


Cytosolic PRRs
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RECEPTORES DE SINALIZACAO

itoplasmaticos

NACHT and LRRs containing receptors (NLRs)
PYD and HIN containing receptors (PYHIN)
RIG-like receptors (RLRs)
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*+...«y Morte (da célula infectada)



Receptors for DNA, RNA

DNA sensors RNA sensors
cell signaling T e I
— . N ICytosolic |
membrane- IRFs PRRs |
| associated
FL PRRs

—— / - k TLR3 | Membrane-
( AM2 DD [ \ , associated

- Cytosolic . GSDMD (== > 0 N-term iy
" PRRs j pro-LABIHO > O IL1b | e Rs
| IFile €D T —
] e
\ J

Inflammasome




RIG-like Receptors (RLRs)
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Familia de receptores citoplasmaticos para RNA viral

v R G-l reconhece dsRNA (Newcastle disease, Sendai, Influenza, Vesicular stomatitis, Japanese
encephalitis, measles, Rabies, Hepatitis C, Dengue)

v MDA-5 reconhece dsRNA (Picornavirus, Encephalomyocarditis, Rabies, Sendai, Dengue,

Rotavirus, murine hepaitis, murine norovirus |)




RIG-like receptors (RLRs)

Familia de receptores citoplasmaticos

para RNA RNA viruses
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v MDA-5 reconhece dsRNA
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O reconhecimento de RNA “self” pelos RLRs € evitado pelas
modificacoes pos-traducionais:

- mutilacao do “5’guanine-cap”

- mutilacao do primeiro ribonucleotideo

cap and N1 methylation A-to-| editing ATP hydrolysis
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DNA sensing
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c-GAS STING pathway

- Um dos maiores mecanismos de detecao de DNA citosolico

- Importante em infeccoes por bacterias intracelulares e alguns virus
a DNA

- O reconhecimento do DNA e direto

- O tamanho do DNA e crucial (>45 bp interacao mais estavel)

- O reconhecimento resulta na ativacao do adaptador STING

- Resulta na producao de IFN-I e ativacao do NF-kB



c-GAS STING pathway
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c-GAS STING pathway

Mutuacoes na pathway favorecem autoimunidade
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Receptores PYHIN

v Receptores de DNA (PAMP ou DAMP) que contem os dominios

- (N terminal) PYD

- (C-terminal) Hematopoietic IFN inducible Nuclear protein with 200-aminoacids

(HIN-200)

4 homologos in humanos (13 in camundongo)

1. MNDA (1986, cell growth)
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non self dsDNA
L.monocytogenes, M. tuberculosis, Plasmodium
spp, F. tularensis, S pneumoniae, M.
tuberculosis, S. aureus, A. fumigatus, vaccinia
virus,CMV, HPV
self dsDNA DNA (SLE, acute pancreatitis)
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Receptores PYHIN
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IFI16 in the
cytosol
senses
dsDNA and
activates
STING
pathway

IRF1-
dependent
GBPs and
IRGB10
facilitate the
release of
bacterial
DNA into the
cytosol for
AIM2
detection

IFI16 is
localized

in the
nucleus and
senses
dsDNA
directly from
there.
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Resumindo PRRs
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Resumindo...

PRRs

(padroes moleculares)

TLRs  Associados a

CLRS  membranas
Scavangers

O NLRs

PYHIN
Citoplasmaticos R| Rs

Receptores de Y
Opsoninas

(PRMs, AC, S.
complemento)

Ativacao do sistema imune inato

Sinalizacao intracelular

- NF-kB (mediadores pro-inflamatorios,
moléculas antimicrobianas)

- IRFs (IFN-I, fatores anti-virais)

- inflamassoma (IL-1B/18, pyroptose)

Fagocitose & killing

Desgranulacao
Citotoxicidade
ADCC

Morte celular



