

has caused no problem.1 However, simulta-

neous doses of aripiprazole (30 mg/d) and

haloperidol (20 mg/d), and aripiprazole (15

and 30 mg/d) added to quetiapine (800 mg/d)

were reported in 2 previous case histories to

cause a worsening of positive schizophrenic

symptoms.11,12 In combining haloperidol

and aripiprazole, we started by adding a very

low dose (2.5 mg/d) of haloperidol to a fixed

15-mg/d dose of aripiprazole and then

increased the haloperidol dose in small

increments to 7.5 mg/d. We achieved suc-

cess through this approach.

In summary, this report describes a case

where a low dose of a D2 dopamine receptor

antagonist (haloperidol) carefully titrated

against a fixed dose of the partial agonist

aripiprazole achieved good therapeutic
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results. More research needs to be done to

ascertain whether partial agonist/antagonist

combinations offer an advantage in the treat-

ment of schizophrenia and, if so, what type

of dosage titration is necessary to exploit the

advantages and avoid the disadvantages of

such treatment.
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