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e Definicdes gerais
e Etiologias
e Mecanismos de formacao dos granulomas

e Apresentacoes clinicas gerais
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e |nfeccao— Tuberculose, Paracoccidioidomicose, Histoplasmose
e Corpo estranho —Silicose

e Sarcoidose, Granulomatose de Wegner



A. PRIMARY PULMONARY TUBERCULOSIS {0-3 waeks)

*Endosomal manipulation”
« Maturation arrest

Mannose-capped glycolipid
B . Macrophage mannose receptor
o e

a * Lack of acid pH
Y b » Ineffective phagolysosome
. formation
Mycobacteria Alveolar macrophage
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Unchecked bacilliary proliferation
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Bacteremia with seeding
of mutiple sites




‘ - , Port'a de entrada - vias aereas _
\ \ Particulas de aerosol com bacilos

™A

Parasitismo de macrofagos alveolares
Receptores: CR3, receptor

de manose, TL-R

1
: Fagossomo nao se funde com
: lisossomos

]

: Multiplicagcao dos bacilos
» ho citoplasma de macroéfagos

o
)
-
-

Molte 2003, nach Hahne et al 1999, verandert

Producao de citocinas
inflamatorias




Nolte 2003, nach Hahne et al 1999, verindert

Patogenia da tuberculose

Alvéolo pulmonar

Formacao do
complexo primario
tuberculoso

Apresentacao
. antigénica

e

IL2 - estimulo
autoécrino

I Proliferacao ’

de CD4+



B. PRIMARY PULMONARY TUBERCULOSIS (>3 weeks)

Alveolar IL-12

macrophage /-—\

Class || T-cell
MHC receptor
MTE antigen

® i [

Tuberculin positivity
("hypersensitivity")

+IFN

"Activated"”
macrophage
THMF,
chemokines
ﬁ

Mitric axide and
free radicals

R&F 4

Bactericidal activity
("immunity")
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(@
Caseous ‘. ~

necrosis ;

Manocyte )

recrutrment

e
Sensitized
T-cell “ ® .
Epithelioid
granuloma
("hypersansitivity")




Patogenia da tuberculose

CD4+

| IFN7y

IL12 IL18

IFNy | | INFa

Nolte 2003, nach Hahne et al 1999, verandert



Macroéfagos epitelioides

formando “palicada” Célula gigante

multinucleada de Langhans

/ Rima periférica de
linfécitos TCD4+>>TCD8+

Fibroblastos
Fibrose em fases avangadas
do granuloma




Bone marrow Blood Tissues Microglia (CNS)

Kupfer cells (iver)
Alveolar macrophages (lung)

St cot | Monoblst | Wenooys |- Macopbass|




e Migram do sangue e se ativam

e A ativacao inclui:
e /I Tamanho
e ‘I Enzimas lisossomais
e I Metabolismo

e ‘I Capacidade de Fagocitose

e Sarcoidose, Granulomatose de Wegner



No contexto da formacao do granuloma:

e M NUumero - recrutamento (C5a,
MCP-1, TGFbeta, etc)

e Proliferacao local

e Imobilizacao (MIF)

Substancias secretadas
e Elastases e colagenases
e Fat. Complemento e coagulacao
e Espécies reativas de oxigénio
e (Citocinas e quimiocinas
e Fatores de Crescimento

Tissue macrophage

Microbes, L4
cytoklm (IWOMI’ cylc')kines

Immune
response:
Activated

T cell

Activated

macrophages |
INFLAMMATION AND REPAIR
TISSUE INJURY » Growth factors
= Reactive oxygen and (PDGF. FGF, TGFB)
nitrogen species = Fibrogenic cytokines
» Proteases = Angiogenic factors
= Cytokines, including (FGF)
chemokines » “Remodelling”
» Coagulation factors collagenesis

* AA metabolites



Antigen-presenting cell

Lymphocyte Macrophage

© Elsevier 2005

m|FN-y — ativacdo de macrofagos
mformacéo de fagolisossomos
mproducao de iINOS — NO
=T producéo IL-12
=T capacidade apresentacdo de Ag
=T capacidade fagocitica

=T secrecdo fatores de crescimento (PDGF,
TGF-p)

=proliferacao de fibroblastos
sSintese de colageno

mproducdo TNFa - recrutamento de mondcitos
=C€lulas epitelidides






e Tuberculose
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e Tuberculose

e Secundaria
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e Tuberculose
e Secund




e Tuberculose

e Miliar
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e Silicose
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Sericita

Algranti et al, Occup Environ Med 2005
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e Asbestose
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e Sarcoidose



e Sarcoidose













