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Purpose The effect of belimumab (BEL) on renal outcomes
has been previously demonstrated in the BLISS-LN study in
patients with active lupus nephritis (LN).1 Here we evaluate
the effect of BEL on pre-specified extra-renal outcomes in
patients with LN enrolled in the BLISS-LN study.
Methods In this Phase 3, double-blind, placebo (PBO)-con-
trolled study (GSK Study BEL114054; NCT01639339), adult
patients with systemic lupus erythematosus (SLE) and biopsy-
proven LN (class III, IV, and/or V) were randomised (1:1) to
monthly intravenous (IV) BEL 10 mg/kg or PBO, plus stand-
ard therapy (ST). Randomisation was stratified by race and
treatment regimen (high-dose corticosteroids + either cyclo-
phosphamide followed by azathioprine, or mycophenolate
mofetil [MMF] followed by MMF). Primary and major secon-
dary efficacy endpoints and safety have been previously

Abstract PO.5.105 Table 1 Summary of extra-renal efficacy outcomes at weeks 104 (mITT population)
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published.1 Extra-renal efficacy endpoints included: change
from baseline in SLE Disease Activity Index-2000 (SLEDAI-
S2K; excluding renal items); proportion of patients with SLE-
DAI-S2K organ system improvement (excluding renal involve-
ment); proportion of patients with Systemic Lupus
International Collaborating Clinics (SLICC)/American College
of Rheumatology (ACR) Damage Index (SDI) worsening; and
proportion of patients with prednisone-equivalent dose
£7.5mg/day and £5 mg/day at Week 104.
Results Overall, 448 patients were randomised and received
study treatment (safety population: n=224/treatment group;
modified intention-to-treat [mITT] population: n=223/treat-
ment group). In total, 91 (20.4%) patients withdrew from the
study, mainly due to withdrawal of consent (10.1%). The
mean (standard deviation [SD]) SLEDAI-S2K score at baseline
was 12.3 (5.0) and mean (SD) SDI score was 0.4 (1.0). Most
patients (86.1%) had immunologic SLEDAI-S2K involvement
at baseline and 39.2% had mucocutaneous involvement (rash,
n=119 [26.7%]; alopecia, n=101 [22.6%]; mucosal ulcers,
n=29 [6.5%]). At Week 104, there was a significantly greater
change from baseline in SLEDAI-S2K (excluding renal items)
in the BEL group than in the PBO group (treatment differ-
ence vs PBO [95% confidence interval]: –0.4 [–0.8, 0.0];
p=0.0436; Table 1). Among patients with organ system
involvement at baseline, at Week 104, greater proportions of
BEL-treated patients versus PBO-treated patients had improve-
ments from baseline in the immunologic, cardiovascular/respi-
ratory and vascular SLEDAI-S2K domains, while improvements
in mucocutaneous, musculoskeletal and hematologic domains
favoured PBO (Table 1). At Week 104, numerically more
PBO-treated patients (7.8%) than BEL-treated patients (6.5%)
experienced SDI worsening while on treatment (p=0.7293;
Table 1). At Week 104, significantly more BEL-treated patients
versus PBO-treated patients were receiving average prednisone-
equivalent doses of £7.5 and £5.0 mg/day (p=0.0139 and
p=0.0444, respectively; Table 1).
Conclusions The 104-week BLISS-LN study demonstrated that
some extra-renal outcomes and steroid dose reduction favoured
BEL, compared with ST alone in patients with active LN.
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Purpose Lupus nephritis (LN) is a severe manifestation of sys-
temic lupus erythematosus (SLE), however, current treatment
for LN is still associated with severe adverse effects, treatment
failures, and relapse rates. Tacrolimus (TAC), a novel calci-
neurin inhibitor with immunosuppressive effects, has recently
become increasingly interested in its role as a potential thera-
peutic agent in SLE. The aim of this study was to evaluate
the efficacy of TAC as a treatment for LN.
Methods We retrospectively reviewed the medical records of
patients with LN from January 1999 to December 2021.

One-hundred seventy biopsy proven cases of LN were
enrolled, with 92 in the TAC group and 87 in the non-TAC
group. The clinical response of TAC treatment in patients
with LN was evaluated by proteinuria, estimated glomerular
filtration rate (eGFR), anti-double-stranded DNA (anti-dsDNA)
antibody, complement 3 (C3), complement 4 (C4), and renal
SLE disease activity index (SLEDAI). Complete renal response
was defined as urine protein to creatinine ratio (UPCR) <0.5,
normal serum creatinine or, if normal at baseline, not
increased by �15%, and partial renal response was defined as
a normal or near-normal GFR with a � 50% reduction in
proteinuria to sub-nephrotic levels. The poor outcomes were
end stage renal disease or death.
Results The baseline clinical manifestations between the two
groups showed no significant differences. Most of TAC
group received combination therapy with other immunosup-
pressants, and only 19 (20.7%) patients maintained TAC
monotherapy. After 5 years, there were no statistically signifi-
cant differences in proteinuria, eGFR levels, anti-dsDNA,
serum C3/C4, and renal SLEDAI. The overall (complete and
partial) renal response rate was not significantly different:
72.9% of patients receiving TAC and 85.5% of patients not
receiving TAC (p = 0.1). The poor outcomes were similar in
both groups.
Conclusions Our results indicate that TAC is potentially effec-
tive in treating LN, and may be a reasonable option for
patients with LN. TAC can help patients with LN achieve a
renal response and slow progression.
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Background/Purpose Diagnosis of Lupus Nephritis (LN) is cur-
rently based on laboratory tests and renal histopathology. The
role of histopathological features in determining long term
outcomes is unclear. The objectives are to determine if clinical
and biochemical parameters at baseline could identify renal
histopathological class and to assess the clinico-histopathologi-
cal predictors of renal response.

Abstract PO.5.107 Figure 1 Kaplan-Meier plot of remaining free of
poor-outcomes in patients with lupus nephritis
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