Letters to the Editors

Anifrolumab in the
management of lupus
headaches: a case report

Sirs,

We present a 52-year-old woman with a
10-year history of systemic lupus erythe-
matosus (SLE) characterised by systemic,
articular, cutaneous, and neurological
manifestations, including refractory lupus
headache. Despite treatment with glucocor-
ticoids, hydroxychloroquine, and belimum-
ab, her headaches remained unresponsive
to non-steroidal anti-inflammatory drugs
(NSAIDs), triptans, and amitriptyline. After
initiating anifrolumab 300 mg monthly, she
experienced rapid and sustained symptom
resolution, including significant improve-
ment in her lupus headaches.

The patient was diagnosed with SLE in
2014, presenting with polyarthritis, photo-
sensitive rash, recurrent oral aphthae, and
pericarditis, alongside positive antinuclear
antibodies (ANAs) and secondary Sjogren’s
syndrome (anti-Ro >320 U). Notably, there
was no elevation of anti-double-stranded
DNA (anti-dsDNA) antibodies or comple-
ment consumption. Her treatment history
included variable doses of glucocorticoids,
hydroxychloroquine, and methotrexate, dis-
continued in March 2020 due to ineffective-
ness. Belimumab was added in 2018 for
persistent polyarthritis.

Since 2022, the patient has reported left-
sided headaches refractory to three migraine
therapies including NSAIDs, triptans, ami-
triptyline (50 mg/day) and flunarizine (5
mg/day). Associated depressive symptoms
were noted, while neurological evalua-
tion, including MRI, was unremarkable. By
April 2024, her SLE activity worsened with
chronic fatigue, polyarthritis, and severe
photosensitive rash (SLEDAI-2k 14, SLE-
DAS 31.04), requiring oral and topical glu-
cocorticoids. Laboratory tests showed lym-
phopenia (0.8 x 1019/L), normal haemoglo-
bin (14.6 g/dL), erythrocyte sedimentation
rate (ESR) of 5 mm/h, C-reactive protein
(CRP) of 0.07 mg/dL, normal anti-dsDNA
levels (13.6 Ul/mL) and normal comple-
ment levels (C3 122 mg/dL, C4 24 mg/dL).
Belimumab was discontinued, and Anifrol-
umab 300 mg IV monthly was initiated.
After one month of Anifrolumab treatment,
the patient reported a marked reduction in
headache episodes and improvement in sys-
temic and cutaneous symptoms. By month
six, her symptoms resolved, including a
significant reduction in headaches insten-
sity and the associated cognitive fog. This
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allowed discontinuation of flunarizine and
other migraine therapies. Laboratory results
improved, showing lymphopenia recov-
ery (1 x 109/L), stable haemoglobin (14.9
g/dL), CRP (0.05 mg/dL), ESR (9 mm/h),
anti-dsDNA (14.2 UI/mL) and complement
levels (C3 111 mg/dL, C4 24 mg/dL). SLE-
DAI-2K and SLE-DAS scores fell to 0 and
0.37, respectively.

Anifrolumab, a human monoclonal anti-
body targeting type I interferon receptor,
has demonstrated efficacy in SLE patients
and is included in the updated 2023 EU-
LAR recommendations for managing re-
fractory to conventional therapy SLE (1).
Phase 3 trials (TULIP 1 and TULIP 2) (2,
3) established its ability to reduce global
and organ-specific disease activity and fa-
cilitate glucocorticoid tapering (4). Recent
real-world data highlight its rapid effective-
ness, particularly in those with cutaneous,
joint, and haematological manifestations
(5). However, evidence regarding its use
in neuropsychiatric SLE, including lupus
headache remains scarce.

Neurological manifestations in SLE en-
compass a wide range of neurologic and
psychiatric symptoms with varying severity,
often complicating the differentiation from
unrelated conditions (6). Lupus headache, a
severe headache attributed directly to SLE
with no secondary cause, remains a chal-
lenging manifestation with poorly defined
pathogenic mechanism (7, 8). Its prevalence
ranges from 24% to 72%, with no clear as-
sociation with disease activity, and the man-
agement typically involves a combination
of treatments targeting both the neurological
complications and the underlying SLE (7,
8). However, the efficacy of these treatment
protocols has not been rigorously studied,
highlighting the need for further investiga-
tion (8). To our knowledge, this is among
the first cases demonstrating a positive and
sustained response of lupus headaches to
Anifrolumab.

In conclusion, our cases highlight the poten-
tial role of Anifrolumab in managing refrac-
tory neuropsychiatric manifestations, such
as lupus headache, providing rapid symp-
tom resolution and overall disease control.
Further studies are warranted to validate
these findings and explore the full spectrum
of the efficacy of anifrolumab in neuropsy-
chiatric SLE.
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