The Impact of Acute Trazodone
Administration on Sleep in Mice
Implications for Alzheimer’s
Disease Therapy
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BACKGROUND:

Alzheimer's Disease (AD) patients often
experience sleep disruptions, in addition to
behavioural and cognitive deficits.
Trazodone, an antidepressant drug with
sleep-promoting properties, is currently
being evaluated as a potential therapy for
restoring beneficial sleep in Alzheimer’s
disease.

Yet, few studies have investigated how the
impacts of trazodone on sleep benefit
cognitive function and neuropathological
characteristics of AD.

Aim 1: Establish the translational method to
administer trazodone reliably in mice.

Aim 2: Assess the effects of acute
trazodone administration on sleep in mice.

METHODS
Subject : C57BL/6 (wild-type) mice (n = 24)

1.

|dentify the type and amount of highly
palatable food to mix with trazodone to
facilitate self-administration of the drug.
Assess the effects of trazodone on sleep,
using electroencephalogram (EEG)
recordings.

RESULTS

Animals can be trained to ingest the drug
mixed with strawberry yogurt-based treat
consistently within 5 min immediately
before the resting phase of the day.
Trazodone dose-dependently increases
non-rapid eye movement (NREM) sleep at
the expense of rapid eye movement
(REM) sleep, accompanied by an increase
in slow wave power.

Trazodone dose-dependently increases non-rapid

eye movement (NREM) sleep and slow wave power.
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15 min before the start of the
resting phase (ZTO0):

Feed trazodone mixed with
strawberry yogurt treat in an
empty feeding cage.
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At the beginning of the
active phase (ZT12) :

Feed restricted amount
of normal food pellets.
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Throughout the day:

Record electroencephalogram (EEG) to
assess the changes in sleep architecture
after administering different doses of
trazodone.

Created with BioRender.com

Figure 2
(A) (B)

Effects of trazodone on time spent in each state during the resting phase
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: . (A) One-way ANOVA revealed a significant effect of
S ' — trazodone dose on NREM sleep length F(2, 12) =
: 13.82, p < 0.001, and REM sleep length F(2, 12) =
19.21, p < 0.001. Tukey’s HSD was used for the
" post-hoc comparisons.
<0.001 ***
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(B) Representative power spectra during REM
- - . - - . - - . sleep after a single self-administration of 60mg/kg
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DISCUSSION

- Trazodone can be administered through
voluntary oral ingestion in mice

- Trazodone increases NREM sleep, but at
the expense of REM sleep.

FUTURE RESEARCH

- Administer trazodone in mouse models
of AD to examine its effects on sleep,
memory performance, and pathological
characteristics associated with AD.
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