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ACUTE INFLAMMATION RESOLUTION

* Vascular changes « Clearance of injurious stimuli
« Noutrophtl recruitment * Cloarance of mediators and acute
* Limited tissue injury Inflammatory cells

* Replacement of injured cells
* Notmal function

e

* Infarction
« Bactenal infections
* Toxins

* Trauma

* Viral infections

* Chronic infections
* Parsistent injury FIBRO
* Autolmmune diseases . ca&seﬂ deposition
CHRONIC INFLAMMATION * Loss of function
* Anglogenesis

* Mononuclear cell infltrate
* Fibrosis (scar)
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Classically activated Alternatively activated
macrophage (M1) Microbes macrophage (M2)
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‘ IL-4 ‘
ROS, NO, IL-1, IL-12, Growth ”__{ .
lysosomal IL-23, factors, TGF-B

enzymes chemokines TGF-B
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Microbicidal actions: T _ At t
phagocytosis and . issue repair, i-inflammatory
killing of many il by fibrosis effects
bacteria and fungi
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T flamacao Crenica

Inflamacao de duracao prolongada
— Tempo exato?

Destruicao tissular
— Graus e repercussoes variaveis

Tentativa de reparo
— Reparado adequado x inadequado

Sempre apds uma inflamacéo aguda?
— Pode ser insidiosa — algumas infeccOes virais e fungicas
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* InfeccOes persistentes
— Tuberculose, infeccdes fungicas, sifilis
— Reacao de hipersensibilidade tipo IV = formacao de granulomas

« Exposicao prolongada a agentes toxicos
— Exdgeno: Silica
— Enddgeno: Aterosclerose

 Autoimunidade

* Doencas imune mediadas
— Em individuos alérgicos / hipersensibilidade tipo |
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« Triade da inflamacao cronica
— Infiltrado linfomononuclear
— Destruicao tecidual
— Tentativa de cicatrizacao Fibrose e proliferacao vascular

« Infiltrado polimorfonuclear

 Foliculos linfoides

* Granulomas

burns@usp.br Liver Pathology — An Atlas and Concise Guide. 12 Ed.
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viecanismos

Persistent Inflammation to Fragmented Viruses

¥iral Fragment-
CD8 T Lymphocytes backed up into host DNA as
" molecular memory” ?

MHC I

Muscle tissue from subject with

post-poliomyelitis muscular

atrophy W hole Virus - from natural
infection/contaminated live vaccines




 Principal célula da inflamacéao cronica
« Orguestra e organiza a resposta
« Origem — medula 6sse como mondcito
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« Sistema fagocitico mononuclear
Vida meédia

— Circulante — 1 dia

— No tecido — meses

Bone marrow

Microglia {CNS)

Kupffer cells (liver)

Alveciar macrophages (lung)
Osteoclasts (bone)

Stem cel ‘—»l Monobiast ]—b‘_Monocyi]—-& Macrophage ’
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T Celulas Envolvidas - Macrofago

« Migra para o tecido na inflamacéao aguda

« Sao ativados por produtos bacterianos (TLR), citocinas
(INF-gama) e fibronectina e:

— Aumentam de tamanho

— Aumentam a producao de enzimas lisossomais
— Aumentam o metabolismo

— Aumentam a capacidade de fagocitose
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 Inflamacao limitada
— Morte celular do macroéfago
— Drenagem por linfaticos

 Inflamacao persistente
— Recrutamento continuo
 C5a, MCP-1, PDGF, TGF-beta, etc
— Proliferacao local
— Imobilizacao (MIF)
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T, cells T,2 cells T, 17 cells Tey cells

IL4, IL-5, IL-17
IL-13
fibroblasts, -
szl immature
epithelial cells dendritic cel
chemokines
= =
N

plasma :é} ‘
RS - %rz Rauopiiy isotype switching, lack of
\ affinity maturation T-cell activation
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 Interacao macroéfago - linfocito

T lymphocyte Cytokines
(e.g., IL-12,
IL-6, IL-23)
Activated .
T lymphocyte Activated
(Ty1, Ty17) macrophage
Presents
antigen to
- T cells
IL-17, ITITI‘II:
TNF -1
- chemokines
= IFN-Y \ Leukocyte
Leukocyte Other Other recruitment,
recruitment, inflammatory _ inflammatory inflammation
inflammation mediators Classical mediators
macrophage
activation

Macrophage
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« Celulas B em estagio terminal de diferenciacao

* Produzem anticorpos
— Antigenos persistentes
— Componentes teciduais alterados

* Formacéo de tecido linfoide-like nos 6rgaos néao linfoides
— Pulmao, sindvia, TG, figado
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