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— Masculina (HMD) — Femenina (HMD) < Masculina (C) + Femenina (C)
Fuente: Carreras (1989), Carreras y Tafunell (2003
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PREVALENCE OF
ALZHEIMER'S

DISEASE 2~ és la forma de deméncia
mes comu.

Afecta a més de 8 milions

@ de persones atotelméni .

/% és la tercera causa de mort _

[J'  després de les malalties

/%” cardiovasculars i el cancer. ..
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Es una malaltla neurodegeneratlva progresswa
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[ Afecta al comportament, 'aprenentatge i a -

'habllitat de realitzar tasques quotidianes,
| provocant la pérdua de independéncia del
" pacient.

Actualment és incurable | provoca la mort

del pacient.
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. Va sequir eI cas de Augusta
B durant 5 anys en un hospital

K autop5|a va revelar alteracions
en eI cervell (1906)




Alzheimer's

OVILLOS
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Tangled Clumps

| Disintegrating of Tau Proteins
Microtubule
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2.- Dificultats en realitzar treballs familiars
=% 3. Problemes en el llenguatge
4.- Desorientacio en el temps i 'espai
 5.- Capacitat disminuida de jutjar
- , \é 6.- Problemes en el pensament
/ 7.- Extraviar les coses

2 8.- Canvis d’ anim i de comportament

~ 9.- Canvis en la personalitat

L | ' 10.- Disminucio d’ iniciativa
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Causes de Ia mort neuronal en AIzhelmer ¢

/./

No s’ha determlnat exactament el proces
J etlopatogenlc

Interaccno entre susceptlbllltat genetlca
| envelllment, factors mediambientals |
estil de vida
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(a) Amyloid hypothesis

APP —>» Ali;; —» Neuron

e

Plagques

(b) Tau hypothesis

Tau dysfunction —»= MNeuron loss

N

() Unknown trigger hypothesis

Tangles

/APP—F Apy; —= Plagques

N

= Neuron
loss

Unknown
trigger

\ Tau — 3 Tangles /

dysfunction
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My NCBI Sign In

PubMed - alzheimer's disease
US Maticnal Library of Medicine

Matianal Institutes of Heslth EJRSS Save search Limits Advanced

Display Settings: ] Summary, 20 per page, Sorted by Recently Added Send to: Filter your results:
All (81533)

Results: 1 to 20 of 81533 Page 1 of 4077 Mext- . Free Full Text (15229)

[] Molecular Basis of Inhibitory Activities of Berberine against Pathogenic Enzymes in Alzheimer's Disease. Review (16294)
1. JIHF, Shen L.

ScientificWorldJournal. 2012;2012:823201. Epub 2012 Jan 4.
PMID: 22262957 [PubMed - in process]

Manage Filters

Related searches
[[1The DMA replication stress hypothesis of Alzheimer's disease.

alzheimer's disease review
2. Yurov YB, Vorsanova SG, lourov IY. S
ScientificWorldJournal. 2011;11:2602-12. Epub 2012 Jan 2. alzheimer's disease treatment

PMID: 22262948 [PubMed - in process] alzheimer's disease amyloid

[] Cdk5/p25-nduced Cytosolic PLA2-Mediated | ysophosphatidylcholine Production Regulates Neuroinflammation and Triggers alzheimer's disease tau
3. Neurodegeneration. biomarkers alzheimer's disease




Global deterioration scale (GDS) de Reisberqg

. Abséncia de deficit cognitiu

Déficit cognitiu molt lleu .
Fase preclinica

Déficit cognitiu lleu

Deéficit cognitiu moderat

> Deteccio de la malaltia
Déficit cognitiu moderadament greu

Déficit cognitiu greu

Deficit cognitiu molt greu
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/_Millora de la simptomatologia:

™ Inhibidors de la acetilcolinestarasa
. e Tacrina (Cognex®)
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° Memantlna (Ebl AR, *f"antago\“nista no comipetitiu del receptor

