
exposure for an IV to SC switch after the Week 2 IV loading
dose. Each dosing regimen simulated BEL PK in 1000 virtual pts.
Results Average BEL exposure over the first 12 (Cavg[0–12])
and 24 weeks are shown in Figure 1. SC dosing without load-
ing resulted in lower BEL exposure than IV dosing (Cavg[0–
12]: 56.7 mg/ml vs 88.8 mg/ml, respectively). Adding a 4-week
loading period (400 mg QW to Day 21) to SC dosing raised
BEL exposure for Week 0–12 to average levels similar to
those of IV dosing (Cavg[0–12]: 78.3 mg/ml vs 88.8 mg/ml,
respectively). Switching from IV to SC at Weeks 3 or 4 (i.e.
after the Week 2 IV loading) was shown to yield similar aver-
age exposures over the first 12 and 24 weeks compared with
remaining on IV. After 24 weeks, when proteinuria levels had
decreased in response to treatment and BEL PK was close to
SS, the IV and SC regimens predicted similar BEL exposures
(Figure 1 and 2).

Conclusions PK simulations predicted that the SC dose with
4-week loading (400 mg QW to Day 21) would achieve an
average BEL exposure similar to that of the IV regimen.
Overall, the results from BLISS-LN and PK simulations sup-
port the approval of the IV dose and SC dosing with loading,
with no additional dose adjustments required for proteinuria
levels.
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Purpose B cells play a pivotal role in systemic lupus erythema-
tosus (SLE) pathogenesis. The aim of this study was to investi-
gate the relationship between peripheral blood B cell
phenotype, disease activity and histological lesions in lupus
nephritis (LN-SLE).
Methods One hundred LN-SLE with active renal involvement,
40 at disease diagnosis (Early) and 60 in whom LN occurred
after the disease diagnosis (Long) were enrolled, 37 controls
were included. Clinical, laboratory and demographic data were
collected at baseline and after 6 and 12 months. Disease activ-
ity was recorded using SLEDAI-2K. Nephritic class was eval-
uated according to the ISN/RPS classification. Memory B cells
immunophenotyping (IgD/CD27 classification) was analyzed in
peripheral blood through flow cytometry. IL-6 and BAFF
serum levels were assayed by ELISA.
Results There were no differences in the distribution of the
renal classes and in activity and chronicity indices in the Early
and Long groups. A direct correlation was observed between
chronicity index score and creatinine in the whole cohort
(R=0.342;p<0.01) and in Early (R=0.528;p=0.01) and Long
(R=0.337;p=0.02). The histological activity index was signifi-
cantly higher in anti-dsDNA positive than in negative ones
(6.6±4.8 vs 2.8±3.5;p=0.01), and in patients with at least
one antiphospholipid (APL-ab) positivity (6.8±4.8 vs 5.1±4.8;
p=0.05). The presence of histological lesions (glomerulosclero-
sis and fibrocellular crescents) and the positivity for at least
one of the APL-ab were associated to the failure in achieving
clinical remission within 12 months, while baseline 24h-UP
levels £2750mg were associated to remission achievement
[OR:2.6(95%CIs:1.1–5.8)]. Regarding B cells subsets, a lower
percentage of CD19pos and IgDposCD27pos in LN-SLE com-
pared to controls (6.8±5.5% vs 10.5±3.5%;p<0.01 and 11.1
±12.0% vs 15.3±8.0%;p<0.01,respectively) was observed. In
addition, we found higher levels of IgDnegCD27neg and
CD27posCD38pos in LN-SLE than in controls [(CD27negIgD-
neg10.0±8.7% vs 4.1±1.9%;p<0.01)(CD27posCD38pos4.4
±5.3% vs 1.0±0.5%;p<0.01)]. Furthermore, CD19pos and

Abstract PO.5.102 Table 1 Summary of simulated dosing
regimens

Abstract PO.5.102 Figure 1 Median (95% prediction interval) BEL
exposure for IV and SC dosing regimens over 52 weeks

