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Table 1. Antibodies used in Western Blots.

g Conclusions
Artinody P13 Tous Symsptophsin PSOSS GFAP G5 INOS Apof  ibe1 pAeiin

Host  Mouss Mouse  Mouse  Rabbit Rabbit Rabbit Rabbit Mouse Rabbit Mouse
Torgee P A

» BU224 increases synaptic density in tau-P301S mice.

R Gorax
oeE @ Tau  Symsplophysi PSDSS GFAP  GS  INOS AOE 1Bt PeActin [ Cortex —— c - .
Sor202 Y A L
- = [~ Cortex —— ‘ - » BU224 reduces GFAP expression, indicating decreased
Molecular GFAP jgf e s 50 kDa vV B § & i i
v'v:ﬂ- [ 6 38 85 50 45 130 35 7 a2 s 510, 3‘° reactive astrocyte density.
a ——— 5 kDa APOE o e 35 kDa
B-ACHN gttt 42 kD2 -Actin e s e e 42 kD2 ; - P "
b H > BU224 treatment resulted in increased ApoE expression.
e wa
References Hippocampus » No significant changes were observed in motor or
iggsesm 1commvers\ax NewAlﬂzhsl‘r:)\er 's Drugs Oﬂ‘erHope—Eu; ata High Cost. Nature. — BV D b cognitive behaviour.
ep . doi: — i
Bousquet P, Hudson A, Garcia-Sevilla JA, Li JX. Imidazoline Receptor System: The Past, GFAP [l 50 kDa Hippocampus
the Present, and the Future. Pharmacol Rev. 2020 Jan;72(1):50-79. doi: G i 45 kDa vV B » No changes in p-tau pathology were detected following
10.1124/pr.118.016311. 35kba treatment or in microglia activation
Heneka et al., Neuroinflammation in Alzheimer’s disease. Nat Rev Immunol. 2025 B-Actin Nl s | 42 kDa BrActin Aot 42 kD2 8 -
May;25(5):321-352. doi: 10.1038/541577-024-01104-7.
Mirzaei N, Mota BC, Birch AM, Davis N, Romero-Molina C, Katsouri L, et al. Imidazoline >

These findings suggest BU224 exerts neuroprotective

ligand BU224 reverses cognitive deficits, reduces microgliosis and enhances synaptic . ; o
connectivity in a mouse model of Alzheimer's disease. Br J Pharmacol. 2021;178(3):654~ effects 1t of direct p-Tau ion.
71.doi:10.1111/bph.15312

Mota BC, Ashburner N, Abelleira-Hervas L, Liu L, Aleksynas R, Rovati LC, Caselli G, Sastre

M. 12-Imidazoline Ligand CRA056 Improves Memory, Increases ApoE Expression and Figure 5. (A-D) Show representative Western blots (WB). ‘v’ denotes Vehicle and ‘B’ denotes BU224. Also shown are graphs analysing the WB images. Acknowledgments
Reduces BBB Leakage in SxFAD Mice. Int ) Mol Sci. 2022 Jun 30;23(13):7320. doi: Bars represent the mean  SEM of the % relative to the Vehicle group. (A) Results for GFAP and GS (glutamine synthetase) in the cortex. (B) Results for

i . . . N : e
/argas D, LaFerla FM. The Role of Tau in Alzheimer’s Disease and GFAP and GS in the hippocampus. (C) Results for ApoE in the cortex. (D) Results for ApoE in the hippocampus. ns = Not significant; *p<0.05. We would like to thank Prof Michel Goedert (MRC Laboratory of
Related Disorders. NS Neurosci Ther. 2011;17(5):514-24. doi:10.1111/}.1755~

5949.2010.00177.x Molecular Biology, Cambridge) for providing the Tau-P301S mouse
Allen B, Ingram E, Takao M, Smith MJ Jakes R, Virdee K, et al. Abundant Tau Filaments and line used in this study. We would also like to thank the ARUK London
Expressing Human P3015 Tau Protein. network for supporting our attendance at this conference.

The Journal of 025340 51,




