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z Aripiprazole in schizophrenia management

Schizophrenia is a devastating 
illness that will affect around  

1% of the population during their 
lifetime.1 Typically symptoms start 
in early adulthood, but people of 
any age can be affected. 
 Non- or partial adherence to 
medication is a significant issue, 
with reported adherence rates 
ranging from 47.2% to 95%.2  
Poor adherence may result in 
exacerbation of symptoms and 
increased relapse rates. Indeed, 
even stopping treatment for 1–10 
days in a year can double the risk 
of hospitalisation.3 
 NICE recommends that the 
choice of antipsychotic to treat a 
first episode should take account 
of side-effects associated with the  
medication, including metabolic 

effects such as weight gain and 
extrapyramidal effects such as  
akathisia.1

 NICE also says an injectable 
antipsychotic should be offered 
to those patients who prefer 
them or for whom avoiding non- 
adherence is a clinical priority. 
Involving patients and their carers 
in decisions about management is 
also recommended.1 
 Clinicians should therefore  
bear in mind the combination of 
patient preference, effectiveness, 
tolerability and adherence from  
the outset when deciding which 
antipsychotic and which formula-
tion to choose.
 Although antipsychotics, with 
the exception of clozapine, do not 
differ significantly in their impact 

on positive symptoms of schizo-
phrenia,4,5 they do differ in their 
mode of action, which in turn has 
implications for the tolerability  
profile of each drug.
 This Progress in Neurology and 
Psychiatry supplement provides an 
overview of the mode of action, 
effectiveness and tolerability of 
aripiprazole and its formulation 
as a once-monthly injection. In the 
second section, Dr Luiz Dratcu dis-
cusses his experience of using ari-
piprazole oral and once-monthly 
injection in an acute inpatient  
setting and considers its implica-
tions for the medicine’s place in 
the management of schizo phrenia. 
The importance of functional out-
comes in assessing patient response 
to treatment is highlighted.

Introduction
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Mode of action 
Antipsychotics are thought to exert 
their clinical effects, particu larly 
with regard to positive symptoms, 
through blocking dopamine D2 
receptors in the mesolimbic path-
way.6 However, in the nigrostriatal 
and tuberoinfundibular pathways, 
D2 receptor blockade is thought to 
be more likely to produce extra-
pyramidal symptoms (EPS) and 
hyperprolactinaemia.6 
 In contrast with other anti-
psy chotics, aripiprazole exerts its 
clinical effects through partial ago-
nism at dopamine D2 (Figure 1). 
It is proposed that as a result the 
drug stabilises dopamine path-
ways, compensating for low levels 
of dopamine in pathways such as 
the mesocortical and moderating 
high levels of the neurotransmitter 
in pathways such as the mesolim-
bic, but not in areas of normal 
dopamine levels such as the nigro-
striatal and tuberoinfundibular 
pathways.6,8 Thus a D2 partial ago-
nist would be expected to reduce  
positive symptoms without EPS  
or raising pro lactin levels.6

 Aripiprazole also acts as a partial 
agonist at serotonin 5-HT1A recep-
tors, which may explain anxiolytic 
and antidepressive effects, and as 
an antagonist at 5-HT2A receptors, 
thought to be associated with effects 
on negative symptoms and cogni-
tion, and possibly low risk of EPS.6,8

Efficacy and effectiveness
Comparison of oral aripiprazole with 
other oral antipsychotics 
For patients with schizophrenia 
who are acutely ill, rapid control of 

agitation can be critically impor-
tant. The effectiveness of aripipra-
zole has been compared with that 
of olanzapine in this setting in a 
five-day randomised, double- blind 
trial.9 Six hundred and four adult 
patients who had a Positive and  
Negative Syndrome Scale – Excited 
Component (PANSS-EC) score 
of 20 or higher and a rating of  
4 or more on at least two items 
of the Brief Psychiatric Rating 
Scale (BPRS) positive symptoms 
subscale, received oral olanza-
pine 20mg daily (n=306) or aripi-
prazole 15mg daily increasing to 
30mg as needed (n=298). Loraze-
pam was also given as necessary. 
In the olanzapine-treated group, 
76.5% (n=234/306) of patients 
completed the study, compared 
with 79.5% (n=237/298) in the 
aripiprazole group (p=0.378). 
Both aripiprazole and olanza pine-

