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Clasificacion

Redefinicién:
Probable
Posible

Genética vrs.
Histopatoldgico

BRAIN
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David P. Salmon16’ Sandra E. Black18, Marsel Mesulam19’ Sandra
Weintraub19’ Brad C. DickersonZO, Janine Diehl—Schmile’ Florence
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Revisar aspectos psicopatoldgicos y psiquiatricos

en demencia frontotemporal

resaltando posible confusiodn

con otros trastornos psiquiatricos,
algunas orientaciones diagnésticos diferenciales



TRONCO COMUN DE 13 FAMILIAS CON ALZHEIMER POR E280A

El individuo IT 1: da origen a las familias €2, €5, C7, C12, C21
El Individuo IT 2: da origen a las familias C1, C9 y C13
El individuo IT-3: da origen a las familias C3, C4, C6, C8, C11
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Lopera F, Ardila A... JAMA. 277: 793-9, 1997.



Fisiopatologia
Mutacion E280A con PET cerebral y amiloide
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Amiloide es un epifendmeno
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Relacion entre Diabetes Mellitus y
enfermedad de Alzheimer

* Soportes epidemioldgicos

* Posible fisiopatologia compartida

 ITntervenciones



Factores de riesgo establecidos y
comorbilidad en demencias

HTA

Dislipidemia
Diabetes Mellitus
Homocisteinemia
Obesidad

Apoc4



Hipertension y riesgo de demencia

Duron and Hanon

Table 2 Effect of antihypertensive drugs on cognitive decline or dementia in randomised, placebo-controlled studies

Studies n* ASBP/DBP Drugs Follow up Outcomes
(active - placcho)

MRC 2584 15.8'5 mmMg BB or Diu 54 months Non-significant effect
on cognitive function

SHEP 4736 —12/4 mmHg BB + Diu 4.5 years Reduction of dementla 16%
(nen significant)

SYST-EUR 2418 -8.3/3.8 mmHy CCB + ACEl + Diu 2 years Reduction of dementla 50%
(0 o 76%)

SYST-EUR 2 (open 2902 =732 mmHg CCB + ACEl £ Dlu = others 4 years Reduction of dementia 55%

follow up) (24%-73%)

PROGRESS 6105 -9/4 mmHg ACE|l £ Dlu 4 years Reduction of cognitive

decline 19% (4%-32%)
Reduction of dementia
with recurrent stroke; 34%

(3%—=35%)

HOPE 9297 3.8/2.8 mmHg ACEI 4.5 years Reduction of cognitive
decling related o stroke 41%
(6%—63%)

SCOPE 4964 3.2/1.6 mmHg ARB L Diu 3.7 ycars Reduction of dementia 7%

(non significant)

“n = numbers of subjects at inclusion.
Abbreviations: ACEl, angatensin converting enryme inhibitors; AR angiatensin recoptor blackers; BB, beta blackers; CCR, calcium channel blackers; Diu, diuretics.

E Duron. Vascular risk factors, cognitve decline, and dementia. Vascular Health and Risk Management
2008:4(2) 363-381 20



Relacion entre colesterol y demencia

Table 4 Association between cholesterol level and dementiain Iongitudinal studies

Reference n* (baseline) Age at baseline Follow-up Outcomes
(yecars) (years)

Notkola 1998 B 40-59 30 Positive correlation between TC and AD
RR (95% Cl ~ 3.1(1.2-8.5)

Kivipelto 2002 | 449 53 21 Positive correlation between TC and AD
RR (95% Cl) = 2.8 (1.2-6.7)

Moroney 1999 Il 75 7 Positive correlation between LDL-C and AD
RR (95% Cl) = 3.1 (1.5=6.1)

Kalmijn 2000 8006 527 26 Non significant correlation between TC and any
dementia RR (95% Cl) = [.10 (0.95=1.26)

Tan 2003 1026 76 8 Non significant correlation between TC and AD
RR (95% Cl) = 0.97 (0.90-1.05)

Reitz 2004 2820 78 48 Non significant between LDL-C and AD
RR (95% Cl) = 0.48 (0.26-0.86)

Mielke 2005 392 70 I8 Negative correlation between TC and any

dementia RR (95% Cl) = 0.31 (0.11-0.85)

E Duron. Vascular risk factors, cognitve decline, and dementia. Vascular Health and Risk Management
2008:4(2) 363-381

21



Miles W, Root H. 1922. Psychologic tests applies to diabetic
patients. Arch Int Med, 30:767-7

22



Diabetes tipo 1 y Demencia

« Meta andlisis de 33 estudios

* Escasos hallazgos (pruebas de velocidad
y flexibilidad mental)

* Memoria y aprendizaje, conservados

Brands AM, Biessels GJ, de Haan EH, et al. 2005. The effects of type
1 diabetes on cognitive performance: a meta-analysis. Diabetes
Care,28:726-35. 23



Diabetes tipo 2 y Demencia

+ 10.963 personas

Edades entre 47 a 70 aios
Seguimiento por 6 ahos
Relacion entre HTA y demencia

* Relacidn entre DM tipo 2 y Demencia
— Atencion
— Razonamiento logico
— Aprendizaje verbal
— Memoria episadica

Knopman D, Boland LL, Mosley T, et al. 2001. Atherosclerosis Risk in
Communities (ARIC) Study Investigators. Cardiovascular risk factors
and cognitive decline in middle-aged adults. Neurology, 56:42-8.

