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Acute generalized exanthematous pustulosis triggered by dupilumab
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Dear Editor,

We present a rare but clinically significant case of acute gener-
alized exanthematous pustulosis (AGEP) following the administra-
tion of dupilumab in a patient with refractory atopic dermatitis
(AD). While dupilumab is widely regarded as a safe and effective
biologic agent for moderate-to-severe AD across age groups —
including adolescents, adults, and increasingly children — emerging
reports underscore the need to remain vigilant for uncommon,
severe cutaneous reactions. Dupilumab is a fully human monoclon-
al antibody targeting the interleukin (IL)-4 receptor alpha subunit,
thereby inhibiting both IL-4 and IL-13 signaling. It has been
approved for use in children, adolescents, and adults with moder-
ate-to-severe AD and has demonstrated strong efficacy and a favor-
able safety profile (common side effects include conjunctivitis,
nasopharyngitis, and injection site reactions) in randomized con-
trolled trials and real-world cohorts alike.! Despite this, there have
been sporadic reports of paradoxical cutaneous eruptions and pso-
riasiform reactions, with AGEP remaining an exceedingly rare
adverse event.> We report the case of a 49-year-old male with a
long-standing history of moderate-to-severe AD who initiated
dupilumab therapy after failure of conventional treatments. Two
days following the 600 mg loading dose (administered as two 300
mg injections), he developed widespread non-follicular pustules on
an erythematous base involving the trunk and upper limbs, associ-
ated with fever and systemic discomfort. The patient was hospital-
ized for further evaluation. Dermoscopic examination revealed
multiple well-defined, white pustules on a slightly erythematous
background, with fine desquamation and sparse punctate vessels
between lesions (Figure 1). Histopathology confirmed a diagnosis
of AGEP, showing subcorneal pustules, spongiosis, and a mixed
perivascular infiltrate rich in neutrophils and eosinophils. The lab-
oratory profile was notable for leukocytosis in the absence of sys-
temic infection. Treatment consisted of discontinuation of dupilum-
ab and supportive care, including topical corticosteroids and emol-
lients. The patient did not require systemic immunosuppressants.
The pustular eruption resolved within two weeks, followed by
peripheral desquamation. The patient’s underlying AD was later
controlled using alternative systemic immunomodulators, as re-
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challenge with dupilumab was not considered advisable. AGEP is a
severe pustular drug reaction, usually linked to antibiotics (notably
beta-lactams), antifungals, and calcium channel blockers.?
Biologic-induced AGEP is rarely encountered and remains poorly
understood. The precise pathophysiological mechanisms by which
dupilumab might induce AGEP remain speculative. A plausible
explanation may involve cytokine imbalance or immune repro-
gramming associated with IL-4/IL-13 blockade, triggering an exag-
gerated neutrophilic skin response in predisposed individuals.>?
This hypothesis aligns with recent transcriptomic evidence indicat-
ing overlaps between IL-4/IL-13 blockade-induced eruptions and
pustular psoriasis.? Although a limited number of cases of dupilum-
ab-associated AGEP are available in the literature, comparisons are
crucial for contextualizing our report. For instance, Wu et al.
described a 17-year-old female with AD who developed AGEP after
dupilumab exposure.* Our case aligns with their observations in
terms of timing of onset (within days of initiation), clinical mor-
phology, and resolution post-discontinuation. However, our patient
was notably older and did not require systemic corticosteroids,
highlighting possible variability in host response and disease
course. This case also contributes to the discussion regarding age-
related susceptibility. Dupilumab has been approved for pediatric
use and has demonstrated excellent tolerability in children and ado-
lescents.® However, the occurrence of AGEP in both pediatric and
adult patients, albeit rarely, warrants continued surveillance.
Physicians prescribing biologics in dermatology should be aware of
atypical reactions, especially during the induction phase, and con-
sider AGEP in the differential diagnosis of acute pustular eruptions.
Histopathological examination can help distinguish AGEP from
other pustular dermatoses such as pustular psoriasis, which may
present similarly but differs in distribution, chronicity, and histolog-
ic pattern. In summary, while dupilumab remains an essential and
generally well-tolerated therapeutic agent for AD in both pediatric
and adult populations, clinicians should remain vigilant for the
potential development of AGEP. Timely diagnosis and discontinua-
tion of the offending agent are key to favorable outcomes. We hope
this report will contribute to the existing literature by reinforcing
awareness of this rare adverse event and prompting further research
into its underlying mechanisms.
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Figure 1. a) Clinical presentation of AGEP. The image shows
numerous non-follicular pustules predominantly distributed over
the trunk and upper extremities. The pustules are set against a
background of erythema, with areas of peripheral desquamation,
consistent with the resolution phase. b) Dermoscopy reveals mul-
tiple well-defined, white pustules on a slightly erythematous back-
ground. Fine desquamation is visible between pustules, with sparse
punctate vessels near the pustules, suggesting active inflammation.
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