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Exenatide is an incretin mimetic approved for adjunctive therapy in patients with type 2 diabetes. In addition to
improving glycemic control, exenatide also produces long-term weight reduction in humans and preclinical models.
As decreased food infake has been found to contribute to the observed reduction in body weight in preclinical
models, the current experiment examined dark-cycle feeding patterns in two different strains of rafs treated with
exenatide. Male Sprague-Dawley (SPD) rafs (mean body weight = 458 g) and Levin (inbred) dietinduced obese
(DIO) rats (mean body weight = 554 g), both consuming a diet consisting of 32% fat keal, received a single
intraperitoneal injection of exenatide (5 pg/kg) or vehicle, for 3 consecutive nights, at the onset of the dark cycle.
Meal size, latency to eat, meal duration, inter-meal interval (IMI) and satiety ratio (IMI/meal size) were measured

for the first meal each night. The total number of dark-cycle meals was also assessed each night. Feeding pattern
analysis (with Treatment, Strain and Night as independent variables) revealed a main effect of Treatment for
meal size, demonsirating a decrease in food intake in exenatide versus control treated rats (P <0.05). A Strain
X Treatment interaction (P <0.05) for meal size revealed a greater magnitude of effect of exenatide in Levin
DIO compared to SPD rats. There was also a main effect of Treatment, and Strain X Treatment interaction, for
latency fo eat (P <0.05). Latency to eat specifically increased with exenatide treatment in SPD rats (P <0.05),
but not Levin DIO rats. There were no significant effects observed for meal duration or the IMI. A main effect of
Treatment for the satiety ratio revealed a greater level of satiety in exenatide treated rats, regardless of strain
[P <0.05). Lastly, there was no effect of Treatment on meal number; however, a Strain X Treatment interaction
(P <0.05) revealed decreased meal number with exenatide treatment in SPD rats (P <0.05), and a trend towards
an increase in Levin DIO rats (P = 0.05). In summary, decreased meal size and an increased satiety ratio during
treatment with exenatide was consistently observed in both strains of rats. These data suggest that exenatide
regulates food intake through mechanisms involved in satiety.
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Figure 1. Exenctide detreased dark-cycle feeding in both SPD and DIO rots
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Figure 2. Exenaotide produced a durable effect to decrease meal size in both
S5PD and DIO rats

Figurs 3. Exenatide reduced latency to feed in SPD but not DIO rats
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Figure 4, Exenatide had no effect on meal duration in 5PD or DIO rats

Figura 5. Exenctide hod no effect on inter-meal interval in SPD or DIO rats

Figure 6. Exenatide increased the satiety ratio (inter-meal interval/meal size) in
both SPD and DIO rots
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Figura 7. Numbaer of dork~ycle meals wos detreased in S5PD rofs, and increased
in IO rots, following exenatide freatmant
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Figure 8. Exenatide decrsased body weight in both SPD and DI rats
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