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Discoid lupus erythematosus (DLE) is a chronic form
of cutaneous lupus erythematosus (CLE), characterized
by scarring, erythematous plaques and pigmentation
changes. CLE may occur alone or with systemic lupus
erythematosus (SLE) and treatments for both often
overlap.

No new FDA- or EMA-approved systemic
therapies for  CLE have been approved for  CLE
in more than 60 years.  Hydroxychloroquine and
corticosteroids remain the only approved systemic
treatments (1).  Other  immunosuppressive agents  –
mycophenolate mofetil,  methotrexate and dapsone
– are widely used off-label  but  are often poorly
tolerated or  ineffective,  especially in treatment-
resistant  disease (2).

Anifrolumab received EMA approval in 2022 for
moderate-to-severe SLE (3–5). Post hoc analyses of
the TULIP trials demonstrated significant improvements
in skin manifestations, as measured by the Cutaneous
Lupus Erythematosus Disease Area and Severity Index
(CLASI) (6). Given the central role of the type I
interferon pathway in lupus pathogenesis, anifrolumab
is a promising candidate, though real-world evidence
remains limited (1, 5).

This case series presents 5 patients with refractory
CLE treated with anifrolumab and discusses clinical
outcomes, safety and broader potential therapeutic
implications.

CASE REPORTS

Patient: Midface DLE resistant to multiple treatments.
A 47-year-old woman presented with persistent,
sharply demarcated erythematous plaques on her
nose and cheeks for 12 years (Fig. 1A).
Multiple conventional therapies – Hydroxychloroquine,
methotrexate, azathioprine, mycophenolate mofetil and
laser ablation – had failed (Table SI). At the start of
anifrolumab therapy, her CLASI-A score was 10 and
her CLASI-D score 4. After 3 infusions, CLASI-A score
dropped to 1 and CLASI-D score to 2, with significant
improvement in quality of life and no adverse events
(Fig. 1B). After 12 months of therapy, patient 1
requested a break from treatment but suffered a relapse
as early as the fourth month, so treatment was resumed.
Patient 2: Scarring DLE of the scalp and face.
A 64-year-old woman had treatment-resistant DLE
affecting her face and scalp since the 1980s, with
progressive scarring and hair loss despite numerous
therapies. Antimalarials, methotrexate, azathioprine,
mycophenolate mofetil and corticosteroid pulse therapy
were either ineffective or poorly tolerated (Table
SI). At the time of anifrolumab initiation, CLASI-
A score was 19, CLASI-D was 3, reflecting severe
disease activity (Fig. 1C). Skin lesions improved
significantly after initiation of anifrolumab. CLASI-
A dropped to 5, while CLASI-D remained stable
(Fig. 1D). Nonetheless, progression of alopecia on the

Fig. 1. (A) Patient 1: discoid, partially scarred erythematous plaques on the nose. (B) Marked improvement after 3 anifrolumab infusions. (C) Patient
2: scarring alopecia and cutaneous lupus erythematosus involving the forehead and left cheek. (D) Near skin-coloured plaques with mild atrophy
after 5 infusions. (E) Patient 3: discoid plaques in the right preauricular area. (F) Hypopigmented scars without active inflammation after 3 infusions.
(G) Centrofacial erythematous plaques with scarring consistent with active cutaneous lupus. (H) Residual scarring with resolution of erythema after
treatment. (I) Erosive cheilitis with crusting and erythema prior to anifrolumab. (J) Complete lesion clearance with residual scarring after therapy.
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scalp was observed. It remains uncertain whether this
was attributable to disease activity, post-inflammatory
remodeling or a potential adverse effect of anifrolumab
(Table SI). Nonetheless, the patient reported significant
improvement of quality of life.
Patient 3: Refractory facial and auricular DLE
with severe pruritus. A 57-year-old man experienced
persistent, intensely pruritic DLE lesions on his
face, neck and ears for 10 years. Multiple systemic
therapies, including hydroxychloroquine, azathioprine,
methotrexate, mycophenolate, mycophenolic acid,
tofacitinib and corticosteroid pulses as well as
participation in a clinical trial had all failed (CLASI-A
score 11, CLASI-D score 2, Fig. 1E). After 8 years of
disease activity, initiation of anifrolumab led to almost
complete clearance of his skin lesions (CLASI-A 0,
CLASI-D 1, Fig. 1F), pruritus resolved and overall
disease burden decreased substantially. The treatment
was well tolerated without side-effects.
Patient 4: Early Anifrolumab use in DLE with
anti-dsDNA positivity without full systemic criteria.
A 61-year-old female presented with persistent
centrofacial erythematous plaques and diffuse alopecia
beginning in 2020, consistent with cutaneous lupus.
Despite anti-dsDNA and anti-SS-A antibody positivity,
she did not fulfil EULAR/ACR classification criteria
for SLE. Initial therapy with hydroxychloroquine,
followed by methotrexate provided limited efficacy,
with ongoing disease activity and scarring alopecia.
Off-label treatment with anifrolumab was initiated
in April 2024 (CLASI-A 4, CLASI-D 5, Fig. 1G),
resulting in a notable reduction of inflammatory activity.
Residual hypopigmentation persisted (CLASI-A 0,
CLASI-D 5, Fig. 1H). No adverse events occurred.
Hydroxychloroquine and methotrexate were later
reintroduced due to concern for systemic progression
(Table SI).
Patient 5: DLE with refractory erosive and scarring
labial involvement. A 58-year-old woman was
diagnosed with DLE, presenting with partially scarring
erythematous plaques on the face, décolleté and back,
as well as circumscribed scalp alopecia. Since 2020,
she had experienced recurrent erosive and crusted lip
lesions with subsequent scarring. Histopathology of
the lips in 2021 and 2025 confirmed chronic DLE
without malignancy; herpes simplex virus infection
was repeatedly excluded. Labial involvement remained
refractory to hydroxychloroquine, corticosteroid pulse
therapy, methotrexate, azathioprine, mycophenolate
mofetil and upadacitinib. Due to therapy-resistant labial
involvement, anifrolumab was initiated in October 2025
(CLASI-A 3, CLASI-D 8, Fig. 1I). During the first 2
infusions, the patient experienced chills and arthralgia,
which resolved spontaneously. Subsequent infusions
were well tolerated. One episode of cystitis occurred
during the treatment course and was successfully treated

