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Hipersensibilidade do tipo IV ou Tardia
(DTH)

v'ReacBes Mediadas por Células
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Lesao induzida por Células
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Tipos de Hipersensibilidades do Tipo IV

Type IV hypersensitivity reactions are mediated by antigen-specific effector T cells

(celiac disease)
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Figure 13-28 Immunobiology, 7ed. (© Garland Science 2008)




Reacao de Hipersensibilidade do tipo Tardia
(NDTH)
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Reacao de DTH

Antigen is injected into
subcutaneous tissue
and processed by local
antigen-presenting cells

A Ty1 effector cell
recognizes antigen and
releases cytokines,
which act on vascular
endothelium

Recruitment of
phagocytes and
plasma to site of
antigen injection

causes visible lesion

24-72 hours

Figure 13-29 Immunobiology, 7ed. (© Garland Science 2008)




DTH é mediada principalmente por linfocitos
Thl

Antigen is processed by tissue
macrophages and stimulates Ty1 cells
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Fases da Hipersensibilidade tipo IV

Antigen uptake by Langerhans cells leave
Langerhans cells in the skin and enter
the skin the lymphatic system
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Figure 8-13 Immunobiology, 7ed. (© Garland Science 2008)

1- Fase de sensibilizacao

Mature dendritic cells
enter the lymph node
from infected tissues and
can transfer some
antigens to resident
dendritic cells

B7-positive dendritic
cells stimulate naive
T cells

mature Langerhans cell

resident dendritic cell

2-Fase de Reacao (Elicitacao)

Contact-sensitizing agent
penetrates the skin and
binds to self proteins,
which are taken up by
Langerhans cells

Langerhans cells present
self peptides haptenated
with the contact-sensitizing
agent to Ty1 cells, which
secrete IFN-y and
other cytokines

Activated keratinocytes
secrete cytokines such as
IL-1 and TNF-a and
chemokines such as
CXCL8, CXCL11, and CXCL9

The products of
keratinocytes and Tu1 cells
activate macrophages to
secrete mediators of
inflammation
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Figure 13-31 Immunobiology, 7ed. (© Garland Science 2008)



Formacao de Granuloma

. CD4+

Tu1 cell Activated
Giant cell macrophage

vessel Macrophage
Abbas et al: Cellular and Molecular Immunology, 7e.
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Tuberculose
Mycobacterium tuberculosis

- Tuberculose — Mycobacterium tuberculosis

tuberculosis

Lymph nodes
Persisting mycobacteria
in primary lymph node
lesions and in lesion-free
lymph nodes

macrophage A0S OF e Post-primary
& &2 . - disease
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inhibiting bacterial growth

Persisting mycobacteria
in lesion-free tissue
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Hipersensibilidade do tipo tardia - DTH

- Fibrose do tecido pulmonar =2 dificuldade respiratdria







Hipersensibilidade de Contato

Contact-sensitizing agent
penetrates the skin and
binds to self proteins,
which are taken up by
Langerhans cells

Langerhans cells present
self peptides haptenated
with the contact-sensitizing
agent to Tu1 cells, which
secrete IFN-y and
other cytokines

Activated keratinocytes
secrete cytokines such as
IL-1 and TNF-a and
chemokines such as
CXCL8, CXCL11, and CXCL9

The products of
keratinocytes and Ty1 cells
activate macrophages to
secrete mediators of
inflammation

TNF-a CXCL8 IL-1CXCL"

CXCL9

Figure 13-31 Immunobiology, 7ed. (© Garland Science 2008)




Dermatite de Contato por Hera Venenosa

Figure 13-32 Immunobiology, 7ed. (© Garland Science 2008)



Dermatite de Contato por
Hera Venenosa

Hera venenosa: pentadecacatecol (hapteno)

Células TCD8*
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Hipersensibilidade de Contato

Cloreto picrico: corante

v Modifica proteinas proprias extracelulares
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Dermatites de Contato

Metal Couro




Dermatite de Contato ao Latex




Dermatite de Contato a Corantes

P-fenilenodiamina — PPD

v Corante de cabelo, “henna negra”




Dermatites de Contato

Perfume Unhas posticas

Cinamaldeido - Cola




Tratamento para Hipersensibilidades
de contato

v" Evitar o irritante ou alérgeno: utilizar produtos hipoalergénicos (esmalte,
tintura de cabelo), usar luvas de silicone, cremes de barreiras (silicone 5%)

v,
v Compressas de permanganato de potassio e pasta d’agua (fase aguda);

v" Corticoides tépicos (pomada) e anti-histaminicos;

v Corticoides sistémicos (ex: prednisona) dependendo da extensao do
guadro.



Doenca Celiaca

 Doenca cronica da parte superior do intestino
delgado

e Causada pela ingestao de gluten (complexo proteico
presente no trigo, aveia e cevada)

* Fatores genéticos:

Alelo HLA-DQ2 do MHC de classe Il 2 95% do
pacientes

Adaptado de Sollid, 2002



isticas Clinicas da DC
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Activation of gluten-specific CD4 T cells

Native gluten peptide
Neutral charge
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Células TCD4 especificas para Gluten

Figure 2. Activation of Gluten-Specific
CD4" T Cell Responses by HLA-DQ2.5
Molecule

Transglutaminase 2 (TG2) binds to and deami-
dates glutamine residues in Q-X-P sequences of
gluten peptides into glutamic acid, introducing
a negative charge that can interact with a
positively charged lysine residue in position 6
of the peptide pocket of HLA-DQ2.5, resulting
in enhanced peptide avidity for HLA-DQ2.5.
HLA-DQ2.5-gluten peptide complexes expressed
on antigen-presenting cells (APCs) can prime
gluten-specific CD4 T cells. As for other dietary
antigens, priming may occur in Peyer's patches
or in mesenteric lymph nodes after migration
of CD103* dendritic cells loaded with gluten
peptides in lamina propria (Worbs et al., 2006).
Unusual priming outside the gut has however
been reported in HLA-DQ2 mice (Du Pré et al.,
2011). Priming is followed by selection and clonal
expansion of T cells diplaying high-avidity TCR
(Qiao et al., 2011).

Meresse et al., Immunity 36, June 29, 2012



Doenca celiaca

« Producao autoanticorpos

v 1gG e IgA: contra
transglutaminase tecidual

v'"Nao ha células T especificas
para a transglutaminase
tecidual

gluten-specific
T cell gluten-tTG
complex

* {TG = Enzima transglutaminase tecidual




Tratamento para DC

Evitar o alergeno



Estudar

* Janeway: Cap 13 pags 576-578; 583-590;

* Abbas: cap 18, pags 413 —422.

* Imunologia Clinica na Pratica Médica



