Dlmenstons of
Schizophrenia —
The role of cariprazine
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Continuing the discussions around the dimensions of schizophrenia as part of our
Schizophrenia Awareness Week series, in this article we are going to look at the
role of cariprazine in addressing the different dimensions of schizophrenia from
symptoms to stages.

Symptom dimensions
Cariprazine is a dopamine D3/D2 and serotonin 5SHT1A partial agonist and
serotonin 5SHT2A antagonist with preferential binding to the D3 receptors (1).
Due to this mechanism of action, cariprazine is able to address a wide range of
symptoms from positive to host111ty

Posmve symptoms

The efficacy of cariprazine in alleviating pos1t1ve symptom such as hallucinations
or delusions has been established in three short-term, double-blind, placebo-
controlled clinical trials involving patients with acute exacerbation of
sch1zophren1a (2-4). According to the individual as well as pooled results,
cariprazine was significantly better than placebo in treating symptoms of
schizophrenia as measured by the Positive and Negative Syndrome Scale (PANSS)
total and positive factor scores as seen in Figure 1 (5).

Figure 1. Mean change from baseline to week 6 in the PANSS factors (pooled ITT
population).
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*cariprazine is approved in the dose range of 1.5 mg — 6.0 mg.

R < 01 “**P < 0.001. Error bars = standard error of the LS mean. ES, effect size; ITT
intent-to-treat; LS, least squares; LSMD, LS mean difference; PANSS, positive and negative
syndrome scale. Figure from: Marder S, Fleischhacker WW, Earley W, Lu K, Zhong Y, Németh
G, et al Efficacy of cariprazine across symptom domains in patients with acute exacerbation
of schlzophrema Pooled analyses from 3 phase II/III studies. Eur Neuropsychopharmacol

2019;29:127-36.

Negative symptoms

As a core feature of schizophrenia, addressing negative symptoms is an important
clinical goal for physicians (6). It is often described by the so-called 5As
(anhedonia, asociality, amotivation, alogia and apathy) (6). Throughout the clinical
development programme, cariprazine was found to be superior in treating this
symptom dimension in patients with predominant negative symptoms compared
to an active comparator, risperidone in a double-blind, randomized comparative
trial (7). In Latvia, the results of this trial were repeated in a 16-week, open-label,
flexible-dose observational study, indicating that indeed, cariprazine is a viable
treatment option for patient suffering from the negative symptom dimension (8).

Cognitive symptoms

It is a well-known fact that cognitive symptoms play a major role in determining
the quality of life and everyday functioning of patients (9), thus showing
effectiveness in cognitive impairment associated with schizophrenia is key in
ach1ev1pg recovery. If looklnj back at Flgure 1, it is clear that cariprazine was
31gn1ﬁcantly better than placebo in addressing the PANSS disorganized th1nk1ng
factor scores according to the pooled results of the short-term clinical trials

(5). Furthermore, in a recent publication by Professor McIntyre and colleagues,
cariprazine’s efficacy in cognitive symptoms was evaluated post-hoc as measured
by the Cognitive Drug Research (CDR) system attention battery. The authors
concluded that greater improvement in cognitive symptoms was seen with
cariprazine 3 mg/day than with placebo and thus cariprazine might have a
potential in treating the cognitive dimension (10).

Mood symptoms

Mood symptoms such as depression or anxiety are not uncommon in
schizophrenia. Again, pooled results of clinical trials signalized significant
difference between cariprazine and placebo on the PANSS anxiety/depression
factor scores (5). This is supported by a pre-clinical study as well where
cariprazine significantly decreased chronic unpredictable stress-induced
anhedonic-like behavior in wild-type mice (11).

Hostility

Hostile behaviour might be present in some schizophrenia patients, espec:lally
during psychotlc episodes. In comparison with placebo, cariprazine was able to
achieve significant improvement on the PANSS hostility item according to the
results of the pooled data from 3 randomized controlled trials (12). Importantly,
this effect increased with greater levels of baseline hostility (12).

Stages |
Schlzophrema can also be viewed as a ptogresswe disorder with distinct stages
such as prodrome, first ep1sode, remission and relapse and finally, chronic
psychosis, as described in the white paper (13). In a post-hoc analysis by Falkai
and colleagues, the effectiveness and safety of cariprazine was analysed in early
(suffering from schizophrenia for less than 5 years) and late-stage (more than 15
years with schizophrenia) patients (14). In both patient groups, cariprazine was
found to be statistically significantly better than placebo from baseline to week 6
in the PANSS total score (14). In terms of safety, early stage patients experienced
similar amount of side effects as patients in the late stage (14). The results
confirmed that patients from different stages can all benefit from cariprazine.
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