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INNATE IMMUNITY IN KIDNEY DISEASE
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INNATE IMMUNITY IN KIDNEY DISEASE

<Pre published and ongoing research >

Contents lists available at ScienceDirect

Toxicology and Applied Pharmacology

journal homepage: www.elsevier.com/locate/ytaap

Calcineurin inhibitors recruit protein kinases JAK2 and JNK, TLR signaling @Cm\,m S | g na I | ] g by t h e TB K]_/I KKG no d e

and the UPR to activate NF-kB-mediated inflammatory responses in

kidney tubular cells and the T1-INF pathway in kidney

Beatz Ferninden-Fernndez, bl Cannata.OrizJestsEgido -, Abert Ol o, Adran M. Ramos injury (P118/01133)
@ '
ORGAN TOXICITY AND MECHANISMS INNATE IMMUNITY
Participation of the Sting pathway in
TLR4-mediated inflammation is a key pathogenic event leading - a nd ‘ . . -
to kidney damage and fibrosis in cyclosporine nephrotoxicity KIDNEY INJURY acute and chronic kidney injury
Cristian Gonzilez-Guerrero™ - Pablo Cannata-Ortiz*~ - Consuelo Guerri* « ( P I 1 8/0 1 1 3 3 )
Jesiis Egido'* - Alberto Ortiz'** - Adridn M. Ramos'**

S C IENTIF] C RE P?RTS , 1 Role of faty acid binding proteins

(FABPs) proteins in mitocondrial

OFEN - Calcineurin inhibitors cyclosporine

Aandtacrelines s cavastilar TIH’EJO‘L’tR'i:OF| dysfunction and associated innate
inflammation and endothelial athology immune activation (P121/01453)
S iunwe activation through TLR4 signaling Original Paper
" CCL20 blockade increases the severity of nephrotoxic folic acid-

Adridn M. Ramos®

induced acute kidney injury

Cristian Gonzalez-Guerrero, José Luis Morgado-Pascual, Pablo Cannata-Ortiz, Maria Angeles Ramos-
Barron, Carlos Gémez-Alamillo, Manuel Arias, Sergio Mezzano, JesUs Egido, Marta Ruiz-Ortega, Alberto
Ortiz, Adrian M Ramos i ... See fewer authors A




INNATE IMMUNITY IN KIDNEY DISEASE
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INFo/B and proinflammatory inducers (TWEAK, LPS) activate the T1-IFN pathway by engaging non-canonical IKKs TBK1 and
IKKe in tubular cells and kidney

TYPE 1
INTERFERONS
(IFNa-IFNB)

CYTOPLASM

Promote the antiviral response through
the transcription of interferon-stimulated
genes (ISG)

Involved in microbial infection but also in

human inflammatory pathology
(autoimmune, autoinflammatory,
chronic)

Induced for nucleic acids, cyclic
dinucleotides, and endotoxins from
microorganisms and damaged/stressed
host cells
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IFNo/B, TWEAK and LPS activate the T1-IFN pathway by engaging the TBK1 and IKKe in tubular cells and kidney tissue
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IFNa/B, TWEAK and LPS activate the T1-IFN pathway by engaging the TBK1 and IKKe in tubular cells and kidney tissue
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Sting mediates TWEAK and LPS-induced NF-kB- and T1-INF pathway-dependent inflammation and antiviral responses
in tubular cells and kidney tissue

Stimulator of
Interferon Genes
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dsDNA (mtDNA in cytoplasm, gDNA) from the
interaction of this nucleic acids with
cGAS/cGAMP

Resides in the RE and translocates to Golgi
under interaction with dsDNA, where it forms a
platform to TBK1 and IRF3 recruitment and
activation

Involved in microbial infection but also in
human inflammatory pathology by promoting
T1-INF- and NF-kB-dependent iSG and
inflammatory cytokine programs
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Kidney inflammation is reduced in Sting-KO mice
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Sting is involved in promoting nephrotoxic autoimmune glomerulonephritis
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Sting promotes inflammation, oxidative stress and fibrosis in a model of peritoneal injury
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