treated patients showed significant 
improvements from baseline in 
mean PANSS-EC score (–8.86 
and –8.93 at visit five, respec-
tively), with no significant differ-
ence between the two groups at 
any visit. Lorazepam was given 
to more patients taking aripipra-
zole each day, but the difference  
was significant only at visit five 
(41.2% [n=106/257] versus 31.0% 
[n=78/252]; p=0.033). 
 A four-week double-blind study6 
compared aripiprazole 20mg daily 
(n=101) and risperidone 6mg daily 
(n=99) versus placebo (n=103) in 
patients who were hospitalised for 
an acute relapse. Aripiprazole at 
both doses, and risperidone, were 
associated with significant compa-
rable improvements in the primary 
efficacy measures: PANSS total and 
positive scores and Clinical Global 
Impression – Severity (CGI-S) score. 

Aripiprazole and aripiprazole once-
monthly injection: an overview
Steve Titmarsh

Dopamine activity

Normal dopamine 
activity

Hyperdopaminergic 
activity

Hypodopaminergic 
activity

Dopamine modulation

Full dopamine 
blockade

Dopamine partial 
agonist activity

Figure 1. Mode of action of aripiprazole, a partial agonist, which is thought to stabilise 
dopamine pathways by compensating for low dopamine levels in some and moderating high 
levels of dopamine in others. Adapted from Burris KD et al 
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The treatments showed a rapid 
onset of efficacy with statistically  
significant effects from week one 
for PANSS total and positive scores. 

Comparison of long-acting injectable 
antipsychotics with oral antipsychotics
A systematic review and meta- 
analysis10 of 25 mirror-image stud-
ies from 28 countries that followed 
5940 patients with schizophrenia 
showed that long-acting injectable 
(LAI) antipsychotics are superior 
to oral formulations in preventing 
patients being admitted to hospital 
(16 studies, n=4066; risk ratio=0.43; 
95% CI 0.35–0.53; p<0.001) 
and in reducing the number of  
hospitalisations (15 studies, 6342 
person-years; rate ratio=0.38;  
95% CI 0.28–0.51; p<0.001).
 The authors commented that: 
‘pharmacologic characteristics of 
LAIs and oral antipsychotics are 
considered to be fundamentally  
the same. Therefore, it is fair to 
say that the superiority of LAIs is  
primarily conferred by assured 
medication delivery.’ 
 In an open-label mirror- image 
study, Kane et al11 investigated 
hospitalisation rates in patients 
with schizophrenia treated pro-
spectively with aripiprazole once-
monthly injection versus the same 
patients’ retrospective rates with 
their prior oral antipsychotic ther-
apy. Patients had to have had oral 
antipsychotics in the seven months 
prior to screening. Those consid-
ered by the investigator to require a 
change in treatment were switched 
to aripiprazole once-monthly injec-
tion (400mg) and were then fol-
lowed prospectively for six months. 
 Inpatient psychiatric hospitali-
sation rates in patients treated with 
aripiprazole once-monthly injec-
tion during prospective months 
4–6 were significantly lower com-
pared with their retrospective 
rates during months –4 to –1 when 

treated with oral antipsychotic 
therapy (2.7% [n=9/336] versus 
27.1% [n=91/336], respectively; 
p<0.0001). 

Comparison of aripiprazole once-monthly 
injection with paliperidone palmitate
The QUALIFY (QUAlity of LIfe  
with AbiliFY Maintena) study12 

compared aripiprazole once-
monthly  inject ion (400mg 
or  300mg month l y)  w i th 
paliperidone palmitate extended-
release injectable suspension, for 
intramuscular use (50–150mg 
monthly as paliperidone [EU and 
Canada], equivalent to 78–234mg 
m o n t h l y  a s  p a l i p e r i d o n e 
palmitate [USA]) in 295 adult 
patients with schizophrenia. 
The primary outcome measure 
of this randomised, open-label, 
rater-blinded, parallel group 
study was change in quality- 
of-life score as measured by  
the Heinrichs-Carpenter Quality  
of Life Scale (QLS), a clinician-
rated scale designed to evaluate 
social functioning and behaviour 
in patients with schizophrenia. 
The QLS rates patients’ sense 
of purpose, motivation and 
emotional interaction, as well as 
their interpersonal relations such 
as social activity, how they function 
at work and common activities. The 
higher the score, the better the 
quality of patient’s life. A change 
of >5 in QLS total score has been 
defined as clinically meaningful.13

