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Background:�We�had�previously�reported�that�tumor�necrosis�factor�superfamily�13�(TNFSF13)�is�associated�with�both�

the�susceptibility�to�and�progression�of�IgA�nephropathy.�In�this�study,�we�further�evaluated�the�role�of�TNFSF13�in�

the�IgA�nephropathy�as�in�vitro�study.

Methods:�We�isolated�B�cells�from�IgA�nephropathy�patients�(n=30)�and�healthy�individuals�(n=29),�and�stimulated�

the�cells�with/without�TNFSF13.�We�evaluated�the�production�and�proportion�of�IgA�and�galactose-deficient�IgA�

(GdIgA)�by�ELISA�and�flow�cytometry.�Additionally,�we�estimated�the�proportion�of�viable�B�cells�by�annexin�V�sta-

ining�and�examined�whether�glycosyltransferase�expression�is�altered�with�TNFSF13�treatment�by�the�realtime�PCR�

and�RNA�sequencing.�Furthermore,�we�compared�the�ectopic�expression�of�TNFSF13�mRNA�in�renal�tissues�from�

healthy�individuals�with�that�in�IgA�nephropathy�and�lupus�nephritis�patients.

Results:�After�4�days�of�culture,�the�total�IgA�level�was�higher�in�TNFSF13-treated�group�than�in�the�control�group.�

IgA�levels�reduced�upon�treatment�with�receptor�blockers�(TACI-Fc�or�BCMA-Fc).�Similar�

results�were�also�obtained�by�flow�cytometry�and�in�the�healthy�individuals.�However,�

unrelated�or�contrasting�results�were�obtained�for�the�effect�of�TNFSF13�treatment�on�

GdIgA�levels.�ELISA�revealed�that�the�proportion�of�GdIgA�was�reduced�in�the�TNFSF13-�

treated�group;�flow�cytometry�did�not�reveal�any�correlation�between�TNFSF13�and�GdIgA+�

B�cell�proportion.�Additionally,�TNFSF13�treatment�did�not�alter�the�expression�of�gly-

cosyltransferase�mRNA.�Annexin�V�staining�revealed�that�the�viability�of�B�cells�was�sig-

nificantly�higher�in�the�TNFSF13-treated�group�than�the�control�group�or�in�the�group�

with�receptor�blockers.�Tubular�or�glomerular�expression�of�TNFSF13�did�not�differ�bet-

ween�the�healthy�controls�and�IgA�nephropathy�patients;�however,�tubular�expression�

was�higher�in�lupus�patients�than�in�the�other�groups.

Conclusions:�TNFSF13�affects�the�outcome�of�IgA�nephropathy�by�enhancing�the�survival�

of�B�cells�rather�than�by�increasing�GdIgA�production.
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