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The therapeutic goal in systemic 
lupus erythematosus is to reduce 
end‑organ damage, minimise 

disease flares and improve long‑term 
survival. Dr Shirley Chan notes that 
hydroxychloroquine remains the first‑line 
agent, though retinal toxicity warrants 
regular monitoring. Mycophenolate 
mofetil is the drug of choice for lupus 

nephritis, with serious infection as a key 
concern. Intravenous cyclophosphamide 
is reserved for severe disease. Biologics 
– including monoclonal antibodies 
targeting B cells, interferon receptors, 
and anti‑CD20 agents – are used in 
moderate‑to‑severe cases. The emerg‑
ing concept of "immune reset" via CAR 
T‑cell therapy represents a novel frontier. 

Dr Kelly Yam and Dr Iris Tang 
highlight that idiopathic inflammatory 
myopathy affects not only the skin and 
joints but also carries a significant risk of 
interstitial lung disease (ILD) in over 40% 
of patients, as well as malignancy. Certain 
autoantibodies, such as anti‑MDA5, are 
associated with rapidly progressive ILD 
and high mortality. Conversely, when 
patients present with ILD symptoms (eg, 
dyspnoea and cough), evaluation should 
include physical examination, high-reso‑
lution computed tomography, pulmonary 
function testing, and myositis‑specific 

autoantibody serology. Initial treatment 
comprises corticosteroids and immuno‑
suppressants. For rapidly progressive 
ILD, rituximab and Janus kinase inhibitors 
may be considered. Antifibrotic therapy 
may slow the decline in lung function, 
and lung transplantation remains an 
option in refractory cases. 

Dr Martin Chung warns that psoriatic 
arthritis is a debilitating condition affecting 
approximately 30% of psoriasis patients. 
Early recognition and intervention are 
crucial, as diagnosis is often delayed by 
more than 2 years. Clinical clues include 
nail involvement, scalp lesions and inverse 
patterns. Imaging modalities such as 
ultrasound and magnetic resonance 
imaging can detect synovitis even in the 
asymptomatic phase. Early use of biolog‑
ics increases the likelihood of achieving 
complete skin clearance and disease 
modification, potentially allowing subse‑
quent treatment intensity to be reduced. 
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Treatment Updates
in Systemic Lupus Erythematosus

Key words:
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(系統性紅斑狼瘡) 
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Systemic lupus erythematosus 
(SLE) is a multisystem autoim‑
mune disease characterised 

by a highly heterogeneous clinical 
presentation and a course marked by 
exacerbations and remissions. For 
decades, management relied on broad 
immunosuppression, but the thera‑
peutic landscape has recently entered 
a transformative phase. The current 
paradigm is shifting toward prioritising 
the prevention of organ damage and the 
improvement of long-term survival.1,2 

Treatment targets in SLE 
Modern management of SLE is increas‑
ingly guided by a treat-to-target strategy, 
where the primary objective is to reach 
a state of remission (Table). Achieving 
remission, as defined by the Definition of 
Remission in SLE criteria,3 is considered 
the ideal target to prevent irreversible 
organ damage and improve long-term 

survival. However, due to the disease's 
complexity, remission is not always 
achievable; in such cases, the Lupus 
Low Disease Activity State serves as a 
secondary, validated alternative target.4 

Both states are proven to reduce flares 
and halt damage accrual, ultimately 
enhancing the patient's quality of life. 

The foundational pillar: 
HCQ and steroid sparing 
Hydroxychloroquine (HCQ) remains 
the 'anchor' drug recommended for all 
patients with SLE unless contraindicated 
or intolerant. Beyond its immunomodula‑
tory effects, HCQ offers antithrombotic, 
lipid-lowering and glucose-lowering ben‑
efits that improve overall survival. The 
2023 European Alliance of Associations 
for Rheumatology (EULAR) update and 
2021 Asia-Pacific League of Associations 
for Rheumatology consensus recom‑
mend a target dose of 5 mg/kg real body 
weight/day to balance clinical efficacy 
against the risk of long-term retinal 
toxicity.1,2 