 In this 28-week trial, patients 
treated with aripiprazole once-
monthly injection had significantly 
greater improvement in QLS than 
those who received paliperidone 
palmitate. The mean difference 
between treatments in the change 
from baseline to week 28 in QLS 
total score was 4.67 (p=0.036), with 
a change of 7.47 (SE±1.53) for the 
aripiprazole once-monthly group 
and 2.8 (±1.62) for the paliperidone 

palmitate group. The difference in 
the change in mean CGI-S score 
from baseline showed significant 
improvement in patients treated 
with aripiprazole once-monthly 
injection: –0.75 (±0.07) compared 
with –0.46 (±0.07) for paliperidone 
palmitate (p=0.004).14

 Patients aged 35 years and 
under treated with aripiprazole 
once-monthly injection (n=40) 
showed significant differences 
in QLS (10.7, 95% CI 0.70–20.7; 
p=0.037) and CGI-S (−0.44, 95% CI 
−0.83 to −0.06; p=0.026) scores at 
week 28 compared with those who 
received paliperidone palmitate 
(n=37). Numerical but statistically 
non- significant differences between 
the two treatment groups were seen 
among patients aged over 35 years.
 Both treatments were generally 
well tolerated, but discontinuation 
rates due to adverse events were 
lower in the aripiprazole group than 
the paliperidone palmitate-treated 
patients (11.1% [n=16/144] versus 
19.7% [n=27/137], respectively). 

Impact on efficacy and 
functional outcomes in an 
inpatient setting
Dratcu et al15 independently 
prospectively studied 10 acutely 
psychotic male inpatients (age 
37.9±13.3, mean±SD) diagnosed 
with schizophrenia who were 
offered aripiprazole once-monthly 
injection following response to 
oral aripiprazole 10–20mg daily 
(range two to three weeks).
 The BPRS decreased from 
60.4±21.1 to 33.4±10 (p=0.001) 
from the start of oral aripiprazole 
to the first dose of once-monthly 
injection. There was also an 
improvement in the Health of the 
Nation Outcome Scale (HoNOS) 
from 19.4±7.2 to 11.6±6.9 (p=0.02) 
and the Global Assessment of Func-
tion (GAF) score from 24.6±11.5 to 
52.5±12.2 (p=0.001) (Figure 2).
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Figure 2. Changes in functional outcomes, (a) mean Brief Psychiatric Rating Scale (BPRS) with 95% CI (p=0.001), 
(b) mean Health of the Nation Outcome Scale (HoNOS) with 95% CI (p=0.02) and (c) mean Global Assessment 
of Function (GAF) score with 95% CI (p=0.001), following stabilisation on short-term aripiprazole oral treatment 
(two to three weeks) before initiating aripiprazole once-monthly injection in an acute inpatient setting for the 
treatment of schizophrenia. Adapted from Dratcu L et al 
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 Therapeutic response encom-
passed an improvement in both 
positive and negative symptoms. For 
two patients who experienced mild 
akathisia, this resolved spontane-
ously before they received the first 
dose of aripiprazole once-monthly 
injection. At the time of their  
second dose of aripiprazole once-
monthly injection, seven patients 
had been discharged and remained 
clinically well in the community, two 
patients were fit for discharge but 
waiting for accommodation, and 
one patient relapsed after discharge 
and was readmitted to hospital.
 The authors commented that 
testing response and tolerability 
to oral aripiprazole was central to  
moving patients to aripiprazole 
once-monthly injection. 
 Dr Dratcu discusses the clinical 
implications of his results further in 
the second section of this supple-
ment (page 6).