Bloquelq de receptors 5 HT6

_ S’afavoreix la neurotransmissio colinergica
I\/I|IIora de Ies papaCItats cognltlves
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Table 1. Completed and current phase lll clinical tnals of potential neuruprntectwe 1herﬂpeutlc5 for Alzheimer’s disease

\ 4 Arovastin Small molecule HMG CoA-reductase inhibitor 600 No efficacy [55]
: Ginko biloba Herbal extract Unknown 3069 No efficacy [45] —
, NSAIDS® Small molecules Anti-inflammatory 2600 No efficacy [56-61]
l —= Simvastatin small molecule HMG CoA-reductase inhibitor 400 No efficacy [62]
3 W A Tarenflurbil Small molecule Reduces AR concentration 1600 No efficacy [63] N
[-secretase modulator) N
7 > Rosiglitazone small molecule FPAR+y agonist N3 No efficacy [64]
"’ lf' RS Tramiprosate (homotaurine) Small molecule Reduces AP concentration 1062 No efficacy [64] y
= Xaliproden Small molecule BHT, 4 receptor agonist 2761 No efficacy [B4] [/
-/ I Valproate Small molecule GABA, receptor agonistand 300 No efficacy [65] 0\
- sodium channel blocker X
Alpha-tocopheraol small molecule Antioxidant 840 and 10 400 with No efficacy [66] - 1
memantine and -
selenium, respectively -
Docosahexanoic acid (DHA)  Long chain fatty acid Membrane precursor 400 No efficacy [39] : "._
LY2062430 Solanezumab ~ Humanised monoclonal  Removal of AR peptide Not declared Ongoing O\ /[
. antibody against Ap \ \ |
\ LY450139 Semagacestat Small molecule y-Secretase inhibitor 2600 No efficacy [32] (‘ :
=SSN Dimebon Small molecule H1-histamine receptor with 2825 No efficacy [38] e V7
neuroprotective activity X FY
Bapineuzumab Humanised monoclonal Removal of AR peptide 3850 Ongoing [29]
antibody against Ap
ELNDOO5 (AZD-103) seyllo-inesitol Freventing and reversing ! About to commence

the fibrillisation of AR
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SENYALITZACIO DE LES MAPK )

. Mitogen-activated protein kinase (MAPK) £ \
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General MAPK Mammalian

cascade Growth factors, cytokines,
Stimulus cell streas and others
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Response Proliferation, Inflammation,
differentiation, apoptosis,
development development

Nature Reviews | Mnl‘?cular Cell Biology



VIA DE LA JNK

Jun N-terminal kinase/Stress activated protein kinase
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ATF2, c-JUN,
Elk1, p53,
NFAT1/4
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VIA DE LA IJNK I NEUROPROTECCIO

JNK3: La isoforma més
- @ L : > relacionada amb

~ processos apoptotics
—— - neuronals

— Expressades en Localitzada
N\ tot l'organisme principalment en el
sistema nerviods
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" JNK3 I NEUROPROTECCIO | ..

-

letters to nature

Absence of excitotoxicity-
induced apoptosisin
the hippocampus of

mice lacking the Jnk3 gene

Derek D. Yang*+t1, Chia-Yi Kuanis, Alan J. Whitmarshi|l,
Mercedes Rincon*9, Timothy S. Zheng*,
Roger J. Davist|, Pasko Rakics & Richard A. Flavell*f

* Section of Immunobiology, T Howard Hughes Medical Institute, ani

' fale University School of Medicine, New Haven,

Burlington, Vermant 0540
ithors contril

la proteccio de la mort
neuronal
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Journal of /| Journal of

