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L ower-dose steroidsin lupus nephritis: How far has
guidance truly moved?
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L upus nephritis remains a significant challenge in systemic lupus erythematosus, driving morbidity and
mortality. For decades, high-dose corticosteroids have formed the backbone of induction therapy, effectively
suppressing inflammation but at a steep cost in terms of adverse events. The persistent question for clinicians

has been how to maintain renal response while mitigating the systemic toxicity of these powerful agents.

The Pivot: Current guidance increasingly advocates for lower initial steroid doses in lupus nephritis, often
combined with other immunosuppressants, to reduce long-term corticosteroid exposure.

The Data: While specific trial data are not provided here, the general trend in clinical practice and evolving
recommendations points towards regimens that minimise cumulative steroid burden.

The Action: Clinicians should consider incorporating steroid-sparing agents early in the treatment course

for lupus nepbhritis, adhering to the principle of using the lowest effective steroid dose for the shortest
possible duration.

Systemic lupus erythematosus (SLE) is a chronic autoimmune disease with a diverse clinical presentation, but renal
involvement, known as lupus nephritis (LN), isamong its most severe manifestations. LN can lead to irreversible kidney
damage, end-stage renal disease, and increased mortality. The standard approach to managing LN has historically relied
heavily on corticosteroids, particularly for induction therapy in active disease. These agents are potent anti-inflammatory
and immunosuppressive drugs, capable of rapidly controlling the acute inflammatory processes that characterise LN.
But their efficacy comes with awell-documented spectrum of dose-dependent and cumulative adverse effects, including
infections, osteoporosis, diabetes, hypertension, cataracts, and avascular necrosis, significantly impacting patient quality
of life and long-term outcomes.

The therapeutic market for LN has evolved, driven by a desire to achieve comparable efficacy with reduced steroid
exposure. This shift reflects a growing understanding of the long-term consequences of high-dose corticosteroids and
the availability of alternative immunosuppressive agents. Early guidelines often recommended high-dose intravenous
methy! prednisolone pulses followed by high-dose oral prednisone, sometimes exceeding 1 mg/kg/day, for induction
therapy. This aggressive approach aimed to rapidly induce remission and prevent irreversible renal damage. But the
sustained use of such doses, even for afew months, frequently led to significant steroid-related complications, prompting
are-evaluation of treatment strategies.

Rethinking Induction and Maintenance
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The core of the debate has centered on whether lower initial steroid doses, particularly when combined with other
immunosuppressants, can achieve similar rates of renal response without the associated toxicity. The rationale for this
approach is compelling: if a combination regimen can effectively control disease activity, then reducing the steroid
component should logically lead to fewer side effects. This strategy aligns with broader rheumatology principles, where
steroid-sparing agents are routinely employed to minimise corticosteroid dependence in conditions like rheumatoid
arthritis, atopic explored in our coverage of JAK inhibitorsin RA.

Initial studies investigating lower-dose steroid regimens often focused on comparing different corticosteroid tapering
schedules or incorporating steroid-sparing agents like cyclophosphamide or mycophenolate mofetil (MMF) from the
outset. The goal was to demonstrate non-inferiority in renal response rates while showing a clear benefit in terms

of reduced adverse events. These investigations typically enrolled patients with biopsy-proven active lupus nephritis,
often Class 11, 1V, or V, reflecting the populations most in need of aggressive immunosuppression. Endpoints included
complete renal response (defined by specific proteinuria and serum creatinine thresholds), partial renal response, and
rates of relapse. Safety assessments meticulously tracked infections, metabolic complications, and other steroid-related
adverse events.

The shift towards |ower-dose regimens has not been a sudden revol ution but agradual evolution, informed by cumulative
clinical experience and the increasing availability of data from varioustrials. For instance, the Euro-L upus Nephritis
Trial, while not directly comparing different steroid doses, demonstrated that alow-dose intravenous cyclophosphamide
regimen was as effective as a high-dose regimen for induction, particularly when combined with corticosteroids. This
provided early evidence that |ess intensive immunosuppression could be effective, paving the way for further exploration
of steroid reduction.

I ntegrating Steroid-Sparing Agents

Modern guidelines for lupus nephritis now routinely recommend combination therapy, where corticosteroids are used in
conjunction with other immunosuppressants. Mycophenol ate mofetil (MMF) and cyclophosphamide remain the primary
choices for induction therapy, with MMF often preferred due to its more favorable side effect profile, especialy in
non-Caucasian populations. Calcineurin inhibitors, such as tacrolimus or voclosporin, have also emerged as important
steroid-sparing agents, particularly in combination regimens. Voclosporin, for example, has been studied specifically for
its ability to alow for rapid steroid tapering while maintaining renal efficacy.

