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Cariprazine
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Cariprazine is a new atypical antipsychotic
medication with a similar side effect profile to
aripiprazole and brexpiprazole. It has a low risk
of weight gain and sedation, but akathisia can

be troublesome. Cariprazine is effective in the
treatment of schizophrenia and may be particularly
beneficial for the negative symptoms of this
disorder. It can also be useful in people with
partial adherence because of its long half-life.

n Australia, schizophrenia and related disorders affect 0.3%

of the population and are associated with functional disability,

physical morbidity and increased mortality.! GPs have a key
role in the treatment of patients with schizophrenia, particularly
in managing physical health and monitoring and managing
mental state. Antipsychotic medication, although a cornerstone
of treatment for schizophrenia, can cause serious adverse effects
which need to be monitored and managed. In addition, psycho-
social interventions are crucial for the goal of recovery from
illness.?
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Although the underlying pathophysiology of schizophrenia
and related disorders is not fully understood, all effective
antipsychotic drugs block dopamine D, receptors in midbrain
structures and thus regulate dopamine neurotransmission.*
Older or ‘typical’ antipsychotic medications are prone to
cause extrapyramidal side effects, such as dystonia, akathisia,
pseudoparkinsonism and tardive dyskinesia. Newer or ‘atypical’
antipsychotics are characterised by lower propensity for extra-
pyramidal side effects but are associated with increased metabolic
effects and physical consequences.’

The so-called ‘third generation’ of antipsychotic medications
are the partial dopamine agonists (PDAs), the first of which
were aripiprazole and brexpiprazole. These agents block dopa-
mine D, receptors in high ambient dopamine states but become
dopamine promoters when dopamine levels are low. PDAs
possess antipsychotic efficacy through midbrain dopamine
blockade but may also benefit the negative symptoms of
schizophrenia, possibly because they compensate for dopa-
mine deficiency in the forebrain. PDAs have a favourable
tolerability profile, with alow risk of weight gain, sedation and
hyperprolactinaemia.*

A third PDA, cariprazine, has now become available in
Australia. It was listed on the PBS for the treatment of schizo-
phrenia in September 2021. This article describes the features
of cariprazine and its potential role in the treatment of patients
with schizophrenia.

What are the properties of cariprazine?

Cariprazine is a high-affinity partial agonist at dopamine D,
and particularly D, receptors, which may be an advantage for
negative symptoms. It is also a partial agonist at serotonin
5HT,,and 5HT,, receptors, which predicts low extrapyramidal
side effects. Cariprazine haslower D, affinity than aripiprazole,
which predicts less activation (hyperactivity of thought and
behaviour), insomnia and nausea; however, lower 5HT,, affinity
confers a greater risk of akathisia. Cariprazine has very low
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DRUG UPDATE continued

TABLE. ADVERSE EFFECTS OF CARIPRAZINE

Adverse effect Frequency® Other measures*
Akathisia 14.6% NNH 15
Extrapyramidal symptoms 7.0% NNH 11

Nausea 6.9% NNH 20

Weight gain 5.1% NNH 34

Insomnia 14.0% Similar to placebo
Sedation 3.7% Risk ratio 1.12

Prolactin elevation

QTc prolongation Low

Anticholinergic effects (dry mouth,
blurred vision, constipation, urinary
difficulties, tachycardia)

Abbreviation: NNH = number needed to harm.

affinity for histamine H, and alpha-1
adrenergic receptors, which predicts a
low propensity for weight gain, sedation
and postural hypotension. As caripra-
zine has no anticholinergic muscarinic
effects, it is unlikely to cause dry mouth
or constipation.

Cariprazine is rapidly absorbed from
the gastrointestinal tract, is unaffected
by food and achieves a peak plasma level
in four to eight hours with high bioavail-
ability. The half-life of cariprazine and
its two active metabolites is seven to eight
days, considerably longer than that of
other antipsychotic compounds. It may
take four to eight weeks to reach steady
state, although 90% of the steady state
level is reached in three weeks.’

Cariprazine and its metabolites are
primarily metabolised in the liver by
cytochrome P450 3A4 (CYP3A4). Inhib-
itors of CYP3A4 such as ketoconazole
and grapefruit juice increase blood levels
of cariprazine, and inducers of CYP3A4
such as carbamazepine, modafinil and
St John’s wort are expected to reduce
blood levels. Age, sex, race, smoking
status and renal impairment do not affect
cariprazine pharmacokinetics, and
hepatic impairment increases concen-
trations only modestly. Cariprazine is a

56 MedicineToday

Low (may lower prolactin)

Very low to nil

P-glycoprotein inhibitor and may lower
digoxin levels. It has no effect on oral
contraceptive efficacy.’