An important evolution in manage‑
ment is the emphasis on minimisation 

of glucocorticoids (GC) use. While GC is 
effective for controlling disease activity 
during disease flare, chronic GC use is a 
primary driver of irreversible organ dam‑
age. GC dose at disease flare should be 
guided by severity and affected disease 
organ, and tapered to the lowest effec‑
tive maintenance dose when disease 
activity improves. Although a controlled 
trial of different GC tapering regimens or 
maintenance doses is still lacking in SLE, 
a target maintenance dose of 5 mg/day 
(prednisone equivalent) or less is recom‑
mended, with complete withdrawal 
attempted whenever possible.2 

Conventional 
immunosuppressive 
therapies 
Conventional immunosuppressive drugs 
serve as a vital bridge between founda‑
tional therapy and biologics, particularly 
for patients who cannot achieve the 
treatment targets on HCQ and low-
dose steroids alone. Methotrexate and 
azathioprine are established options 
for managing skin and joint manifesta‑
tions and facilitating steroid tapering. 

DORIS, Definition of Remission in SLE; HCQ, hydroxychloroquine; LLDAS, Lupus Low Disease Activity State; SLE, 
systemic lupus erythematosus; SLEDAI, Systemic Lupus Erythematosus Disease Activity Index 

Table. Comparison of SLE treatment targets: DORIS and LLDAS. 

Criterion DORIS LLDAS

Disease activity score Clinical SLEDAI-2K = 0 SLEDAI-2K ≤4 

Physician global assessment  
(on a 0–3 scale) <0.5 ≤1.0 

Glucocorticoid dose 
(prednisolone equivalent) ≤5 mg/day ≤7.5 mg/day 

Major organ activity None allowed None allowed 

New disease activity None allowed None allowed 

Maintenance therapy Allowed (HCQ and stable 
immunosuppressants) 

Allowed (HCQ and stable 
maintenance therapy)
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Mycophenolate mofetil (MMF) is 
frequently used for moderate-to-severe 
disease and has become a first-line 
induction and maintenance agent for 
lupus nephritis (LN). In the Asia-Pacific 
region, clinicians are advised to adjust 
MMF dosing for body weight, typically 
targeting ≤2 g/day to avoid the higher 
rates of serious infection observed in 
Asian cohorts compared with Western 
populations. For organ-threatening or 
life-threatening disease, intravenous 
cyclophosphamide remains a standard 
for induction, though the lower-dose 
"Euro-Lupus" regimen is increasingly 
preferred to minimise risks of gonadal 
toxicity and leukopenia. Calcineurin 
inhibitors, such as tacrolimus, also offer 
a steroid-sparing alternative, especially in 
patients planning for pregnancy. 

Biologics therapy: Type I 
interferons and B cells 
The approval of targeted biological 
agents has fundamentally altered the 
treatment of moderate-to-severe SLE. 
Belimumab, a monoclonal antibody tar‑
geting B-lymphocyte stimulator (BAFF), 
has demonstrated efficacy in reducing 
disease activity in SLE and LN, prevent‑
ing flares and halting damage accrual 
over long-term use.5,6 Anifrolumab, a 
humanised monoclonal antibody that 
binds to the type I interferon receptor, 
represents another major advancement. 
By blocking signalling from all type I inter‑
feron subtypes, anifrolumab has shown 
robust efficacy across organ domains, 
particularly in mucocutaneous and 
joint manifestations.7,8 Notably, current 
EULAR guidelines place belimumab and 
anifrolumab as equal options for patients 
not responding to foundational therapy, 
without a mandatory hierarchy requir‑
ing the failure of multiple conventional 
immunosuppressants.2 Obinutuzumab, a 
glycoengineered humanised type II anti-
CD20 monoclonal antibody, has achieved 
recent approval in LN and a positive 
phase 3 trial in SLE.9,10 

CAR T-cell therapy and 
immune reset 
A concept of "immune reset" has 
emerged after the successful application 
of chimeric antigen receptor (CAR) T-cell 
therapy in the treatment of refractory 
autoimmune disease. A highly effective 
treatment in B-cell malignancies, CD19- 
and/or BCMA-targeted CAR T cells have 
induced profound and durable remission 
in patients with severe refractory SLE.11,12 
By deeply depleting peripheral and tissue 
B cells, CAR T-cell therapy potentially 
offers a functional cure, allowing patients 
to remain in remission without ongoing 
immunosuppression.13 