Thetypical approach now involvesaninitial pulse of intravenous methylprednisolone, often 500 mg to 1000 mg daily for
three days, followed by oral prednisone. But the starting oral prednisone dose has seen a significant reduction. Instead
of 1 mg/kg/day, many protocols now initiate oral prednisone at 0.5 mg/kg/day or even lower, especially when combined
with a potent immunosuppressant like MMF or a calcineurin inhibitor. The tapering schedule is also accelerated, aiming
to reach a maintenance dose of 5-7.5 mg/day within 3-6 months, or even complete discontinuation if possible. This
contrasts sharply with older regimens that often maintained patients on 10-15 mg/day for much longer durations.
Therationalefor thisaccel erated tapering isrooted in the understanding that most steroid-rel ated toxicitiesare cumul ative
and dose-dependent. Reducing the total steroid burden over time directly translates to alower risk of long-term
complications. For patients, this means a better quality of life, fewer hospitalizations for infections, and a reduced
incidence of chronic conditionslike diabetes and osteoporosis. The Oxford Handbook of Rheumatology (5th ed) provides
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aconcise overview of these evolving treatment paradigms, reflecting the current consensus on managing complex
autoimmune diseases.

The Practicalities of Dose Reduction
Implementing lower-dose steroid regimens requires careful patient selection and close monitoring. Patients with rapidly

progressive glomerulonephritis or severe extra-renal manifestations may still require higher initial steroid dosesto
achieve rapid disease control. But for most patients with active LN, the combination of a moderate-dose steroid with a
robust immunosuppressant appearsto be aviable and safer alternative. Regular assessment of renal function, proteinuria,
and serological markers (e.g., C3, C4, anti-dsDNA antibodies) is vital to ensure that disease activity remains controlled
during steroid tapering.

One of the persistent challengesin LN management, regardless of steroid dose, is medication adherence. Complex
regimens, often involving multiple immunosuppressants and corticosteroids, can be difficult for patients to manage.
Simplifying treatment schedules and providing clear instructions are essential. The long-term nature of LN also means
that patients are on immunosuppressive therapy for years, necessitating ongoing vigilance for both disease flares and
treatment-related toxicities. Thisis particularly relevant for conditions like IgA nephritis, where optimal care in older
transplant patients remains a data desert.

The move towards lower-dose steroids is not without its caveats. While the overall trend supports this approach,
individual patient responses can vary significantly. Some patients may still require higher doses or a slower taper due to
persistent disease activity or ahistory of severeflares. The heterogeneity of lupus nephritisitself, encompassing different
histological classes and varying degrees of chronicity, means that a one-size-fits-all approach israrely appropriate. The
decision to reduce steroid dose must always be balanced against the risk of disease relapse, which can lead to further
renal damage and necessitate re-escalation of therapy.

The long-term impact of these newer, lower-dose regimens on patient outcomes, particularly in terms of preventing
end-stage renal disease and improving overall survival, continues to be evaluated. While short-to-medium term data
are encouraging regarding renal response and reduced toxicity, the decades-long trajectory of LN requires sustained
follow-up. The development of novel therapies, such as interferon-alpha inhibitors, also offers new avenues for steroid
reduction, as seen with enpatoran, which has received breakthrough designation for lupus.

The current guidance reflects a pragmatic approach: use corticosteroids for their rapid anti-inflammatory effects,

but integrate steroid-sparing agents early and aggressively taper steroids to the lowest effective dose. This strategy
acknowledges the undeniable efficacy of corticosteroids while prioritising patient safety and long-term well-being. The
ongoing research in lupus management, as highlighted in discussions at major rheumatology congresses, continues to
refine these approaches, always seeking the optimal balance between disease control and treatment burden. The next
generation of trials will likely focus on even more personalised approaches, leveraging biomarkers to guide steroid
reduction and identify patients who can safely achieve steroid-free remission.

CLINICAL IMPLICATIONS
The shift towards lower-dose steroid regimens in lupus nephritis is a welcome, if overdue, evolution. For
clinicians, this means a more precise approach to induction and maintenance, moving away from historical
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blanket high-dose prescriptions. The evidence, while accumulated over time rather than from a single definitive
trial, strongly supports the integration of steroid-sparing agents from the outset.

This paradigm demands careful patient monitoring and a willingness to adjust therapy based on individual
response and tolerability. The goal is no longer just disease suppression, but disease suppression with
minimal collateral damage. Patients benefit directly from reduced exposure to the debilitating side effects of
corticosteroids, leading to improved quality of life and potentially better long-term outcomes.

The pharmaceutical industry has responded with new agents that facilitate steroid reduction, such as
voclosporin, and others in the pipeline. This innovation is critical, as it provides clinicians with more tools to
achieve steroid-sparing goals. But the cost-effectiveness of these newer therapies must always be considered
in the context of healthcare system budgets.

The guidance has moved towards a more patient-centric model. The challenge now is to ensure these
updated strategies are consistently implemented across diverse clinical settings and to continue refining our
understanding of which patients benefit most from specific low-dose regimens. The next step will be to identify
reliable biomarkers that can predict response and guide steroid withdrawal with even greater precision.

EDITORIAL & Al STANDARDS
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Life Science Feed without editor verification against the primary source.
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