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F17464(N-(3-{4-[4-(8-Ox0-8H-[1,3]-dioxolo-[4,5-g]-
chromen-7-yl)-butyl]-piperazin-1-yl}phenyl)-meth-
anesulfonamide, hydrochloride) is a new potential
antipsychotic with a unique profile: it is a > 50 fold
D3 over D2 receptor preferential antagonist and
a 5-HT1la receptor partial agonist. The efficacy of
F17464 has been demonstrated in patients with an
acute exacerbation of schizophrenia, within a phase
2 study, with a favourable safety profile (Blier et
al, 2019) and selective D3 receptor occupancy has
been demonstrated in a human PET imaging study
(Slifstein et al., 2020). In animal models, F17464 re-
versed psychotomimetic-induced hyperactivity mim-
icking positive symptoms of schizophrenia, improved
social deficits, and cognition (Sokoloff and Le Foll,
2017). Previously reported F17464 behavioral work
been expanded here (see below) to show target en-
gagement, neurochemical properties, the effect on
NMDA - glutamatergic alterations and the effects in
a rodent model for autism (Cosi et al., 2021). F17464
exhibits high affinity for the human dopamine recep-
tor subtype 3 (hD3) (Ki = 0.17 nM) and the serotonin
receptor subtype 1a (5-HT1a) (Ki = 0.16 nM) and a
> 50 fold lower affinity for the human dopamine re-
ceptor subtype 2 short and long form (hD2s/1) (Ki =
8.9 and 12.1 nM, respectively). [14C] F17464 dynam-
ic studies show a slower dissociation rate from hD3
receptor (t1/2 = 110 min) than from hD2s receptor
(t1/2 = 1.4 min) and functional studies demonstrate
that F17464 is a D3 receptor antagonist, 5-HT1a re-
ceptor partial agonist. In human dopaminergic neu-
rons F17464 blocks ketamine induced morphologi-
cal changes, an effect D3 receptor mediated. In vivo
F17464 target engagement of both D2 and 5-HT1a
receptors is demonstrated in displacement studies

in the mouse brain. F17464 increases dopamine re-
lease in the rat prefrontal cortex and mouse lateral
forebrain - dorsal striatum and reduces the effect of
MK801 on % c-fos mRNA medium expressing neu-
rons in cortical and subcortical regions. F17464 also
rescues valproate induced impairment in social inter-
action, a rat model of autism. All the neurochemistry
and behavioural effects of F17464 are observed in
the dose range 0.32—- 2.5 mg/kg i.p. in both rats and
mice. The in vitro - in vivo pharmacology profile of
F17464 in preclinical models is discussed in support
of a therapeutic use of the compound in schizophre-
nia and autism.
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