The pipeline: Ongoing 
phase 3 trials 
Ongoing phase 3 clinical trials for SLE 
are increasingly focused on targeting 
specific immunopathogenic pathways, 
such as type I interferon signalling and 
B-cell activation, to address the disease's 
clinical heterogeneity.14 Major ongoing 
studies include TOPAZ-1 and TOPAZ-2 
(NCT04895241 and NCT04961567), 
evaluating the efficacy of litifilimab 
(an anti-BDCA2 monoclonal antibody) 
in SLE, alongside the AMETHYST 
trial (NCT05531565) for cutaneous 
manifestations. Following its approval for 
general SLE, anifrolumab is now being 
investigated for active proliferative LN 
in the IRIS trial (NCT05138133). The oral 
TYK2 inhibitor deucravacitinib is also 
moving through phase 3 in the POETYK 
SLE-1 and SLE-2 trials (NCT05617677 
and NCT05620407), aiming to confirm 
significant phase 2 improvements in 
skin and systemic disease activity. 
Furthermore, ianalumab is being studied 
in the SIRIUS-SLE and SIRIUS-LN trials 
(NCT05639114 and NCT06711887) to 
evaluate its unique dual mechanism of 
blocking BAFF-mediated survival while 
depleting B cells. 

Conclusion 
In conclusion, the management of SLE 
has moved beyond broad suppression 

toward a targeted approach with the 
integration of biologics. The potential for 
an immune reset with cellular therapies 
offers unprecedented hope for patients 
with this complex disease. As research 
continues to unravel the heterogeneity 
of SLE, the ultimate goal remains achiev‑
ing long-term remission and restoring a 
normal quality of life.
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Idiopathic Inflammatory Myopathy-Associated 
Interstitial Lung Disease
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病); Myositis-specific antibody (肌炎特
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Idiopathic inflammatory myopathy 
(IIM) is a group of autoimmune 
diseases with heterogeneous 

presentations including myositis, skin 
rash, joint pain, interstitial lung disease 
(ILD), and cardiac and gastrointestinal 

involvement. IIM has an estimated 
prevalence of 2–25 per 100,000 popula‑
tion.1 Over 40% of IIM patients develop 
ILD during their disease course.2  The 
classification of IIM has evolved with 
time, from the initial Bohan and Peter 
criteria on dermatomyositis (DM) and 
polymyositis (PM),3,4 to the incorporation 
of myositis-specific antibodies (MSA) and 
myositis-associated antibodies (MAA) in 
diagnosis, including anti-Jo1 in the latest 
2017 European Alliance of Associations 

for Rheumatology/American College 
of Rheumatology (ACR) classification 
criteria.5 Major clinical subtypes include 
DM, PM, clinically amyopathic DM, 
antisynthetase syndrome (ASyS) and 
immune-mediated necrotising myopa‑
thies. Table 1 summarises the major 
MSA/MAA with the associated clinical 
subtypes and features.6,7 The leading 
causes of mortality in IIM include ILD, 
infection, malignancy and cardiovascular 
causes, with ILD being accountable for 

ASyS, antisynthetase syndrome; CADM, clinically amyopathic dermatomyositis; DM, dermatomyositis; ILD, interstitial 
lung disease; IIM, idiopathic inflammatory myopathy; IMNM, immune-mediated necrotising myositis; MSA, 
myositis-specific antibodies; MAA, myositis-associated antibodies; pSS, primary Sjogren’s syndrome; RP-ILD, rapidly 
progressive interstitial lung disease; SLE, systemic lupus erythematosus; SSc, systemic sclerosis/scleroderma 

Table 1. Important MSA and MAA and their associated clinical features6

Antibody Clinical subtype Common 
manifestations 

Local prevalence 
among IIM patients7 

MSA

Antisynthetase 
antibodies  

(Jo1, PL-7, PL-12, EJ, 
OJ, Zo, KS, Ha) 