Tolerability 
Using direct and indirect compar-
isons of randomised controlled 
trials, Leucht et al16 compared 15 
antipsychotics and placebo in the 
acute treatment of schizophre-
nia. In all, 212 studies reported 
between October 1955 and Sep-
tember 2012, involving 43 049 
patients, were included in the 
analysis. The authors commented 
that there were small efficacy dif-
ferences between drugs (standard-
ised mean differences 0.11–0.55, 
median 0.24), although they 
added that ‘the efficacy differ-
ences compared with placebo were 
of only medium size (0.33–0.88, 
median 0.44), so the differences  
in efficacy between drugs are  
possibly substantial enough to be 
clinically important.’ 
 All-cause discontinuation was 
used to measure drug accepta-
bility as it encompasses efficacy 
and toler ability. Greater weight 

gain than with placebo was seen 
with all drugs except three, 
including haloperidol and lurasi-
done. Significantly more weight 
gain was seen with olanza pine 
than with most other drugs. 
Significantly more weight gain  
was seen with chlorpromazine, clo-
zapine, paliperidone, quetiapine 
and risperidone than amisulpride, 
aripiprazole, haloperidol and  
lurasidone. Among the least well  
tolerated drugs were chlorprom-
azine, lurasidone, paliperidone 
and risperidone: they produced 
significantly more EPS than a 
number of others analysed, the 
authors noted.
 Aripiprazole and paliperidone 
were among the drugs that were  
not associated with significant 
QTc prolongation.
 Paliperidone and risperidone 
were associated with significantly 
greater prolactin increase than all 
other drugs, whereas aripiprazole, 
chlorpromazine and quetiapine 
were not associated with signif-
icant prolactin concentration 
increases compared with placebo.

 Placebo levels of sedation 
were seen with amisulpride and 
pali peridone. Mean odds ratios 
and number needed to harm, 
respectively, for other drugs 
ranged from 1.84 and 10 for arip-
iprazole to 8.82 and 2 for cloza-
pine compared with placebo.
 The mirror-image study of 
Kane et al11 found that of 433 
patients treated with aripiprazole 
once-monthly injection, 37 (8.5%) 
discontinued treatment due to 
adverse events and 10 (2.3%) due to 
lack of efficacy. Treatment-emergent 
adverse effects were of mostly mild 
or moderate severity and occurred 
in 61% of patients (n=265/431). 
The incidence fell each month 
from 37.6% (n=162/431) within  
the first month after treatment 
started to 0.7% (n=2/298) more 
than six months after treatment 
started. The most common 
adverse events were insomnia 
6.7% (n=29/431), akathisia 6.5% 
(n=28/431), psychotic disorder 
4.9% (n=21/431), schizophrenia 
4.6% (n=20/431) and injection-site 
pain 4.4% (n=19/431).

At initiation of oral aripiprazole At time of first aripiprazole  
 once-monthly injection 
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Even in the acute setting, the main 
focus of the treatment of schizo-

phrenia should be on the long-term 
wellbeing and functional status of 
the patient, particularly because 
the onset of schizophrenia usually 
takes place when people are young. 
Quality of life is also an important 
treatment goal.1 The overall prog-
nosis of schizophrenia is dependent 
on long-term adherence to an effec-
tive treatment, but non- or partial 
adherence to antipsychotic med-
ication remains a major factor for 
relapse, disease progression, wors-
ening of symptoms and repeated 
hospitalisations.3,17

Early intervention
There is evidence that each psy-
chotic episode is neurotoxic.18 Early 
intervention is crucial to shorten or 
prevent psychotic episodes, limit 
disability, improve outcomes and 
reduce distress to patients and their 
carers. Clinicians should therefore 
bear in mind the combination 
of effectiveness, tolerability and  
adherence from the outset of any 
antipsychotic treatment. Patients 
are more likely to adhere to the 
medication to which they presented 
a good initial therapeutic response 
and tolerated well. Patients’ choice 
of their treatment can only con-
tribute to this endeavour. Atypical 
antipsychotics – drugs that have 
higher binding affinity for serotonin 
5-HT2A receptors than for dopamine 
D2 receptors19 – have significantly 
reduced the risk of EPS and  
tardive dyskinesia,20 an irreversible 
neuro logical syndrome associated 
with the older drugs. But atypical  

