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TRAF6-deficient mice display dry eye like Sjogren®s syndrome
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TNF Receptor-Associated Factor 6(TRAF6) is a cytoplasmic adaptor protein
that is necessary for the activation of dendritic cells in response to Toll-like TNF
Receptor-Associated Factor 6(TRAF6) mediates the signaling from the members of the TNF receptor and

the TLR/IL-1R superfamilies. Because it is a T cell-intrinsic negative regulator required for the
maintenance of immune homeostasis, genetically engineered T cell-specific TRAF6-deficient mice show
multiorgan inflammatory disease such as sialadenitis. By gene expression microarray analysis,

immunohistochemistry and clinical findings, our study showed that TRAF6-deficient mice also display
dry eye like Sjogren®s syndrome.
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Corneal erosion, squamous cell hyperplasia, inflammatory cells infiltration, and angiogenesis were
observed in the cornea of KO mice. Many inflammatory cells infiltrated in the ILG and ELG.
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KO mice cornea with hyperplasia
is thicker than that of wild type.

# Intra lacrimal gland

}"11;4 L
o

A 9.

® MA pl

ot

X400 |

4 exorbital lacrimal gland

# Harderian gland

00
Many CD4* T lymphocytes infiltration in the ILG, ELG and salivary gland of the KO mice.

( 8 months old, KO and WT, n=3, Z-score z +2.0)
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Up-regulation in KO;840 genes, Down-regulation in KO; 456 genes
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SPRR1B
S100A8

KRTDAP

SPRR2D
SAA3
SPRR2F
SPRR3
SPRR2H
TFF1
CRYGS

small proline-rich protein 1B

5100 calcium binding protein A8

keratinocyte differentiation
associated protein

small proline-rich protein 2D
serum amyloid A 3 (Saa3)
small proline-rich protein 2F
small proline-rich protein 3
small proline-rich protein 2H
trefoil factor 1

crystallin, gamma S

SPRR2A2small proline-rich protein 2A2

GP2
LOR
MUC5B
DYNAP
IL1B
TFF1
RPTN
CRYBB2
IRG1

glycoprotein 2

loricrin

mucin 5

dynactin associated protein
interleukin 1 beta

trefoil factor 1

repetin

crystallin
immunoresponsive gene 1

@ Bio-Plex Pro™ Mouse Cytokine 23-plex Assay
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