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APP Mutations
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APP Mutations
Alzheimer’s disease




Amyloid Plaque Formation in Alzheimer’s disease



Presenilin-1 (PSEN1) and 2 (PSEN2) Mutations
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Presenilin-1 (PSEN1) Mutations in Alzheimer’s disease
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MAPT Mutations
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Vacuna EuroEspes EB-101

Raton APP/PS1
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Vacuna EuroEspes EB-101

Therapeutic Vaccination
10-18 months




Vacuna EuroEspes EB-101
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Vacuna EuroEspes EB-101

Vacunacion Preventiva

Placas de B-amiloide

mas




Vacuna EuroEspes EB-101

Vacunacion Preventiva
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Vacuna EuroEspes EB-101

Vacunacion Preventiva

GFAP - astroglia
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Vacuna EuroEspes EB-101
Vacunacion Preventiva

Relacion entre biomarcadores




Vacuna EuroEspes EB-101

Vacunacion Terapéutica
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Vacuna EuroEspes EB-101

Vacunacion Terapéutica

Ovillos neurofibrilares




Vacuna EuroEspes EB-101
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Vacuna EuroEspes EB-101

Vacunacion Preventiva+Terapéutica

Reduccion de Proceso Amiloidogénico
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Drug Action
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Influence of APOE genotypes on Alzheimer’s disease-related phenotypes
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APOE Genotype Distribution

APOQE Distribution in Hypertension, Diabetes and Dementia
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Cacabelos et al., EuroEspes Biomedical Research Center, 2000

Cacabelos, Psychogeriatrics (2000)



APOE Genotypes in CNS Disorders
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ANX: p<0.001 vs AD, VD
DEP: p<0.001 vs AD, VD
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AD: p<0.03 vs MIG; p<0.001 vs VE; p<0.03vs P
MIG: p<0.002 vs VD
VD: p<0.001 vs VE; p<0.008 vs PTBS
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C: 315
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DEP: 419
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AD: 231
PAR: 73
ADHD: 42
MIG: 217
EPI: 71
VD: 198
VE: 380
MS: 21
CVI: 138
BT: 11
CNN: 25
MR: 115
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|
0%

C |ANX DEP PSY STR PAR ADHDMIG EPI | VD VE |MS CVI| BT CNN MR PTBS
APOE-4/4 1,59 1,4 0,96 0,62 0 6,06 2,74 0| 1,84 0| 6,57 2,64 0 217 o, 0 | 0,87 1,69
APOE-3/4/18,41/15,09 /15,27 20,37/17,91 30,3 /17,81/14,29/22,13 23,94/35,85/18,68(14,29/15,94| 9,09 24 24,35 16,96
APOE-3/3/71,11|74,74/74,22/63,58|74,6354,55/65,75/76,19/66,82| 66,2 48,99 70,79 61,9 73,19/81,82 68 |64,34| 67,8
APOE-2/4| 1,27| 1,05 1,67 1,23| 2,98 1,3| 1,37 0 1,84 0 1,52 1,58 0 0,73/ 9,09 0 1,74 0
APOE-2/3| 7,3| 7,72| 7,64 /13,58 4,48 7,79/12,33 9,52 6,91 9,86 7,07 6,05 23,81 7,97 0 8 8,7 /11,86
APOE-2/2| 0,32 0| 0,24 0,62 0 0 0 0| 0,46 0 0 0,26 0 0 0o, 0 0 1,89

Cacabelos et al (2010)
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APOE-Related Brain Optical Topography Changes
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APOE-Related DTO-Hb Species

APOE-3/
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(2)p<0.02 SDHb-2/3 vs SDHb-4/4  (10)p<0.05 BOHb-3/3 vs SOHb-3/3
(3)p<0.03 BTHb-2/3vs BTHb-4/4  (11)p<0.007 SOHb-3/3 vs SOHb-4/4
A (4)p<0.03 STHb-2/3 vs STHb-4/4  (12)p<0.02 BDHb-3/4 vs BDHb-4/4
(5)p<0.05 BOHb-2/3 vs BOHb-3/3  (13)p<0.02 STHb-3/4 vs STHb-4/4

(6)p<0.03 SOHb-2/3 vs SOHb-4/4  (14)p<0.01 SOHb-3/4 vs SOHb-4/4
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(8)p<0.03 BTHb-3/3 vs STHb-3/3

APOE-2/2 APOE-2/3 APOE-2/4 APOE-3/3 APOE-3/4 APOE-4/4



uondwnsuo) uigojSowaH 10Qq |ed1340)
pajejay-adAlouan 30dV

Recovery

c
lw
e
)
-
€
ﬁ
(Vs

ﬁ Aydei3odo] uieig |edo13dQ w




R. Cacabelos, Expert Rev Mol Diag (2009)






CYP2D6-Related Therapeutic Response in Alzheimer's Disease

Cognitive Performance in Extensive (EM), Intermediate (IM),
Poor (PM) and Ultra-rapid Metabolizers (UM)

MMSE Score mSD
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EM-0 EM-1 EM-3 EM-6 EM-9EM-12 IM-0 | IM-1 | IM-3 | IM-6 | IM-9 |IM-12|PM-0/PM-1/PM-3 PM-6 PM-9PM-12UM-0 UM-1 UM-3 UM-6 UM-9 UM-12
SD| 9,02| 7,46 6,99 5,17 8,09 5,81 6,28 | 5,58 6,2 | 6,48 6,39 | 5,07 6,72| 6,52| 6,11| 5,39| 5,52| 5,86 6,76 5,67 4,62 5,68 4,99| 7,75
X |21,58|21,57|21,53 | 21,54 22,66 23,78 | 21,4 21,67 | 22,2 | 22,1 | 22,5 |22,71|20,74 20,65 20,24 19,04 18,57 |18,07 | 22,65 |23,02 |22,49 |21,73 21,34 21,28

Cacabelos et al (2007)



Interaction of CYP2D6 and APOE in the Pharmacogenetics of Alzheimer's Disease

Influence of APOE Genotypes on CYP2D6-Related Extensive (EM), Intermediate (IM) and Poor Metabolizers (PM)
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