anti psychotics are not devoid of 
side- effects, nor have they yet fully 
resolved the challenge of ensuring 
long-term adherence to treatment.  
 Antipsychotics are meant pri-
marily to treat positive and nega-
tive symptoms, and to be given in 
the long term. Yet many patients 
are first prescribed an antipsy-
chotic when they are acutely 
unwell. In these circumstances, 
the initial choice of treatment is 
often dictated by the more press-
ing need to reduce the arousal 
and disturbed behaviour associ-
ated with acute psychotic states, 
and a treatment that proves effec-
tive in this setting is likely to be 
continued in the long term. 
 However, the mechanisms 
through which a drug may induce 
sedation, eg antihistaminic prop-
erties, are not necessarily related 
to its antipsychotic effects. More-
over, drug-induced sedation is 
likely to persist for as long as the 
patient remains on the medi-
cation, and long after the need 
for tranquillisation has abated.21,22 

Indeed, while the tranquillising 
effects of anti psychotics may ensue 
after a few hours, it may be weeks 
before psychotic symptoms such  
as delusions and hallucinations 
ameliorate. Negative symptoms 
often take longer to improve.5

 Sedation impairs and prevents 
resumption of a fully functional 
life.21,22 It reduces the scope for 
behavioural and psychological 
interventions21 and is a major  
reason for non-compliance,22 while 
non-sedation enables patients to 
remain more awake, active and  

cognitively unimpaired. Mini-
mising long-term metabolic side- 
effects is likewise a major factor 
to consider when choosing medi-
cation for the acute treatment of 
psychosis.1 In addition to obvious 
medical implications, fewer meta-
bolic side-effects (such as weight 
gain, dyslipidaemia, raised glucose 
levels, insulin resistance and dia-
betes) are also likely to increase 
adherence to treatment,23 thus 
facilitating the resumption of a 
normal life in the community. 
Side-effects like sexual dysfunction 
and anhedonia, which may often 
pass undetected, should also be 
approached in order to mitigate dis-
ruption to patients’ everyday activ-
ities, thus further contributing to 
encourage long-term compliance 
and hence the recovery process.

The role of LAI formulations
LAI antipsychotics were introduced 
in an attempt to address inten-
tional and non-intentional non-  
adherence to treatment, and can 
play an important role in relapse pre-
vention, reducing readmission rates 
and promoting a sustained thera-
peutic response.24 Depot for mu-
lations of the older antipsychotics, 
however, had the same drawbacks 
as oral formulations. The advent of 
LAI atypical antipsychotics brought 
about the prospect of combining 
the advantages of a long-acting  
formulation with the tolerability 
of an atypical antipsychotic. But  
practical answers are still needed as 
to how and when to use them. For 
many patients, antipsychotic treat-
ment is commenced or reviewed 

Starting patients on aripiprazole once-
monthly injection: clinician’s perspective 
Luiz Dratcu
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in the inpatient setting. Initiating 
LAI atypical antipsychotics in the  
inpatient setting may expedite  
transition from oral to LAI treat-
ment and facilitate patients’ early 
discharge and aftercare.25 

Aripiprazole in the clinic
Aripiprazole, an atypical antipsy-
chotic that acts as a partial ago-
nist at the dopamine D2 receptors 
and which is now available as a 
once-monthly LAI,26 has been 
shown to be effective in the treat-
ment and relapse prevention of 
schizophrenia and also to have a 
favourable safety and tolerability 
profile.8,9,11 Compared with other 
atypical antipsychotics, aripipra-
zole’s antipsychotic effect is not 
associated with over-sedation and 
poses a lower risk of metabolic 
side-effects, sexual dysfunction  
and anhedonia.27–30 In our inde-
pendent, small clinical audit we 
assessed the acceptability and effec-
tiveness of initiating aripiprazole 
LAI in actively psychotic patients 
with schizophrenia who were 
admitted to our acute unit.15

 Ten male patients were offered 
aripiprazole LAI after respond-
ing to and being stabilised on 
oral aripiprazole. They could be 
co-prescribed benzodiazepines as 
required for disturbed behaviour 
before they received the first LAI. 
Oral aripiprazole was continued 
for two weeks after the first LAI. 
 Significant improvement in 
BPRS correlated with improvement 
in GAF (Pearson’s r = –0.7, p<0.05) 
by the time of the first injection of 
aripiprazole LAI, indicating that 
symptom amelioration was accom-
panied by improved social function-
ing. Thera peutic response included 
improvement of both positive and 
negative symptoms. Two patients 
experienced mild akathisia that 
resolved spontaneously before they 
received the first LAI. Initiation of 
aripiprazole LAI was uneventful, 
as was the co-prescription of oral 
aripiprazole during the following 
two weeks. At the time of their  
second LAI, nine of the ten  
patients were either discharged or 
ready for discharge and awaiting 
accom modation. 