24



Relacion entre DM y
Demencia vascular

Dementia n Follow-up (years) Age” Outcomes

Positive correlation

RR (95% Cl)=2.2 (1.14.7)

Adjusted RR (95% CI) = 2.3 (1.1-5.0)

Positive correlation. RR = 1.3 (p = 0.06)

Positive correlation. RR (95% CI) = 2.0 (1.7-5.6)
Positive correlation. RR (95% CI) = 4.2 (2.2-8.3)

Adjusted RR (95% CI) = 3.4 (1.7-6.9)

Positive correlation. Adjusted RR (95% CI) = 2.5 (1.4—4.8)
Positive correlation. RR (95% CI) = 2.2 (1.3-3.6)
Adjusted RR (95% CI) = 2.0 (1.2-3.6)

Positive correlation. RR (95% CI) =2.2 (1.1-5.0)
Adjusted RR (95% CI) = 2.6 (1.2-6.1

urb 1999 4 Non significant correlation. RR (95% CI) = [.5 (0.8-2.8)

E Duron. Vascular risk factors, cognitve decline, and dementia. Vascular Health and Risk Management
2008:4(2) 363-381 2



Relacion entre DM y Demencia

Table 3 Risk of incident dementia in patients with Diabetus mellitus in longitudinal studies

Dementia n* Follow-up (years) Age® Outcomes

Any dementia

Peila, 2002 3s08 29 77 Positive correlation. RR (95% Cl) = 1.5 (1.0=2.2)
Adjusted RR* (95% CI) = 1.5 (1.0-2.2)
- ek 2 ole Qe

Positive correlation. RR (95 Clh)=2.8 (I 4—5.7}

oree 1999 5370 . ¥ Positive correlation. RR 7o = -2
Xu 2004 1301 4.7 8l Positive correlation. RR (95% Cly=1 5 (I -2 I)
Adjusted RR (95% ClI) = 1.5 (1.0-2.1)
Curb 1999 3774 25 53 Nen significant correlation. RR (95% Cl) = 1.1 (0.7=1.8)
Hassing 2002 702 é 84 Non significant correlation. Adjusted RR (95% Cl) = 1.2 (0.8=1.7)
MacKnight 2002 2131 5 74 Non significant correlation. RR (95% CI) = 1.2 (0.9-1.7)

Adjusted RR (95% CI) - 1.3 (0.9-1.8)

E Duron. Vascular risk factors, cognitve decline, and dementia. Vascular Health and Risk Management

2008:4(2) 363-381

26



Relacion entre DM vy
enfermedad de Alzheimer

Dementia n Follow-up (years) Age® Outcomes
AD
Peila 2002 3508 29 77 Positive correlation. RR (95% CI) = |.7 (1.0-2.8)
Yamada 2003 1774 30 43 Positive correlation. RR = 4.4
Akomolafe 2006 2210 12.7 70 Positive correlation. Adjusted RR (95% CI) = 2.98 (1.06=8.9)
Ote 1999 6370 2.1 69 Positive correlation. RR (95% ClI) = 1.9 (1.2=3.1)
Luchsinger 2001 1799 43 76 Positive correlation. RR (95% Cl) ~ 2.4 (1.8-3.2)
Adjusted RR (95% Cl) = 2.0 (1.4-2.9)
Arvanitakis 2004 847 5.5 75 Positive correlation. RR (35% CI = 1.7 (1.1-2.5)
Xu 2004 1301 47 8l No significant correlation. RR (95% Cl) = 1.3 (0.8=1.9)
Adjusted RR (95% Cl) = 1.3 (0.9-2.1)
Luchsinger 2005 | 786 5.5 76 Positive correlation. RR (95% CI) = 2.4 (1.8=3.2)
Adjusted RR (95% Cl) = 2.0 (1.4=2.9)
Curb 1999 3774 25 53 Non significant correlation. RR (95% Cl) = 1.0 (0.5-2)
Hassing 2002 702 6 84 Non significant correlation. Adjusted RR (95% CI) = 0.8 (0.5-1.5)
MacKnight 2002 9131 5 74 Non significant correlation. RR (95% CI) = 1.2 (0.8-1.8)

Adjusted RR (95% Cl) = 1.3 (0.8-2.0)

E Duron. Vascular risk factors, cognitve decline, and dementia. Vascular Health and Risk Management
2008:4(2) 363-381 2/



Fisiopatologia

Desconocida



Diabetes tipo 3

La EA ha sido considerada como un trastorno neuroendocrino

La insulina contribuye a la liberacion de neurotransmisores en la sinapsis
y la activacion de vias de sefalizacién asociadas con el aprendizaje y la
memoria a largo plazo.