with antibiotics. After 6 months, labial inflammation
had resolved completely (CLASI-A 0, Fig. 1J), with
permanent scarring remaining at previously affected
sites (CLASI-D 8).

DISCUSSION

Several case reports and small case series have
documented the off-label use of anifrolumab in
refractory CLE and DLE, with consistently favourable
outcomes (1, 5). However, most included patients with
concomitant SLE or a heterogeneous mix of CLE
subtypes; real-world evidence in isolated, treatment-
refractory DLE without systemic involvement remains
scarce. Type I IFN signalling is central to both SLE and
CLE pathogenesis (7, 8). Even histologically normal
skin in CLE can exhibit a strong IFN signature,
indicating a primed inflammatory state (9, 10). IFN-
α disrupts the epidermal barrier, induces keratinocyte
apoptosis and recruits autoreactive immune cells,
leading to chronic cutaneous inflammation and scarring
(10–12). By attenuating these effects, anifrolumab may
suppress IFN-driven skin inflammation even in the
absence of systemic disease – supporting the expansion
of its therapeutic use to isolated CLE (6).

Our series addresses this gap by focusing on
histologically confirmed, isolated DLE. It is noteworthy
that this group of patients had suffered from a
long-standing condition and had not responded to
several systemic therapies, including conventional
immunosuppressants and JAK inhibitors; nevertheless,
anifrolumab (300 mg monthly) demonstrated high
efficacy within 3 months. One patient presented with
severe, debilitating pruritus as a predominant symptom
– a feature rarely emphasized in published DLE
series – which resolved markedly. We further include
a diagnostically challenging patient with severe skin
hyperpigmentation associated with hydroxychloroquine
and anti-dsDNA positivity without fulfilment of
EULAR/ACR classification criteria for SLE, as well
as a rare case of treatment-resistant erosive cheilitis
responding to anifrolumab.

Anifrolumab became available in the EU as a
subcutaneous formulation in December 2025, allowing
for patient to self-administer treatment. Phase III
data demonstrated comparable efficacy and safety
to the intravenous formulation, offering a more
convenient option for long-term treatment. Given
the limited therapeutic options for refractory DLE,
these developments may further expand the clinical
applicability of Anifrolumab in everyday practice. It
remains unclear how long therapy should be continued
in patients with CLE, as for Pt. 1 discontinuation of
therapy appears to have led to a relapse.

Several questions also remain unanswered, including
predictive biomarkers of response, long-term safety
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and comparisons with alternative targeted therapies
such as JAK inhibitors. Our findings must also be
interpreted in the context of the inherent limitations
of the small sample size, absence of a comparator
group, potential confounding from reintroduction of
concomitant systemic therapy in 1 patient. Larger
prospective controlled studies are awaited to define the
efficacy, safety and optimal positioning of anifrolumab
in future treatment algorithms for refractory DLE.

In conclusion, anifrolumab appears to be a promising
therapeutic option for patients with longstanding,
treatment-resistant DLE.
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