Implications and conclusion
These findings indicate that arip-
iprazole LAI can be safely initi-
ated following oral stabilisation, 
in a manner that is acceptable  
to patients and conducive to  
adherence to treatment even  
when patients are acutely unwell. 
For most patients in this audit, 
improvement in the clinical 
and social functioning domains 
following short-term oral treat-
ment, and acceptance of it, facili-
tated a safe and uncomplicated 
progression to LAI treatment 
and their early discharge. Side- 
effects of aripiprazole were mild and 
transient. Therapeutic response was 
maintained after discontinuation of 
oral dosing and by the time of the 
second LAI. Longer-term response 
of this patient group to aripipra-
zole LAI needs to be monitored, as 
offering patients the LAI option of 
the treatment to which they have 
responded well has the potential to 
promote adherence, improve their 
clinical and functional outcomes 
in the community, and reduce the 
need for further inpatient care.
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ABILIFY® (aripiprazole) PRESCRIBING INFORMATION - SCHIZOPHRENIA TABLETS, 
ORODISPERSIBLE TABLETS, ORAL SOLUTION, MAINTENA® 

prolonged-release suspension for injection
Please refer to the full Summary of Product Characteristics (SmPC) before prescribing,  
particularly in relation to side effects, precautions and contra-indications.
PRESENTATION: Tablets: 5mg, 10mg, 15mg, 30mg aripiprazole; orodispersible tablets 
(ODT): 10mg, 15mg aripiprazole; Oral solution (OS): 1mg/ml aripiprazole; Prolonged- release 
suspension for injection: 400mg powder and solvent. Tablets and orodispersible tablets con-
tain lactose. Orodispersible tablets also contain aspartame. Oral solution contains fructose, 
sucrose, methyl and propyl parahydroxybenzoate.
INDICATIONS: Oral formulations: Adults: Schizophrenia. Paediatric patients: Schizophrenia 
in adolescents aged 15 years and older;
Prolonged-release suspension for injection: Maintenance treatment of schizophrenia in 
adult patients stabilised with oral aripiprazole.  
Please refer to the SmPC for other indications.
DOSAGE: Oral formulations: Adults: Schizophrenia - Usual starting dose is 10 or 15mg once 
daily with or without food. Effective dose range is 10 to 30mg with a recommended mainte-
nance dose of 15mg. Paediatric patients: Schizophrenia - Recommended dose is 10mg/day 
once daily with or without food. Treatment to be initiated at 2mg (using ABILIFY Oral Solution 
1 mg/ml) for two days, titrated to 5mg for two more days to reach recommended daily dose 
of 10mg. 
Maximum daily dose 30mg. No dosage adjustment required in renal or mild to moderate 
hepatic impairment. Elderly (>65 years): Efficacy not established. Consider lower starting 
dose. Not recommended for use in patients below 13 years of age: Safety and efficacy not 
established. 
Prolonged-release suspension for injection: For patients who have never taken aripipra-
zole, tolerability with oral aripiprazole must occur prior to initiation. The recommended start-
ing and maintenance dose is 400mg. Titration of the dose of this medicinal product is not  
required. It should be administered once monthly as a single injection into the gluteal or del-
