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Key message
* The combination therapy of dupilumab and mepolizumab is
safe and effective for treating EGPA.

DEaR EbpiTor, Mepolizumab, an anti- IL-5 monoclonal anti-
body, is recommended as both induction and maintenance
therapy for patients with eosinophilic granulomatosis with
polyangiitis (EGPA) presenting with non-organ/life-
threatening disease [1]. Nonetheless, there have been some
concerns about the efficacy of mepolizumab in managing
sinonasal symptoms in routine care [2, 3]. Dupilumab is an
IL-4 receptor alpha antagonist approved for the treatment of
chronic rhinosinusitis with nasal polyposis, asthma, atopic
dermatitis, prurigo nodularis and eosinophilic oesophagitis.
Given the favourable results of dupilumab in treating chronic
rhinosinusitis and the perceived limitations of mepolizumab
in this regard, a combination of these medications could hold
promise for improving clinical outcomes in patients with
EGPA and challenging-to-treat nasal symptoms. However,
caution is needed when using dupilumab in EGPA, since there
have been cases of dupilumab-induced eosinophilia and
EGPA reported in the literature, which could potentially
mean a higher risk for relapses of the disease [4].

We present a case of a 47-year-old woman with a diagnosis
of EGPA, which was established based on late-onset asthma
and nasal polyposis with pansinusitis at the age of 35, eosino-
philia (maximum 0.9x10%/) and urticarial-like cutaneous
lesions in the hands, feet and lower legs with a biopsy com-
patible with eosinophilic vasculitis at the age of 36, and eo-
sinophilic oesophagitis at the age of 43. Proteinase 3- and
myeloperoxidase antineutrophil cytoplasmic antibodies were
negative. She was progressively started on deflazacort (up to
30 mg/day), hydroxychloroquine 400 mg/day, methotrexate

20 mg/week, azathioprine 100mg/day and colchicine
1 mg/day at the age of 36 years. At the age of 44, she was re-
ferred to our rheumatology department still experiencing
multiple exacerbations of her sinonasal symptoms, dysphonia
and cough, requiring increasing glucocorticoid doses and re-
peated cycles of antibiotic therapy. Gradually, her medication
was adjusted, leaving her on methotrexate 20 mg/week and
deflazacort 6 mg/day, at which point her cutaneous lesions re-
curred and an increase in eosinophilia was detected
(0.8 x 10°/1). Therefore, mepolizumab 300 mg subcutane-
ously every 4 weeks was started, and subsequently metho-
trexate was tapered down to 15mg/week and deflazacort
discontinued. Despite notable clinical improvement in asthma
control (with no exacerbations and normal lung function
tests), skin manifestations and eosinophilia, her sinonasal
symptoms remained challenging to manage, particularly due
to persistent nasal polyposis and sinusitis. Consequently, at
the age of 47, the patient was started on dupilumab 300 mg
subcutaneously every 2 weeks, in addition to mepolizumab.
To prevent potential drug toxicity, methotrexate was also
stopped. Two months after this therapeutic change, the skin
lesions resurged, prompting reintroduction of methotrexate
10 mg/week with benefit. Three months post-initiation of
dupilumab, she reported significant improvement of her sino-
nasal symptoms. Follow-up computed tomography of her
paranasal sinuses at 4 months revealed a marked reduction in
polyposis and sinusitis compared with a scan performed 2
years prior. At this time, there was a slight, asymptomatic ele-
vation in eosinophils (1.1x10%/1), with subsequent levels
ranging from 0.1 to 0.4x10°/. The patient remains
symptom-free after 12 months of combined therapy, includ-
ing the absence of sinonasal symptoms and the need for oral
glucocorticoid therapy. Her Birmingham Vasculitis Activity
Score stands at 0 and the Vasculitis Damage Index is 3.
Importantly, the patient has tolerated this combination ther-
apy well without any documented adverse events.
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This case reports a successful combination therapy involving
mepolizumab and dupilumab in a patient with EGPA, which
yielded notable improvement in clinical manifestations, particu-
larly in sinonasal symptoms, without associated adverse events.
In our literature review, we identified 18 cases of patients who
underwent this dual therapy for different diseases, and notably,
no adverse events were reported (Table 1). However, only in
three cases, this treatment was used for patients with EGPA.
Similar to our case, Pitlick and Pongdee [5] reported adding dupi-
lumab to the treatment regimen with mepolizumab in a patient
with EGPA and chronic rhinosinusitis with nasal polyposis,
prompted by difficult-to-control nasal symptoms. However, this
combined therapy was only given for 1 month, whereas in our
case, the follow-up duration of the dual treatment extended for
12 months. Iwadate et al. [12] also reported a case of a patient di-
agnosed with EGPA treated with mepolizumab in whom dupilu-
mab was started, with success, but to control atopic dermatitis,
not chronic rhinosinusitis. Lastly, Anai et al. [13] described a case
of severe eosinophilic asthma with insufficient response to mepo-
lizumab, which motivated a switch to dupilumab. This alteration
induced symptoms of active vasculitis, such as fever, sinusitis and
lung infiltrates, and the patient was diagnosed with EGPA, re-
quiring the addition of mepolizumab for control of the asthma
and systemic manifestations of EGPA. To the best of our knowl-
edge, this is the first report of a patient with EGPA and chronic
rhinosinusitis, who has been successfully treated with dual inhibi-
tion of IL-4 and IL-5, with a follow-up duration of 1 year. We
believe this is a safe and promising strategy to improve difficult-
to-treat sinonasal symptoms in patients with EGPA under mepo-
lizumab; however, further research is needed to validate the long-
term efficacy and safety of this dual therapy in EGPA.
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