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INTRODUCTION RESULTS

« Approximately 50 million people worldwide are diagnosed with

Alzheimer's disease (AD).
 Neuroinflammation is a key player of neurodegenerative

diseases, namely AD. Figure 1
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OBJ ECTlVES Figure 1. Graphical representation of A) brain, B) plasma and C) lung concentrations (ng/mL) of
iIrbesartan up until 8h post-dosing. Values are the mean £ SEM (n=4 per time-point). Statistics:
« Evalutate the pharmacokinetic profile of irbesartan (IRB) after Two-way ANOVA followed by Sidak’s multiple comparison test: *p < 0.05, ** p < 0.01, ™ p <
intranasal (IN) or intravenous (IV) administration; 0.001 and **** p < 0.0001.

« Evaluate the direct passage of IRB to the brain;
« Evaluate the efficacy of IRB in a LPS-mice model of
neuroinflammaton.

MATERIALS & METHODS Figure 2
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o Figure 2. Descrimination index of the animals in the NORT. Values were
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CD-1 7_8-week-old C57/BL6E 24/experimental group. Statistics: Ordinary one-way ANOVA followed by
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Figure 3. Graphical representation of A) pi3k mRNA levels, B) p-GSK3[( protein, C) mTOR
MRNA levels, D) CrebT mRNA, E) SOD2 protein levels, F) Gpx7 mRNA levels after treatment

B~ with irbesartan, Values are the mean £+ SEM of eight independent experiments expressed
— @ relatively to LPS non-treated mice. Statistics: Ordinary one-way ANOVA followed by Fisher’s
A I LSD test. p 0.05 was considered significant: *p < 0.05, ** p < 0.01, *** p < 0.0001.
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(WinNonlin®) Figure 4. Representative image of the dendritic spines obtained with the help of a confocal
microscope for each experimental group (Golgi stain). Differences on the number of dendritic
spines in 30 um sections of the pyramidal neurons of the prefrontal cortex (n = 6/experimental

CONCLUSlONS group) were found between the treatment group and the LPS group.
* Intranasal administration increases brain concentrations of
iIrbesartan. Figure 5
« PI3K/AKT plays an important role in the mechanism of action of CTR LPS IRB + LPS s
rbesartan. 2 ol
* |rbesartan was able to revert the cognitive decline induced by -
PS.
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Figure 5. Representative images of GFAP-labeling (red) in the dentate gyrus and CA1 region of
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