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22 genes em humanos
Citoplasmaticos
NBD e LRR comuns
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Funcoes dos NLRs
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Inflamassoma 2022
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NLRP3 & PAMPs/DAMPs

Self-derived ATPF, cholesterol crystals, monosodium urate crystals, calcium pyrophosphate dihydrate
crystals, calcium oxalate crystals, soluble uric acid, neutrophil extracellular traps, cathelicidin,
a-synuclein, amyloid-B, serum amyloid A, prion protein, biglycan, hyaluronan, islet amyloid

DAMPs polypeptide, hydroxyapatite, haeme, oxidized mitochondrial DNA, membrane attack complex,
cyclic GMP-AMP, lysophosphatidylcholine, ceramides, oxidized phospholipid 1-palmitoyl-
2-arachidonoyl-sn-glycero-3-phosphorylcholine and sphingosine

Foreign-derived Alum, silica, aluminium hydroxide, nanoparticles, carbon nanotubes, chitosan, palmitate
(also self-derived), UVB, imiquimod (R837)/CLO97 and resiquimod (R848)
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Bacterial Lipopolysaccharide, peptidoglycan, muramyl dipeptide, trehalose-6,6'-dibehenate,
c-di-GMP—c-di-AMP, bacterial RNA and RNA-DNA hybrid

Toxins: nigericin (Streptomyces hygroscopicus), gramicidin (Brevibacillus brevis), valinomycin

(Streptomyces fulvissimus and Streptomyces tsusimaensis), B-haemolysin(Streptococcus sp.

‘group B'), a-haemolysin (Staphylococcus aureus), M protein (Streptococcus sp.‘group A)),

leucocidin (Staphylococcus aureus), tetanolysin O (Clostridium tetani), pneumolysin (Streptococcus
PAMPs pneumoniae), listeriolysin O (Listeria monocytogenes), aerolysin (Aeromonas hydrophila),

streptolysin O (Streptococcus pyogenes), enterohaemolysin (Escherichia coli O157:H7), haemolysin

BL (Bacillus cereus), adenylate cyclase toxin (Bordetella pertussis), M protein(Streptococcus

sp. ‘group A) and maitotoxin (Marina spp.dinoflagellates)

Viral Double-stranded RNA and single-stranded RNA
Fungal B-Glucans, hyphae, mannan and zymosan

From Swanson et al 2019



Ativacao de NLRP3
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Ativacao de NLRP3
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Ativacao de NLRP3 (2)
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Ativacao non-canonica e alternativa

Non-canonical NLRP3 activation Alternative pathways for NLRP3 activation
Baker 2015 N N
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HAMPs & inflamassoma
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Ativacao da Pirina (Pyrin/MEFV)
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Atlvaqao da Pirina (Pyrin/MEFYV)
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From Yu & Masters, 2018



Ativacao do NLRP1 (2020)
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Ativacao do NLRP1 (2021)

RESEARCH ARTICLE SUMMARY

INNATE IMMUNITY

Human NLRP1 is a sensor for double-stranded RNA

Stefan Bauernfried, Matthias J. Scherr, Andreas Pichimair, Karl E. Duderstadt, Veit Hornung*
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Ativacao do NLRP1 (2021)

Diverse viral proteases activate the
NLRP1 inflammasome

Brian V Tsu™, Christopher Beierschmitt', Andrew P Ryan’, Rimjhim Agarwal?,
Patrick S Mitchell?*?, Matthew D Daugherty'*

'Division of Biological Sciences, University of California San Diego, San Diego,

United States; “Division of Immunology & Pathogenesis, University of California
Berkeley, Berkeley, United States; *Department of Microbiology, University of

Washington, Seattle, United States
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Coil Probability: 95.5% 74.0% 62.6%




Gain-of-function mutations

Inflammatory response
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