ASyS 

Myositis, arthritis, 
Raynaud’s  

phenomenon,  
mechanic’s hands, ILD 

34.9% 

Anti-MDA5 CADM Skin ulcerations, 
RP-ILD 14.0% 

Anti-Mi2 DM 
Heliotrope rash, Got-

tron’s sign,  
shawl sign, ILD 

5.2% 

Anti-SRP 
IMNM 

Severe necrotising 
myopathy 

no increased risk of ILD 

10% 

Anti-HMGCR 3.8% 

Anti-TIF1-γ DM Malignancy 15.0% 

Anti-NXP2 DM Malignancy, calcinosis 3.3% 

Anti-SAE1 DM Malignancy 2.7% 

MAA

Anti-Ro52 Overlaps with pSS, 
SLE, SSc 

ILD, arthritis,  
mechanic’s hands 

Anti–PM/Scl-75/100 Overlaps with SSc
Arthritis, Raynaud’s 

phenomenon,  
mechanic’s hands, ILD

Anti-Ku Overlaps with SSc, SLE 
Arthralgia, Raynaud’s 

phenomenon,  
mechanic’s hands, ILD
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almost 20% of deaths.8 Mortality varies 
in different clinical subtypes and is par‑
ticularly high in the subgroup with anti-
MDA5 positivity.9 Previous local data also 
demonstrated an increased prevalence 
of ILD (86%), rapidly progressive ILD 
(RP-ILD; 41%), and mortality (38%) in 
anti-MDA5–positive patients.10 Similarly, 
there was an increased incidence of ILD 
(54%) in patients with ASyS.11 An over‑
view of screening, diagnosis, monitoring 
and treatment updates of IIM-ILD is 
outlined in this article. 

Screening and monitoring  
Physicians should remain vigilant on ILD by 
comprehensive evaluation of respiratory 
signs and symptoms (dyspnoea, cough 
or crackles). The ACR/American College 
of Chest Physicians (CHEST) guideline 
recommended ILD screening by high-
resolution computed tomography (HRCT) 
thorax and pulmonary function tests in IIM 
patients with clinical or serological risk fac‑
tors. Clinical risk factors for ILD develop‑
ment include mechanic’s hands, arthritis 
or arthralgia, and ulcerating lesions, while 
serological risk factors include  antibody 
positivity for antisynthetase antibodies, 
anti-MDA5, anti-Ku, anti-PM/Scl, anti-
Ro52. However, absence of risk factors did 
not preclude the occurrence of ILD. Data 
from MyoHK, a local multicentre myositis 
registry, apart from verifying similar risk 
factors in the Hong Kong cohort, also iden‑
tified patients without guideline-specified 
risk factors or respiratory symptoms who 
went on to develop ILD.12   

Radiological features 
HRCT is often considered the gold 
standard of IIM-ILD diagnosis. HRCT can 
determine the extent of the disease and 
the degree of fibrosis, and it can also be 
used for monitoring any progression. The 
most common abnormalities seen in IIM-
ILD on HRCT are non-specific interstitial 
pneumonia (NSIP), organising pneumonia 
(OP), mixed NSIP/OP pattern, and usual 
interstitial pneumonia.13 Ground-glass 
opacities and reticulations were common 

in ILD associated with antisynthetase 
syndrome. On the other hand, RP-ILD, 
most commonly associated with anti-
MDA5 antibody positivity, usually dem‑
onstrated OP pattern, including diffuse 
infiltration and patchy consolidation.

Treatment 
Combination therapy with immunosup‑
pressants is recommended for patients 
with IIM-ILD. First-line treatment options 
include glucocorticoids, mycophenolate 
mofetil, azathioprine, rituximab and 
calcineurin inhibitors, according to the 
latest ACR/CHEST guideline.14 For 
rapidly progressive ILD or anti-MDA5 
disease, add-on therapy with rituximab, 
cyclophosphamide,  or Janus kinase 
inhibitors should be considered.  For 
anti-MDA5 disease, previous local data15 
demonstrated the effectiveness of add-
on rituximab while emerging evidence 
has demonstrated benefits of tofacitinib 
in reducing death or lung transplanta‑
tion within 1 year.16 A recent study 
from Singapore used triple therapy with 
steroid, rituximab and tofacitinib, with the 
principle to inhibit the type 1 interferon 
signalling and to attenuate the B-cell 
response early in the disease process.17 

