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Introduction Lorcaserin: DIO model Lorcaserin: Zucker model

The publication of multiple clinical reports detailing the clinical effects of the recently approved 5-HT, agonist lorcaserin

(LOR) in obese patients, provides opportunity to back-translate to preclinical obesity models. We have investigated the effect Male Sprague-Dawley rats (approximate age 5 months) were placed on a high fat diet (Research diet D12492; 5.24 kcal/g) Male Zucker rats (approximate age 7 months) were randomly allocated into 2 groups, one designated vehicle control (N=6

of LOR administered twice daily for 28 days in two rat obesity models, (1) the diet induced obesity (DIO) model, and (2) the for 3 months prior to sf[u_dy. DIO rats were then r_andomly aIIoc_ated Into 3 groups (\_/EH: N=10; LOR (1): N=8; LOR (_2): N=8). rats), the_other lorcaserin (L_OR 3 mg/kg SC; N:_6). Following a 3 day baseline per_lod, the rats were treated 2x daily for 28

Zucker rat model. In each study the model was first characterized based on body weight and composition using non-invasive Treatments were administered SC, 2x daily. Daily food/water intake, and body weight was recorded. At the completion of the days. Daily food and water intake, and body weight was recorded. At the completion of the 28 treatment phase, blood was
28 day treatment phase, blood was collected to determine plasma lipid content. QMR imaging was conducted pre- and post- collected to determine plasma lipid content. No QMR studies were conducted in these rats.

Quantitative Magnetic Resonance (QMR) technology and plasma lipid profile, relative to controls, before drug treatment
began. Primary efficacy endpoints were change in body weight, body fat composition (DIO study only), and plasma lipid
profile. Secondary efficacy measures of food and water intake were also recorded. At the completion of the treatment phase

treatment. Lorcaserin doses were based on previously published work (Higgins et al, 2012; 2013).

A. Efficacy phase

in the DIO study, the effect of 28 day LOR treatment on cardiac function was assessed using echocardiography. A. Efficacy phase
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