toid muscle. After the first injection, treatment with 10mg to 20mg oral aripiprazole should be 
continued for 14 days. Consider reducing the dose to 300mg if there are adverse reactions.  
Dosage reductions are needed in patients who are taking concomitant strong CYP3A4 inhib-
itors and/or strong CYP2D6 inhibitors for more than 14 days. Refer to SmPC for instructions 
on use with these inhibitors, missed doses, reconstitution and injection procedure. Elderly  
(>65 years): Safety and efficacy not established. Children and adolescents (<18 years): Not 
recommended, safety and efficacy not established. Renal impairment: No dosage adjustment 
required. Hepatic impairment: No dose adjustment in mild or moderate hepatic impairment.  
In severely impaired hepatic function data available are insufficient to establish recommenda-
tions, and the oral formulation should be preferred.
CONTRAINDICATIONS: Hypersensitivity to active substance or any of the excipients.
WARNINGS AND PRECAUTIONS: Until individual patient response is established, caution 
not to drive or operate machinery. All risk factors for venous thromboembolism (VTE) should be 
identified before and during treatment and preventive measures taken. Clinical improvement 
may take several days to some weeks: monitor patient throughout this period.  Reduce dose 
or discontinue if signs of tardive dyskinesia appear. Discontinue if patient develops signs and 
symptoms indicative of neuroleptic malignant syndrome. Caution in patients with a history of 
seizure, cardiovascular disorders, conduction abnormalities, diabetes and elderly patients with 
dementia-related psychosis. Those at risk of aspiration pneumonia or history of pathological 
gambling may be at increased risk. Risk of akathisia and parkinsonism in paediatrics, and 
weight gain in adolescents. Caution in patients with family history of QT prolongation. Caution 
when co-administered with stimulants (see SmPC). Not indicated for the treatment of patients 
with dementia-related psychosis. Closely supervise high risk patients for risk of suicide.
FERTILITY, PREGNANCY AND LACTATION: Do not use during pregnancy unless potential 
benefit clearly outweighs potential risk to the foetus. Neonates exposed to antipsychotics 
during the third trimester of pregnancy are at risk of adverse reactions including extrapyrami-
dal and/or withdrawal symptoms that may vary in severity and duration. Agitation, hypertonia, 
hypotonia, tremor, somnolence, respiratory distress, or feeding disorder in neonates have 
been reported. Newborns should be monitored carefully. Breastfeeding is not recommended. 
DRUG INTERACTIONS: Increased hypotensive effect with certain antihypertensives. Cau-
tion is advised when combining with alcohol or other CNS medication with overlapping side 
effects such as sedation; and medicines known to cause QT prolongation or electrolyte  
imbalance. Cases of serotonin syndrome have been reported in patients taking aripiprazole. 
Reduce aripi prazole dose with concomitant use of potent CYP3A4 or CYP2D6 inhibitors, e.g. 
ketoconazole, fluoxetine, paroxetine. Oral formulations: ABILIFY dose should be doubled when 
concomitant administration of ABILIFY occurs with carbamazepine. Other potent inducers of 

