AGOMELATINE AS A NOVEL THERAPEUTIC
OPTION IN THE TREATMENT OF APATHY
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Introduction | . o
Apathy over time after treatment with agomelatine (solid lines) or

Apathy is a disorder of motivation characterized by decline of melatonin {dotted lines)
goal-directed behaviour and flattened affect that lead to +
decreased interest in social, recreational, occupational and > T
creative pursuit. Apathy is the most common initial symptom 0 [
of frontotemporal dementia and Is present in the majority of 45

patients as the disease progresses. The emergence of apathy

has been related to frontal-subcortical dopaminergic system
dysfunction. In particular, in FTD apathy has been linked to 230 Group B
orbitofrontal abnormalities, extending from Brodmann area 10 -

to the right anterior cingulate cortex with involvement of right
caudate head/ventral striatum. No pharmacological therapy is
approved for the treatment of apathy, but based on its physio-
pathological basis, Increasing prefrontal dopaminergic paseline T1 v
Innervation could improve apathy symptomatology.
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Here we verified the effectiveness of Agomelatine, an (AES-C). Solid line represents therapy with Agomelatine; dotted
. . C line represents placebo. Circles represent data point for grou
antidepressant with MT1 and MT2 receptor agonism and P P P P group

. . . A; squares represent data points for group B.
5HT2C receptor antagonism actions, the latter leading to an d P P Jroup
Increase In prefrontal dopaminergic and noradrenergic tone, Iin
the treatment of apathy in a group of FTD subjects.

DiIscussion
MethOdS We assessed the effectiveness of Agomelatine In
. ik ik Inclusion Criteria the treatment of apathy in bvFTD. Treatment with
fdh . age between 80 and 63 Agomelatine was associated with a significative
0  less than one year of disease duration .
g “*“ ﬁw * no gtgir relevant medical, neurological or psychiatric co- |mprovement Of apathy, aS demOnStrated by the
) el ) @ st decrease of AES-C In the treatment arm. Patients
s . icnotmhggiaﬁwith Memantine but with no other psychoactive rece|V|ng MelatOnlne dld not EXthIt any
. eutontly ing wih heirprimary caregver significative change in their neuropsychiatric
:aa“;;fg%syy?'vj;%;; Senle, Ciician (A25.0) werdor symptoms, thus demonstrating that Agomelatine
= score of at least i ) )
Neuropsychiatric scales effectiveness relies on its SHT2C receptor
 Fronal Assesement Batery (PAG) antagonism, leading to Increased dopamine and
Neuropsychiatric End of the Group A and B End of the * Neuropsychiatric Inventory - - .
T e Sawet  wigthe  Apathy Evaluation Scale Clinician version (AES-C) norepinephrine release in prefrontal cortex.
ithet Agomelaine 50 AT * Frequency Intensity and Burden of Side Effects Ratings
g’d“zg‘.’p))o (FIBSER)

Agomelatine was well tolerated and all patients were able to complete

:gchitg:g., with no drop out for intolerance or appearance of adverse ~ Agomelatlne redUCES apathy |n

There was a significant interaction of treatment arm with AES-C scores

(F=10.7, p<0.001). Treatment with Agomelatine was associated with a FTD patlents

significant decrease in AES-C scores (p<0.005).

Treatment with Melatonin from baseline was not associated with a ~ Treatment W|th A Omelatlne |S
significant change in AES scores (p=0.451), while the switch from g

melatonin to Agomelatine was associated with a significant increase In

AES-C scores (group B: 44.9 7.4vs. 49.4 4.4, p=0.009) W6|| tOlerated

Results were not materially different when corrected for NPI-D scores.
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