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LDL Readily Enter the Artery Wall Where They May Be Modified

Endothelium
Oxidation of Lipids Hydrolysis of Phosphatidylcholine
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Captacao de oxLDL pelos macrotagos

Reactive oxygen Ny oxLDL
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Foam Cells

Foam cells are unable to metabolize and
efflux the cholesterol that they have
accumulated. As a result, they die which

exacerbates the inflammatory conditions
in and around the atherosclerotidtebidt.INA
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mondcito / macréfago

Blood monocyle
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fases da aterosclerose

Aterogénese

Rotura de placa
vulneravel
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Atherosclerotic
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Adipose
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Proteases,

prothrombotic
factors

Microbes, autoantigens,
inflammatory molecules
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" Fisiopatologiado DM Tipo |

Predisposicdo Gentética Fatores Ambientais

Genes HLA e outros Infeccéo viral e/ou lesao
de células beta

Resposta Imune contra
céls beta normais e/ou
alteradas

|

Destruicao
Células Beta

A\ 4

Diabetes tipo |
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"~ Fisiopatologiado DM Tipo Il

Predisposicdo Gentética Fatores Ambientais

Genes multiplos

. Obesidade

N
~
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A

.| Utilizacao inadequada da

glicose
Hiperglicemia

Falha da célula beta

AlteracOes da secrecao
de insulina
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+, Alteragcao receptor

+, Alteracao sinalizacao
+, Produtos do metabolismo lipidico

+, Obesidade

+, Diminuigéo adiponectina (que diminui resisténcia
periférica)

+, Citocinas inflamatérias
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POLYPHAGIA

[ PoLYURIA
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Patogénese das Complicacoes
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Copyright 2002, Aronson and Rayfield; licensee BioMed Central Ltd.
Cardiovasc Diabet. 2002; 1(1):1 Formation of Advanced Glycation Products [82].
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http://www.cardiab.com/content/4/1/9/figure/F4

« Ligacéao a polipeptidios — colageno

« Ligacéao a proteinas néo glicosiladas (LDL, Ig,
Complemento)

* Resisténcia a digestao proteéica

* Induz a oxidacao lipidica

Inativacdo do Oxido Nitrico

« Ligacao aos acidos nucléicos
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http://www.nature.com/nm/journal/v19/n11/full/nm.3386.html#auth-1
http://www.nature.com/nm/journal/v19/n11/full/nm.3386.html#auth-2

" Advanced Glycated End Products

« Ligacao dos AGEs aos receptores de mondcitos e
células mesenquimais:

* Migracao dos monacitos

* Secrecao de citoquinas e fatores de crescimento
* Aumento da permeabilidade vascular

* Aumento da atividade pro-coagulante

* Aumento da proliferacao celular

* Aumento da producao de matriz extracelular
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 Pancreas

« Artérias (aterosclerose)

« Membrana Basal dos pequenos vasos
(microangiopatia)

 Rins (Nefropatia)

* Retina (Retinopatia)

 Nervos (Neuropatia)
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 Lesao celulas B — Insulinite (Tipo |)

« Alteracoes de MB — Deposicao de amilina (Tipo Il)
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« Aumento Permeabilidade de vasos retinianos —
hemorragia — descolamento de retina / glaucoma

* Fragilidade de vasos - microaneurismas
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« 1°- Retinopatia
- microaneurismas
- exsudatos e hemorragias
- retinite proliferante

« 2°- Cataratas

« 3°-AlteracOes da iris

« 4°- Alteracdes da refracao e acomodacao
« 59- Neurite 0ptica com atrofia de papila
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« Aumento permeabilidade da MB —
microalbuminuria / esclerose glomerular

* Hialinizacao arteriolar — hipertensao
arterial

 Predisposicao ainfeccoes - pielonefrite
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« Aterosclerose periféerica—isquemia

« Alteracao vascular dos nervos perifericos +
alteracO0es de bomba - neuropatia

« AlteracOes do sistema de coagulacao e
recorréncia das lesoes
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Alterac6es Metabdlicas AlteracOes Funcionais

Alteracoes Patolégi@

Modificagoes Pro@

Processos patoldgicos Processos patologicos
Secundarios Auto-perpetuadores

Manifestacdes Clinicas MEDICINA
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Robbins and Cotran — Pathologic Basis of Disease
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