CYP3A4 (such as rifampicin, rifabutin, phenytoin, phenobarbital, primidone, efavirenz, nevirap-
ine and St. John’s Wort) may be expected to have similar effects and similar dose increases 
should therefore be applied. Upon discontinuation of potent CYP3A4 inducers, the dosage of  
ABILIFY should be reduced to the recommended dose. Prolonged release suspension for injec-
tion: Concomitant use with CYP3A4 inducers (e.g. carbamazepine, St. John’s wort, rifampicin) 
should be avoided because blood aripiprazole levels may be below effective levels.  See SmPC.   
UNDESIRABLE EFFECTS: Oral formulations: In adult placebo-controlled trials, the follow-
ing adverse drug reactions were reported: common (≥1/100 to <1/10): somnolence, dizzi-
ness, headache, akathisia, nausea, vomiting, restlessness, insomnia, anxiety, extrapyramidal 
disorder, tremor, sedation, blurred vision, dyspepsia, constipation, salivary hypersecretion, 
fatigue; uncommon (≥1/1000 to <1/100): tachycardia, orthostatic hypotension, depression. 
In adolescent (13-17 years) placebo-controlled trials, the adverse drug reactions reported 
were similar to those for adults; the following adverse drug reactions were reported more 
frequently than for adults; very common (≥1/10): somnolence, sedation, extrapyramidal dis-
order; common (≥1/100 to <1/10): dry mouth, increased appetite, orthostatic hypotension. 
Other adverse events from post-marketing surveillance include; allergic reaction (anaphylaxis 
& angio edema), hepatic failure, pancreatitis, priapism, pathological gambling, suicide, rhab-
domyolysis, hyperglycaemia, diabetes, dysphagia, convulsions, cardiac disorders including 
arrhythmias & sudden unexplained death, serotonin syndrome, VTE (including pulmonary  
embolism and deep vein thrombosis), hypertension, hepatitis, leukopenia and thrombocy-
topenia, drug withdrawal syndrome neonatal. Symptoms of dystonia may occur in suscep-
tible individuals during the first few days of treatment, with an elevated risk of acute dystonia  
observed in males and younger age groups. For other findings see SmPC.
Prolonged-release suspension for injection: Adverse drug reactions were reported dur-
ing clinical trials and/or post-marketing use. Frequency of adverse reactions reported during 
post-marketing use cannot be determined as they are derived from spontaneous reports: 
Common (≥1/100 to <1/10): weight increased, weight decreased, diabetes mellitus, agitation, 
anxiety, restlessness, insomnia, extrapyramidal disorder, akathisia, tremor, dyskinesia, seda-
tion, somnolence, dizziness, headache, dry mouth, musculoskeletal stiffness, erectile dys-
function, injection site pain, injection site induration, fatigue, blood creatinine phosphokinase 
increased.  Uncommon (≥1/1000 to <1/100): hypersensitivity, suicidal ideation, hallucination, 
tardive dyskinesia, oculogyric crisis, electrocardiogram abnormal, electrocardiogram T wave 
inversion, nephrolithiasis, hyperprolactinaemia, diplopia. Not known (cannot be estimated 
from available data): anaphylactic reaction, angioedema, diabetic hyperosmolar coma, diabetic 
ketoacidosis, completed suicide, suicide attempt, neuroleptic malignant syndrome, grand 
mal convulsion, serotonin syndrome, sudden unexplained death, cardiac arrest, Torsades de 
pointes, ventricular arrhythmias, QT prolongation, venous thromboembolism, aspiration pneu-
monia, pancreatitis, hepatic failure, jaundice, hepatitis, rhabdomyolysis, urinary retention, drug 
withdrawal syndrome neonatal, aggression.  Injection site pain (incidence 5.1%), has a median 
onset on day 2 after the injection and a median duration of 4 days. Injection site related reactions 
were slightly more frequent with deltoid compared to gluteal administration in an open label 
bioavailability study.  Leukopenia: Neutropenia has been reported in the clinical program with 
Abilify Maintena and typically starts around day 16 after first injection, and lasts a median of 
18 days.  Prescribers should consult the SmPC in relation to other adverse reactions.
OVERDOSAGE: Treatment should be symptomatic and supportive: adequate airway mainte-
nance, cardiovascular monitoring and close medical supervision. Activated charcoal reduces 
serum concentrations. Prolonged-release suspension for injection: Care must be taken to 
avoid inadvertent injection into a blood vessel.  
LEGAL CATEGORY: POM.
AUTHORISATION NUMBERS & BASIC NHS PRICE: 28 tablets; 5mg (EU/1/04/276/002) 
£96.04, 10mg (EU/1/04/276/007) £96.04, 15mg (EU/1/04/276/012) £96.04, 30mg 
(EU/1/04/276/017) £192.08. 28 orodispersible tablets; 10mg (EU/1/04/276/025) £96.04, 
15mg (EU/1/04/276/028) £96.04. 150mL bottle 1mg/ml oral solution: (EU/1/04/276/034) 
£102.90. Prolonged-release suspension for injection: Single pack vial of 400mg powder, 
2ml vial of solvent and syringes, (EU/1/13/882/002) £220.41.
MARKETING AUTHORISATION HOLDER: Otsuka Pharmaceutical Europe Ltd, Gallions – 
1st Floor, Wexham Springs, Framewood Road, Wexham SL3 6PJ
FURTHER INFORMATION FROM: Otsuka Pharmaceuticals (UK) Ltd. Tel: 0203 747 5300
DATE OF P.I. PREPARATION: July 2015. 

Adverse events should be reported. Reporting forms and information can be 
found at www.mhra.gov.uk/yellowcard

Adverse events should also be reported to Otsuka Pharmaceuticals (UK) Ltd by 
email to OPUKSafety@otsuka.co.uk