In addition, antifibrotics are another 
important adjuvant treatment for IIM-ILD. 
Nintedanib was associated with a lower 
rate of decline in forced vital capacity in 
the INBUILD trial18 for progressive fibros‑
ing interstitial lung disease with aetiologies 
other than idiopathic pulmonary fibrosis. 
Other than pharmacological treatment, 
pulmonary rehabilitation and vaccination 
are also essential. In cases refractory to 
standard treatment, referral for lung trans‑
plant assessment should be considered. 
A multidisciplinary approach integrating 
rheumatologists, pulmonologists, and 
additional expertise is synergistic for 
optimising outcomes in complex IIM-ILD 
cases. 

Conclusion  
IIM-ILD carries significant morbidity and 
mortality, so screening and early detection 

are essential. Major treatments include a 
combination of glucocorticoids and immu‑
nosuppressants, with recent advances in 
antifibrotics and biologic agents.
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Psoriatic disease is a systemic, 
immune‑mediated condition char‑
acterised by a broad spectrum of 

clinical manifestations and a range of 
associated comorbidities. Among these, 
psoriatic arthritis (PsA) represents one 
of the most common and debilitating 
complications. Approximately 30% of 
individuals with psoriasis will eventually 
develop joint involvement, with an esti‑
mated annual conversion rate of around 
2%.1,2 In addition, the cumulative burden 
of psoriatic disease extends well beyond 
physical symptoms. Stigma, psycho‑
logical distress and social impairment 
compound the impact of chronic inflam‑
mation, underscoring the importance 
of early recognition and intervention. 
Dermatologists are often the first spe‑
cialists to encounter patients long before 
musculoskeletal symptoms emerge, 
offering a critical opportunity to identify 
high‑risk phenotypes and intervene 
early enough to influence long‑term 
outcomes. Growing evidence suggests 

that timely, targeted therapy with biolog‑
ics may not only control symptoms but 
also modify the trajectory of psoriatic 
disease.  

Diagnostic delay remains a persis‑
tent challenge in current practice. More 
than half of PsA patients experience 
delays exceeding 2 years, and up to 
41% of PsA cases remain undiagnosed 
within psoriasis cohorts. Radiographic 
erosions can appear within the first year 
of disease, highlighting the urgency 
of early recognition.3,4 Although the 
CASPAR criteria remain the standard 
for PsA classification, their sensitivity 
is reduced in early disease, and patients 
whose skin has cleared with treatment 
may not meet the “current psoriasis” 
criterion.5 This highlights the need for 
proactive screening rather than relying 
solely on classification tools designed 
for established disease. 

Clinical phenotypes provide 
important clues to progression. Nail 
dystrophy, scalp involvement, inverse 
psoriasis and severe plaque burden 
have all been associated with increased 
PsA risk. Comorbidities such as obesity 
further amplify systemic inflammation 
and contribute to disease progression.1 

Well‑established screening question‑
naires are available for use in clinical set‑
tings.6 In addition, newer tools that rely 
only on demographic information and 
clinical history have been developed to 
estimate an individual’s risk of progress‑
ing to psoriatic arthritis.7 

A substantial body of research 
has identified radiographic predictors 
of transition from psoriasis to PsA. 
Imaging has become an increasingly 
valuable tool for detecting subclinical 
inflammation. Ultrasound studies reveal 
that up to 40% of psoriasis patients 

without joint symptoms already exhibit 
synovitis or enthesitis, and the presence 
of entheseal erosions or enthesophytes 
predicts future PsA.8,9 Magnetic reso‑
nance imaging studies show that nearly 
half of asymptomatic psoriasis patients 
demonstrate synovitis, osteitis, or teno‑
synovitis. Emerging modalities such as 
high‑resolution peripheral quantitative 
computed tomography (CT) and fibro‑
blast activation protein inhibitor positron 
emission tomography/CT offer even 
greater sensitivity for detecting micro‑
structural and metabolic changes.8,10 
These findings support the concept of 
a “preclinical PsA” phase, analogous to 
prerheumatoid arthritis, in which early 
intervention may prevent progression. 