Abstract PO.5.102 Figure 2 Concentration versus time BEL IV and
SC loading to week 4
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IgDposCD27pos negatively correlated with BAFF (R=-0.327;
p=0.03 and R=-0.305;p=0.04 respectively), while a direct
correlation was observed between IgDnegCD27neg B cells and
IL-6 levels (R=0.302;p<0.01). Considering the remission sta-
tus, both remission and no remission had significantly lower
frequencies of IgDposCD27pos than controls [(Remission:10.7
±12.4% vs 15.3±8.0%;p<0.01)(No-Remission:9.8±9.5% vs
15.3±8.0%;p<0.01)] conversely had a significantly higher rate
of IgDnegCD27neg [(Remission:11.5±10.0% vs 4.1±1.9%;
p<0.01;NoRemission:9.6±6.7% vs 4.1±1.9%;p<0.01] and
plasmablasts [(Remission 5.2±6.7% vs 1.0±0.5;p=0.05;NoRe-
mission:4.1±3.4 vs 1.0±0.5;p<0.01)] than controls.
Conclusion LN-SLE active injury and chronic damage histolog-
ical features seemed to not depend on disease duration per se.
Memory B cells immunophenotyping reveals a distinct B cells
subset of LN-SLE patients when compared to healthy controls,
confirming a change in the B cells subsets in SLE patients and
strengthening the hypothesis of the possible role of B lympho-
cytes as biomarker in the course of LN.

PO.5.104 EVALUATION OF TRADITIONAL LABORATORY MARKERS
AS PREDICTORS OF RENAL FLARES: A POST-HOC
ANALYSIS OF FOUR PHASE III CLINICAL TRIALS OF SLE

S Jägerback*, A Gomez, I Parodis. Division of Rheumatology, Department of Medicine
Solna, Karolinska Institutet and Karolinska University Hospital ~ Stockholm ~ Sweden

10.1136/lupus-2022-elm2022.128

Purpose In patients with systemic lupus erythematosus (SLE),
renal involvement is associated with high morbidity, and renal
flare is a major contributing factor to poor long-term progno-
sis. Lupus nephritis (LN) still leads to end-stage kidney disease
in approximately 10–20% of SLE patients. Identification of
patients with susceptibility to develop a renal flare despite
immunosuppressant therapy is needed toward individualised
treatment optimisation, which was the scope of the present
investigation.
Methods In this study, we used pooled data from four phase
III randomised controlled trials of belimumab in patients with
SLE, i.e. BLISS-52 (NCT01597622; N=865), BLISS-76
(NCT00410384; N=819), BLISS Northeast Asia
(NCT1597622; N=677), and BLISS-SC (NCT01484496;
N=836). SLE patients with moderate to severe disease activity
were recruited while active severe LN was an exclusion crite-
rion. Participants were on non-biologic standard therapy, and
were assigned to IV belimumab (1 mg/kg or 10 mg/kg every
fourth week), SC belimumab 200 mg weekly, or placebo. The
outcome of this investigation was development of renal flares,
defined as a reproducible (i) increase in proteinuria to >1 g/
day if the baseline value was <0.2 g/d, >2 g/day if the base-
line value was 0.2–1.0 g/d, or >2 times the baseline value if
the baseline value was >1g/d, (ii) increase in serum creatinine
�20% or 0.3 mg/dL, accompanied by proteinuria, haematuria
or red blood cell (RBC) casts, or (iii) new haematuria of glo-
merular origin, accompanied by proteinuria or RBC casts. Cox
proportional hazards regression models were employed. We
next adjusted the models for age, sex, ethnicity, BMI, organ
damage, baseline SLE disease activity, previous renal involve-
ment, baseline prednisone equivalent dose, and use of immu-
nosuppressants and belimumab.
Results The mean age of the patients was 36.7 years, 94%
were women, and 192 developed a renal flare after a median

of 141 days. The proportion of patients with a history of
renal involvement was 54.6%. In univariable Cox regression
analysis, low C3 levels at baseline were associated with an
increased risk to develop a renal flare (hazard ratio, HR: 2.6;
95% confidence interval, CI: 1.9–3.5; p<0.001; figure 1), as
did anti-dsDNA positivity (HR: 1.8; 95% CI: 1.3–2.6;
p=0.001), anti-Sm positivity (HR: 1.6; 95% CI: 1.1–2.5;
p=0.022), plasma albumin levels (HR: 0.9; 95% CI: 0.8–0.9;
p<0.001), and proteinuria (HR: 1.5; 95% CI: 1.4–1.6;
p<0.001). Low C4 levels were not associated with renal flare
development. In adjusted analysis, the association with low C3
levels, plasma albumin and proteinuria remained significant.
Conclusions Low C3, plasma albumin and proteinuria levels
at baseline were associated with renal flare development in a
clinical trial setting encompassing patients with active SLE
yet no severe active LN, as were anti-dsDNA and anti-Sm
positivity yet only in unadjusted models. While C3 and anti-
dsDNA are markers of known importance for surveillance of
renal SLE, anti-Sm and plasma albumin are not established
markers of renal flare; investigation of potential complemen-
tal predictive properties across these traditional biomarkers
has merit.

Abstract PO.5.104 Figure 1
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