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WFFERREOBEEE (330) : We have reported that cyclophosphamide (CY)-induced B cell depletion
resulted in an expansion of pathogenic high-affinity DNA-reactive B cells of R4A-Tg mice, followed by
an increase of serum levels of BAFF (B cell-activating factor). Neutralization of BAFF by BAFF-R-Ig
(BAFF-receptor-immunoglobulin) prevented the expansion of high-affinity DNA-reactive B cellsin the
recongtituting repertoire. Further, we have shown that bovine pancreatic DNase (Bp-DNase) treatment
resulted in a reduction of BAFF production in estrogen-treated R4A-Tg mice. In the current study, we
showed that the treatment of R4A-Tg mice with i.p. injection of Bp-DNase diminished the expansion of
pathogenic DNA-reactive B cells. In NZB/W F1 mice, serum BAFF levels were elevated as they
developed nephritis. Elevated erum BAFF levels were associated with serum anti-dsDNA antibodly titers.
B-cell depletion induced clinical remission 2 weeks after CY injection, followed by a reduction of
anti-dsDNA antibodies titers and proteinuria. Four weeks after CY treatment, we observed clinical
relapse as they showed re-increase of serum anti-dsDNA antibody titers and proteinuria. We are now
performing experiments to elucidate whether BAFF inhibition by BAFF-R-Ig or Bp-DNase during
recongtitution could prevent clinical flare-upsin CY-treated NZB/W F1mice.
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