Biologic therapies have trans‑
formed psoriasis management, 
enabling high rates of skin clearance 
and improved quality of life. Network 
meta‑analyses demonstrate that mod‑
ern biologics achieve deep remission 
with favourable safety profiles.11 Yet the 
central question remains whether bio‑
logics can modify the natural history of 
psoriatic disease. The interleukin (IL)‑23 
pathway has emerged as a key driver of 
chronic inflammation, tissue‑resident 
memory T‑cell persistence, and T helper 
17–cell maintenance. Inhibiting IL‑23 
may therefore not only suppress active 
disease but also disrupt the immunologi‑
cal memory that fuels relapse. 

The phase 3b GUIDE study pro‑
vides the most compelling prospective 
evidence to date on early intervention 
and disease modification with gusel‑
kumab. Patients with psoriasis duration 
of 2 years or less were significantly more 
likely to achieve complete skin clearance 
at weeks 20 and 28, becoming “super 
responders”. Biologic‑naïve patients 
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also demonstrated higher rates of deep 
remission. Among these super respond‑
ers, extending the dosing interval to 
every 16 weeks was non‑inferior to the 
standard 8‑week regimen for maintain‑
ing disease control, suggesting that 
once deep remission is achieved, treat‑
ment intensity may be safely reduced 
without compromising outcomes.12 

The withdrawal phase of the study 
yielded particularly striking results. 
Patients with ultrashort disease dura‑
tion, defined as less than 15 months, 
remained treatment‑free significantly 
longer than those with longer disease 
duration. Median treatment‑free periods 
approached 15 months in the ultrashort 
group, compared with roughly 9 months 
in those with intermediate disease 
duration and even shorter durations in 
long‑standing disease. Thirteen super 
responders maintained disease control 
for almost 3 years after stopping gusel‑
kumab, and 11 of these had ultrashort 
disease duration. These findings 
suggest that IL‑23 inhibition may have 
disease‑modifying potential, particularly 
when initiated early.13 Studies involv‑
ing risankizumab, an IL‑23–targeting 
biologic, and secukinumab, an IL‑17–tar‑
geting biologic, have also demonstrated 
that early therapeutic intervention may 
promote sustained disease control and 
potentially induce off‑drug remission.14,15 

On the contrary, some retrospec‑
tive studies have produced conflicting 
findings, with some suggesting that 
the use of biologic therapies may be 
associated with an increased risk of 
developing psoriatic arthritis. However, 
these studies are inherently vulnerable 
to protopathic bias and confounding 
by indication, limiting the reliability of 
their conclusions. To address these 
methodological limitations, prospective 
studies are required to validate the 
hypothesis and clarify the true relation‑
ship between biologic therapy and PsA 
risk. The PAMPA trial, a prospective 
randomised controlled study evaluating 
guselkumab for the prevention of PsA in 

high‑risk psoriasis patients with subclini‑
cal inflammation, is currently underway, 
with results anticipated in 2027.16

Meanwhile, therapeutic innovation 
continues to accelerate. The oral IL‑23 
receptor inhibitor icotrokinra received US 
Food and Drug Administration approval 
in 2026, providing biologic‑comparable 
efficacy with the convenience of oral 
administration.17 Unlike conventional oral 
small molecules, it is a large peptide that 
uses advanced delivery technologies 
to bypass gastrointestinal degradation 
and facilitate absorption. Advances in 
precision medicine, including tape‑strip‑
ping biomarkers, may soon enable 
personalised treatment selection.18 
Longer‑acting injectables, nanoparticles 
and cell‑based therapies, including 
mesenchymal stem cell therapy and 
chimeric antigen receptor T-cell therapy, 
represent the next frontier. The con‑
cept of curing psoriatic disease, once 
aspirational, is now entering scientific 
discourse.19 

Early identification and early 
intervention matter. Dermatologists 
are uniquely positioned to recognise 
high‑risk phenotypes, screen proactively 
for PsA, and initiate targeted therapy 
before irreversible damage occurs. With 
emerging evidence and expanding ther‑
apeutic options, the coming years may 
redefine what is possible for individuals 
living with psoriatic disease. 




