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Lupus nephritis (LN) remains a severe complication of systemic lupus erythematosus, impacting 
long-term survival and quality of life.  Despite significant improvement in immunosuppressive drugs 
and regimens, at least 20% of LN patients still develop renal impairment, if not end-stage renal 
disease, requiring dialysis or renal transplantation.  The aim of this tissue-based project, started in 
July 2016, is to unravel the cellular and molecular mechanisms underlying renal injury in LN, in 
particular in cases not responding to standard of care immunosuppressive therapy, taking advantage 
of renal biopsy samples obtained within the frame of long-term clinical trials. 
 
In a first set of experiments, we have analyzed the genes expressed in archived renal biopsies 
obtained from LN patients.  Quite importantly, we found that overexpression of certain genes 
involved in local immune responses is associated with a poor long-term renal outcome.  In other 
words, these results confirm that the kidney is not only the victim of a systemic autoimmune 
aggression (e. g. through circulating autoantibodies) but is also an actor of the process by directly 
contributing to the immune injury.  Logically, we decided to investigate the mechanims through 
which kidney-homed lymphocytes (T and B cells) contribute to renal damage.  We set up very 
elegant techniques to analyse renal B cells extracted from fresh biopsies obtained by routine 
procedures (i. e. a renal biopsy for diagnostic purposes).  B cells can be analyzed on a cell-per-cell 
basis, with the aim to correlate the presence of certain B cell subsets with a poor prognosis or 
response to therapy, possibly explaining refractoriness to standard of care.  Since the presence of 
cytotoxic T cells (so-called CD8 T cells) were also found to predict a poor renal otucome, we decided 
to clone these cells from renal biopsies obtained from severely affected LN patients.  We hope to 
identifiy the antigen(s) recognized by these CD8 T cells, which would lead to completely new 
treatment approaches, not aimed at tackling systemic autoimmune reactions but rather at 
modulating local immune mechanisms. 
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