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Day 1 through Day 14

Female Sprague Dawley rats were divided into two groups:
Semaglutide (N=9) or Vehicle (N=9) receiving treatment through
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of 14-day drug free washout period (Day 30) In awake female rats, 14 days of semaglutide reduced body weight
. Two-way mixed-model ANOVA (Drug x Scan), repeated-measures two-way ANOVA, and independent-samples t-tests / .

Voxel-based morphology (VBM), gustatory stimulus based BOLD fMRI, *P<0.05, ****p<0.0001 and suppressed the brain’s response to sucrose across reward

and resting-state functional connectivity (rsFC) were doneon a 7T circuitry, sensorimotor cortex, and cerebellum, suggesting a

Bruker Biospec 70/20 blunted response to an innately rewarding taste. Connectivity

0.1mL of sucrose was administrated through the bite bar at a 30% Voxel Based Morphometry around the midbrain dopaminergic nuclei was reorganized rather
than simply reduced, with VTA coupling increasing with the ventral

Whole Brain Amygdala Cerebellum Thalamus Medulla striatum and hypothalamus and decreasing with the dorsal
striatum and insular cortex.

concentration
Plasma samples collected on Day 14 (end of treatment) and Day 30
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Overall, these exploratory findings suggest semaglutide alters
ns reward processing in a partly reversible way, which may help
explain weight regain. Without a pair-fed control, drug effects
cannot be separated from reduced intake.
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Treatment x day interaction (F,, 300 = 1.506, p = 0.063), significance in treatment effect (F; 550) = 88.91, p <0.0001); Sidak comparison test Two-way mixed ANOVA with Sidak's multiple comparisons test; *P<0.05, ****p<0.0001 for awake imaging EEEEEE THE IMAGE OF DRUG DISCOVERY
showed reduced body weight (day 8 to 14); No significant between groups after washout period