Potencia la pérdida de sinapsis, contribuye al dafio oxidativo, e
hiperfosforila la proteina tau.

La diabetes y Alzheimer tienen signos de aumento del estrés oxidativo
en comdn

Zina Kroner, The Relationship between Alzheimer's Disease and
Diabetes:Type 3 Diabetes? (Altern Med Rev 2009; 14 (4) :373-379)



Zina Kroner, The Relationship between Alzheimer's Disease and
Diabetes:Type 3 Diabetes? (Altern Med Rev 2009; 14 (4) :373-379)



Fisiopatologia (1)

Infartos cerebrales
y cambios en la
microvasculatura

DOB: 29 Ma
13 Ja
02:01

Hag

Peila R, Rodriguez BL, Launer LJ. Honolulu-Asia
Aging Study. 2002. Type 2 diabetes, APOE gene,
and the risk for dementia and related pathologies: 10
The Honolulu-Asia Aging Study. Diabetes,
51:1256-62.
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Fisiopatologia (1)

Angiopatia amiloide
« 216 autopsias

« DM tipo 2y el alelo ApoE €4 tenian un mayor ndmero de placas
neuriticas y ovillos neurofibrilares en la corteza y el hipocampo

Peila R, Rodriguez BL, Launer LJ. Honolulu-Asia Aging Study. 2002. Type 2
diabetes, APOE gene, and the risk for dementia and related pathologies:
The Honolulu-Asia Aging Study. Diabetes, 51:1256—62. 32



Fisiopatologia (2)

Enfermedad cerebrovascular isquémica
acompaiada de sindrome metabdlico.

Yaffe K, Kanaya A, Lindquist K, et al. 2004. The metabolic syndrome,
infl ammation, and risk of cognitive decline. JAMA, 292:2237-42.

Biessels GJ, Staekenborg S, Brunner E, et al. 2006. Risk of dementla in
diabetes mellitus: a systematic review. Lancet Neurol, 5:64- 74.



Fisiopatologia (3)

Hiperglucemia puede tener un efecto
toxico directo sobre las neuronas,
causando “estrés oxidativo" y glicocilacion

avanzada

Afecta el tejido cerebral
Cambios microvasculares

Yaffe K, Haan M, Blackwell T, et al. 2007. Metabolic syndrome and cognitive
decline in elderly Latinos: fi ndings from the Sacramento Area Latino

Study of Aging study. / Am Geriatr Soc, 55:758-62.

34



Fisiopatologia (3a)
Insulina

Resistencia a la insulina, se asocia con hiperinsulinemia
compensatoria y la hiperinsulinemia, (incluso en ausencia de

diabetes)

Los receptores de insulina se distribuyen con particular
abundancia en el hipocampo y la corteza.

La insulina parece estimular la secrecion de p-amiloide e
inhibe la degradacion de p-amiloide extracelular.

E Duron. Vascular risk factors, cognitve decline, and dementia. Vascular Health and Risk Management
2008:4(2) 363-381
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Aterosclerosis

Demencia
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Tratamiento 1

Prevencion de la demencia.

El control estricto de la DM parece ser una meta
importante con el fin de prevenir la demencia
posterior.

Sin embargo, el impacto de la reduccidn intensiva de
la glucosa en los tratamientos sobre la incidencia de
la demencia es aln desconocido.

Patel A; ADVANCE Collaborative Group, MacMahon S, Chalmers J, Neal B, Woodward M, Billot
L, Harrap S, Poulter N, Marre M, Cooper M, Glasziou P, Grobbee DE, Hamet P, Heller S, Liu
LS, Mancia G, Mogensen CE, Pan CY, Rodgers A, Williams B. Source 37



Tratamiento 2

El estudio ADVANCE se dan algunas respuestas, como "la
demencia estd siendo considerado como un resultado
secundario”.

En consideracion de los mecanismos patoldgicos subyacentes,
las investigaciones se llevan a cabo con los tratamientos para la
resistencia a la insulina como:

Rosiglitazona
Terapia génica de enzimas degradantes de insulina.

Patel A; ADVANCE Collaborative Group, MacMahon S, Chalmers J, Neal B, Woodward M, Billot
L, Harrap S, Poulter N, Marre M, Cooper M, Glasziou P, Grobbee DE, Hamet P, Heller S, Liu
LS, Mancia G, Mogensen CE, Pan CY, Rodgers A, Williams B. Source 38



Tratamiento 3
Nutricion

. Ejercicio
Diabetes
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Alcohol > ) Bemencm @ Obesidad
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Dislipidemia







