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Effect of Age on Brain Function

85 @ESTIIITD oI @0 00 @0 e o °

80 o % ¢ )0 © CIDOOCD OO 0@ O O 00 00 om

75 DONDCDONID CINDO GNP O 0000 CImDOOM® 0 0@ OO °
a 70 00 CEEEEEEEEEEED GEEEED GRS 60 N0 00 GME0 SMeN® 00 © ©
8 65 0 ap 0 PO OCDCDIT0 WEDED 0 CHDCDEC—DCD OO O (3 SDoD
o 60 0 @ 0 6 M=) CEIEDAREITI NN ICE ) 0D (S0 O CREO0
8) 55 O O 0 O COU0OE—T 00 Ot e I D
< 50 e 0 90 e ¢ EEDGNDAED EDGIDGID G GENED RN 000

45 o o0 0000 O MOOOCIID © CHOD COOC OCIIIDC X X DC=0

40 ) 0 COCDO0MD OGD D ¢ D€ = = = e

35 ° ° -] @ 0000 0 M CEETOIEITT— @

Low High

Cognitive performance

World Congres®n Preventionof Diabetes &its
Complications
July 15-18, 2018

Edlmburgh Trendsin CognitiveSciencedb, 292, 2012




>

rumber of neuronaiociumn

Number of cortical neurons does not decrease with age

# Neurona/ mim column frontal cortax

r= -0 058, p =0.7838
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| Neuropathol Exp Neurol » Volume 67, Number 12, December 2008

rrumbaer of neuronaieolumn

# Neurona/1 mm column of tamporal corfax

r=-0024, p=0927
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Synaptic Plasticity Decreases with Age
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Hallmarksof ageing

LopezQOtinet al. 2013



FOCUS ON LIPID RAFT SIGNALING:
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FOCUS ON CHOLESTERMCOLIPID EQUILIBRIUM

RESCUE
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TM proteins Glycosphingolipids
Choleterol
a;[¢eLt[9 trel 2!  {Q MULTIPLE PATHWAY
DEFECTS IMPROVED AFFECTED
RESCUE OF STRONG PHENOTY]|

PHENOTYPE

CHOLESTEROL CONTENT PERTURBATION WOULD INDUCE NEGATIVE CONSEQUENCES
AT MULTIPLE LEVELS (therefore a potential “master” effector of dysfunction)
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How are cholesterollevelsin the brain of the old
mouse”?
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CYP46A1 IS RESPONSIBLE FOR THE EXCRETION OF OXIDISED BR/
CHOLESTEROL TO THE CIRCULATION
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luliano et al. Steroids 45 ptB) 2015.Cholesterometabolitesexportedfrom humanbrain
DO - 10.1016/j.steroids.2015.01.026
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PROTEIN: wild type mice

Cyp46A1

1 month-old mice

20 month-old mice
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