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Autoimmune @gulator (Aire)

e First described in 1997
as cause of APS-1

e Transcription factor
expressed in thymic

epithelial cells (mTECs)

e Induces expression of |
tissue-specific antigens gl e

thymocyte

(TSAs) for neg. selection Mathis & Benoist 2009
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Extra-thymic Aire-expressing cells (eTACs)

Mouse

Aire+ mTEC eTAC
Most important in perinatal window More important in adulthood (7
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Experimental questions & strategies

® Can eTACs be found in human LNs & spleen; if
so, what do they express?

<>By immuno-fluorescence (PLN and non-PLN sections)

e Comparison of expression in TID & non-TID
pancreatic LNs (quantitative RT-PCR)

<Do they differ in Aire expression?

<Does Aire expression correlate with expression levels
of putative peripheral TSAs?
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Summary
information
for sample
groups
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No difference in overall Aire expression

Aire/PPIA LTbetaR/PPIA
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A trend for Aire expression to increase with age
& years since diagnosis in T1D samples

Healthy Controls T1D samples T1D samples

Relative Aire Expression
Relative Aire Expression
Relative Aire Expression

Years since diagnosis

Healthy Controls T1D samples

Relative LTBR Expression
Relative LTBR Expression
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Lad1 expression correlates with Aire
expression while Egfl6 does not

-=- No diabetes
- T1D
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Relative Quantity Lad1

Relative Quantity Aire

p < 0.001 for No diabetes
p <0.05for T1D
(no difference between T1D and no diabetes)
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Future Directions

e Continue characterization of human eTACS by
immunofluorescence (lineage markers &
costimulatory molecules)

® Measure Aire expression levels in sorted populations
from fresh LN and spleen

e Continue to improve methods of isolation, expansion,
and enrichment for future functional experiments
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