[

. Cerebral Blood Flow r—f

Neurochemistry

71 & Me_gabolism ¥, }

Excitotoxicity-induced endocytosis mediates neuroprotection by I
Negative Result

TAT-peptide-linked JNK inhibitor
Anne Vaslin, Sonia Maegele-Tollardo, Julien

Puyal, Peter G. H. Clarke
Journal of Neurochemistry

Article first published anline: 8 MOV 2011
DO 101111147 1-4159 2011.07535.%

Early View (Online Version of
Record published before
inclusion in an issue)

Journal of

Lack of neuroprotection of o

! inhibitory peptides targeting

M Jun/INK after transient focal

W cerebral ischemia in Spontaneously
| Hypertensive rats

—
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Watt, Nadia Milech, Neville W Knuckey and Bruno P
Meloni
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/ IMPLICACIO DE JNK EN PARKINSON

e Supervivencia de neurones Tirosina Hidroxilasa (TH) positives en la substancia nigra
compacta (SNC) despres de axotomizacio
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J MNewropathol Exp Neurol Vaol. 69, No. 5
Copynght © 2010 by the American Association of Meuropathologists, Inc. May 2010
pp. 511-530

ORIGINAL ARTICLE

JNK3 Mediates Paraquat- and Rotenone-Induced Dopaminergic
Neuron Death

Won-Seok Choi, PhD, Glen Abel, BS, Heather Klintworth, MS,
Richard A. Flavell, PhD, and Zhengw Xia, PhD
&\ >l

) 3 1910 s ans

Laboratory Investigation (2010) 90, 156-167

Small peptide inhibitor of JNKs protects against
MPTP-induced nigral dopaminergic injury via |nh|b|t|ng
the JNK-signaling pathway

Jing Pan'?, Jing Qian', Yu Zhang'?, Jianfang Ma?, Gang Wang?, Qin Xiao® Shengdi Chen'* and Jianging Ding'~*

Meurochemistry Intemational 54 (2009) 418-425

Contents lists available at ScienceDirect

Neurochemistry International

journal homepage: www.elsevier.com/locate/neuint

8
Blockade of the translocation and activation of c-Jun N-terminal kinase 3 (JNK3) | £
attenuates dopaminergic neuronal damage in mouse model of Parkinson’s disease

Jing Pan*®, Qin Xno , Cheng-Yu Sheng®, Zhen Hong?, Hong-Qi Yang ?, Gang Wang?, Jian-Qing Ding****, lfi‘
Sheng-Di Chen® 2%



IMPLICACIO DE JNK EN ALZHEIMER

JBC Papers in Press. Published on October 27, 2011 as Manuscript M111.297515
The latest version is at http://www.jbc. orgfcgl;’dolﬂo 1074/jbc.M111.297515

c-Jun N-terminal Kinase regulates soluble AP oligomers and

cognitive impairment in an AD mouse model

Alessandra Scliplx, Xanthi Antoniou'’, Alessio Colombo!, Giovanni Guido Camici’, Laura Pozzi’,
Daniele Cardinetti', Marco Fehglonl Pietro Vegllanese Ferdinand H. Bahlmann , Luigi Cervo',
Claudia Balducu Cinzia Costa®, Alessandro Tozzi’, Paolo Calabresi> ,Glanltugl Forloni' &
Tiziana Borsello'®
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The Joumal of Mewresrianca, Hovembar 23, 20717 « J1047): 16960 - 16976 « 16969

Cellular/Molecular

The Loss of c-Jun N-Terminal Protein Kinase Activity
§ Prevents the Amyloidogenic Cleavage of Amyloid Precursor
¥ Protein and the Formation of Amyloid Plaques In Vivo

Snma Mazzitelli,' Ping Xu,” Isidre Ferrer,’ Roer] Daﬂs, and Cathy Tournier'
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JNK1 i JNK3 EN LA MORT PER

EXCITOTOXICITAT
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ci6 de la mort neuronal
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IMPLICACIO DE JNK EN LA

NEUROINFLAMACIO




IMPLICACIO DE JNK EN NEUROINFLAMACIO
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