149 Effects of Three Pharmacologically Distinct Monoamine Reuptake Inhibitors on
Two Measures of Compulsive Behaviour: Implications for Triple ReuptakeInhibitors
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INTRODUCTION RESULTS: SCHEDULE INDUCED POLYDIPSIA
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inhibitor)—on compulsive action measured using SIP and
5-CSRTT paradigms. The effect of these treatments on
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5CSRT task: Male Long-Evans rats were trained to nose-poke Day

impulsive action was also assessed in the 5-CSRTT.
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SIP task: Male Wistar rats were trained on a fixed-interval 60-s
food reinforcement schedule with concurrent access to water,
and both food and water intake were recorded during 1-hour 10
daily sessions. Once drinking stabilized, animals underwent

AT G T B 0 SRR e G o (CERI G these classifications over time. C: Effect of Citalopram (CIT), Atomoxetine (ATX), and grouped into high and low tertile groups (N=10 rats per tertile) based on water intake post
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(0.755 SD, 55 ITI, 100 trials), on test days the rats were tested assessed across all animals as well as within high- and low-drinking subgroups. mean * SEM. Statistical significance was set at p <0.05.
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repeated drug testing under the same conditions, measuring

their response control. Compulsive action was measured by RESULTS: 5-CHOICE SERIAL REAC

responses (PSV C/I) and impulsive action was measured by Citalopram (All; N=59) Citalopram (All; N=59) Atomoxetine (All; N=60) Atomoxetine (All; N=60)
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perseverative nose-pokes (PSV) following a correct & incorrect
premature responses (PREM) made prior to stimulus
presentation. 60 80 #

Drug testing used a repeated-measures design so analysed by
Repeated Measure ANOVA. Animals were also sub-grouped
into low- and high-compulsive phenotypes based on the
lowest and highest tertile or quartile of PSV responding
(5-CSRTT) or water intake (SIP). Citalopram (1-10 mg/kg IP),
Bupropion (5-20 mg/kg IP) and Atomoxetine (0.1-2 mg/kg IP)
were each administrated 30 min pretest.

CONCLUSIONS -

CIT, a first-line treatment for OCD, reliably reduced both
measures of compulsive-like behavior in the SIP and 5-CSRTT 0 0 0 o
paradigms while also decreasing impulsive behaviors at 5sM Vveh 1 3 6 ssIT Veh 1 3 6 sl Veh 01 05 1 5siT Veh 01 05 1
comparable doses. These findings were particularly evident in . .
the high i i b-groups and are i Citalopram (N=14, 25%) Citalopram (N=14, 25%) Atomoxetine (N=15, 25%) Atomoxetine (N=15, 25%)
with the established clinical efficacy of CIT (and other SSRIs) 55
in OCD. Therefore, 5-HT via citalopram may be affecting

different sets of SHT receptors or perhaps of the same type
but in different neural locations.
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ATX, a clinically approved treatment for ADHD had relatively
minor effects on compulsive-like behaviors measured in the 5-
CSRIT and SIP tasks, at doses that reliably reduced
premature responding in the 5-CSRTT. A general lack of effect
of ATX on PSV responses in the 5-CSRTT were noted under
both standard task conditions (data not shown) and a 10s ITI
schedule. This suggests a degree of task-specific or domain-
selective efficacy, with a more pronounced impact of ATX on
impulsive action relative to compulsive action, and that in
compulsive action it might work through its effect on engage
stress/limbic noradrenergic systems that drive SIP.
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The effect of CIT on PREM responses and PSVs after correct and incorrect (PSV C/I) The effect of ATX on PREM responses and PSVs after correct and incorrect (PSV C/I)
responses in total animals (N=59) as well as in high and low sub-groups (N=14 rats per responses in total animals (N=60) as well as in high and low sub-groups (N=15 rats per

quartile). Data presented as mean £ SEM. *P < 0.05 vs vehicle (Veh); #P < 0.05 vs 5sITl as a quartile). Data presented as mean + SEM. *P < 0.05 vs vehicle (Veh); #P <0.05 vs 5siTl as a
control baseline (standard 5-CSRTT prior to long ITl challenge). control baseline (standard 5-CSRTT prior to long ITl challenge).

BUP increased impulsive action, consistent with its DA-ergic
property, the largely opposing roles of NA and 5HT systems.
Effects on compulsive-like behavior were assay- and
phenotype-dependent. In the SIP model, the lowest dose of
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