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Lupus nephritis outcomes - is the picture changing?

Farinha F', Rahman A?

Lupus nephritis (LN) is one of the most severe mani-
festations of Systemic Lupus Erythematosus (SLE) and
LN patients have worse outcomes and comorbidity
rates compared to non-LN SLE patients'. Notably, LN is
associated with progression to end-stage renal disease
(ESRD) and death?.

The prognosis of LN improved considerably during
the second half of the twentieth century. In more recent
years, however, while some studies continued to show
an improvement over time’, others have showed that
mortality and ESRD rates have reached a plateau'*?,
suggesting that available treatments have limited effec-
tiveness and cannot further improve the outcomes.

The study of a multicentre Italian cohort of 499 pa-
tients diagnosed with LN from 1970 to 2016 suggested
that clinical presentation of LN has become less severe
in the last years, leading to a better long-term renal sur-
vival. According to the authors, reasons for improve-
ment include a prompt diagnosis of renal involvement,
a wider indication to renal biopsy, treatment based on
renal biopsy and increased clinical experience in the
management of LN°.

Slightly different results were suggested by a sin-
gle-centre study in the UK that also analysed the out-
comes of 219 LN patients over four decades, from 1975
to 2015. The 5-year mortality rates decreased from the
first decade (24%) to the second (4%) but then re-
mained stable. Main causes of death were infections
(31%), cardiovascular disease (31%) and malignancies
(16.7%). The 5-year progression to ESRD was stable
over the four decades (5% overall)*.

Furthermore, a recently published population-wide
study in Western Australia analysed ESRD and mortali-
ty rates for 366 patients with LN, in the period between
1985 and 2015. The authors found no improvement
in the mortality and ESRD rates for LN patients over
time®.

A systematic review and meta-analysis published
in 2016 aimed to investigate changes in ESRD risk
amongst adults with LN from 1971 to 2015 and in-
cluded 187 studies reporting on 18,309 patients. In de-
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veloped countries, the estimated risk of ESRD at 5 years
of LN decreased gradually from 16% (95%CI: 14-17%)
in 1970-1979 to 11% (95%CI: 10-12%) in the mid-
1990s, when it plateaued. ESRD risks at 10 and 15
years showed steeper declines in the 1970s and 1980s,
but also plateaued in the mid-1990s at 17% (95%CI:
16-18%) and 22% (95%CI: 20-23%), respectively®.

Since 2020, two drugs have been approved for LN
by both the Food and Drug Administration and the
European Medicines Agency - belimumab and voclo-
sporin. Other drugs have shown promising results in
phase 2 clinical trials, and there are a few currently
being tested in phase 3 trials, notably obinutuzumab
(NCT04702256), anifrolumab (NCT05138133) and
secukinumab (NCT04181762).

The use of high-dose corticosteroids is associated
with an increased risk of serious infections®, and infec-
tion is one of the main causes of death in LN patients.
In the successful phase 3 trial of voclosporin, this drug
was used in combination with mycophenolate mofetil
and low-dose steroids’, bringing hope that it will be
possible to treat LN effectively with lower doses of cor-
ticosteroids than the ones traditionally used, and sub-
sequently less damage accrual and improved survival.

The response to treatment, including the levels of
proteinuria and estimated glomerular filtration rate
at 12 months, has been one of the major factors associ-
ated with renal outcome and survival in patients with
LN®1° However, renal flares are frequent and have been
associated with a higher risk of progression to ESRD'"
12 By contrast, achieving a sustained renal remission
is associated with a lower risk of flares' and a predic-
tor of reduced mortality, chronic kidney disease and
ESRD™1,

A recent review on factors associated with a reduced
risk of renal flares included: attaining a low level of
proteinuria (< 700-800 mg/24h) by 12 months, using
mycophenolate over azathioprine, adding belimumab
to standard therapy, maintaining immunosuppressive /
biological treatment for at least 3 to 5 years, and using
hydroxychloroquine!2.

In fact, a recently published post-hoc analysis of four
phase 3 randomized controlled trials of belimumab in-
vestigated the effect of antimalarial agents (AMA), dif-
ferent doses of belimumab, and their combination on
preventing renal flares in SLE patients treated for extra-
renal manifestations. All participants received standard
of care plus either belimumab or placebo. Compared
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with placebo, the risk of renal flares was lower for in-
travenous belimumab 10 mg/kg (HR: 0.62; 95%ClL:
0.41-0.92; P=0.018) and intravenous belimumab 1 mg/
kg (HR: 0.42; 95%CI: 0.22-0.79; P=0.007), while no
significant association was found for subcutaneous be-
limumab 200 mg. AMA use also yielded a lower hazard
of renal flares (HR: 0.66; 95%CI: 0.55-0.78; P<0.001).
The lowest flare rate was observed for the combination
of intravenous belimumab 1 mg/kg and AMA (HR:
0.31; 95%CI: 0.18-0.54; P<0.001).

In conclusion, recent advances in the management
of patients with LN have the potential of improving the
prognosis of this serious condition. Hopefully, the pic-
ture is changing and a brighter future awaits.
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