What is the evidence?
Cariprazine was found to be an effective
antipsychotic in patients with acute
schizophrenia in both short- and longer-
term placebo-controlled studies. In short-
term studies of patients with acute
psychosis, cariprazine was superior to
placebo and equivalent to aripiprazole
but was marginally outperformed by ris-
peridone.®® Longer-term (18-month)
studies showed that stable patients with
schizophrenia were less likely to relapse
when taking cariprazine compared with
a placebo, had a longer time to relapse
and were more likely to have preserved
function.’

The effect of cariprazine on negative
symptoms of schizophrenia was examined
in a 26-week head-to-head study with
risperidone, which showed a clinically
small but statistically significant advan-
tage for cariprazine on negative symptoms
after 10 to 14 weeks.” No head-to-head
trials have compared negative symptoms
with cariprazine versus other PDAs,
amisulpride or clozapine (the latter is the
treatment of choice for patients with

JUNE 2022, VOLUME 23, NUMBER 6
Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2022. https://medicinetoday.com.au/mt/june-2022

prominent negative syndrome of schizo-
phrenia). It is possible that cariprazine will
have a role in augmenting clozapine treat-
ment of negative syndrome.

Although cariprazine is not PBS
approved for bipolar disorder, it was shown
to be effective in patients with mania,
mixed states and bipolar depression.'>!?

What are the adverse effects

of cariprazine?

The adverse effects of cariprazine are
shown in the Table.*® As predicted,
cariprazine has a low propensity for
weight gain, causes little sedation and
can lower the prolactin level. The risks of
extrapyramidal symptoms and QTc
prolongation are low. Like other PDAs,
cariprazine can cause akathisia, insomnia
and gastrointestinal disturbance. The
risks of neuroleptic malignant syndrome
and tardive dyskinesia are very low but
important to keep in mind.

Compared with aripiprazole, caripra-
zine is less prone to cause activation,
insomnia, nausea, sedation and weight
gain. However, cariprazine has a higher
risk of causing akathisia and pseudo-
parkinsonism than aripiprazole and
brexpiprazole, The frequency of akathisia
in pivotal studies was 9 to 14%, with a
number needed to harm (NNH) of 15.*

How is cariprazine prescribed?
Cariprazine is available at doses of 1.5mg,
3mg, 4.5mg and 6mg in hard gelatine
capsules. Most patients require a dose
of 3 to 6mg (average 4.5mg) for the
treatment of schizophrenia. The maxi-
mum recommended dose according to
the product information is 6 mg daily,
although safety data are available to 9mg.
There are no safety data for pregnancy
or breastfeeding.

Cariprazine is usually prescribed once
daily in the morning to avoid insomnia.
It is usual to start treatment at a dose of
1.5mg and to increase the dose slowly. If
there is no clinical urgency, the dose can
beincreased in increments of 1.5 mg every
two weeks to minimise emergent adverse



effects. In patients with acute psychosis,
the dose can be increased as often as every
two to three days, although adverse effects
may become evident over the following
three to four weeks.

Although cariprazine should be taken
daily, the long half-life means that clinical
efficacy may be retained when it is taken
only two or three times weekly. Similarly,
when cariprazine is ceased, the average
time to relapse can be long (up to nine
months for 50% of patients to relapse).’
The lengthy half-life should be kept in
mind when stopping or switching
cariprazine.

GPs can prescribe cariprazine and
monitor its use, although many clinical
situations warrant specialist input.

Conclusion

Cariprazine is an important new option
for the treatment of schizophrenia. Its
inclusion on the PBS widens the ‘metabol-
ically friendly’ compounds available to
treat schizophrenia in Australia. Caripra-
zine has along half-life and partial agonism
at dopamine D, and Dj; receptors. It is
generally well tolerated and carries a low
risk of weight gain, insomnia, sedation,
nausea, elevation of prolactin or QTc
prolongation. Compared with aripiprazole
and brexpiprazole, it may cause more
akathisia and extrapyramidal symptoms.
Cariprazine may be considered in patients
with prominent negative syndrome or
erratic oral adherence. M
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This article is for general information purposes
only, and the full product information should be
consulted before prescribing any of the mentioned
medications.
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