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Dear Editors,
Dupilumab is widely used to treat atopic dermatitis (AD) in both children and adults. We 
report a rare case of exacerbation of hand rash after dupilumab initiation in a child with 
AD, although treatment could be continued.

A 14-year-old boy, diagnosed with AD in early childhood, presented with erythroderma, 
accompanied by diffuse erythema, papules, and crusts (Eczema Area and Severity Index [EASI] 
score: 35.8; Investigator’s Global Assessment [IGA] score: 4). His hands were erythematous and 
partially cracked with lichenification (Figures 1a,b). Despite long-term treatment with topical 
corticosteroids at another clinic, such as fluocinolone acetonide, his symptoms persisted. 
Therefore, dupilumab was initiated at our hospital, while topical corticosteroid, betamethasone 
butyrate propionate, was continued once daily. Two weeks after starting dupilumab, the 
generalized rash had markedly improved; however, 4 weeks after the first dose, the rash 
worsened only on his hands, showing increased erythema of the finger pads (Figure 1c) and 
scaling with desquamation and pale erythema on the dorsal fingers (Figure 1d). Because 
dupilumab was suspected of inducing the exacerbation, it was temporarily interrupted, and 
betamethasone butyrate propionate was applied to the hands multiple times daily. After a one- 
week interruption, the erythema improved (Figures 1e,f), and dupilumab was restarted. At the 
onset of the hand rash, the scheduled biweekly dose of dupilumab was delayed by 1 week, 
resulting in a temporary one-week interruption of treatment (Figure 1i). No changes were 
made regarding the potency of the topical corticosteroid. In addition, other factors, such as the 
use of emollients, occlusive therapy, or avoidance measures (e.g., irritants or wet work), were 
not altered during this period. After dupilumab was restarted, no further exacerbation 
occurred, and the erythema resolved. The patient has since maintained remission of both 
the body and hands (Figures 1g,h) with ongoing dupilumab and topical corticosteroids.

We considered two possible explanations for the transient worsening of the hand rash. 
The first was the concurrent development of dyshidrotic eczema. This condition can 
appear on the palms and soles during early improvement phases, especially after starting 
topical corticosteroids. Previous studies reported onset 4–12 days after initiating topical 
treatment [1]. However, our patient’s hand lesions mainly showed erythema without 
blisters or vesicles, making dyshidrotic eczema less likely. The second possibility is that 
suppression of the Th2 response by dupilumab caused an unopposed Th1 or 
Th17 response [2, 3]. Biological agents such as dupilumab can alter cytokine balance, 
disrupting the equilibrium among Th1, Th2, Th17, and Treg cells. This shift may lead to 
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Th1- or Th17-dominant inflammation, contributing to contact 
dermatitis or psoriasis-like eruptions [4, 5]. Hand eruptions 
following dupilumab administration have been reported 
previously [5], with some differences in the distribution and 
morphological features compared with the present case. In their 
series [5], lesions involved the hands and the periocular area in 
case 1, the hands and the forehead in case 2, and the hands and 
feet in case 3, with some eruptions described as diffuse erythema. 
In contrast, the eruptions in our case were confined to the 
hands and were predominantly characterized by erythema of 
the finger pads accompanied by scaling and desquamation on 
the dorsal aspects of the fingers. Nevertheless, the hands were 
a common site of involvement across all cases, and the 
distribution and morphological features of the hand 
eruptions in cases 1 and 2 were similar to those observed 

in our patient. These observations suggest that site-specific 
immunological factors of the hands, such as differences in 
local cytokine profiles, may contribute to the observed 
variations in clinical presentation. Accordingly, pathogenic 
mechanisms related to psoriasis or contact dermatitis may 
have been latently present in the hands of this patient and 
unmasked by dupilumab treatment, although no apparent 
allergens or irritants were identified in the present case.

Overall, the hand rash was considered a transient immune- 
mediated reaction, potentially induced by dupilumab that did not 
require permanent discontinuation. Although this adverse event is 
not described in the product labeling, recognizing its transient 
nature allowed continuous dupilumab therapy without 
permanent discontinuation. Because neither a skin biopsy nor an 
immunological evaluation was performed, the exact mechanism of 

FIGURE 1 
Clinical course and hand photographs of the present case. Before treatment with dupilumab, erythema and fissures were observed on the palm (a). 
Erythema, partially cracked skin, and lichenification were present on the dorsal aspects of the fingers (b). Four weeks after the first dose of dupilumab, the hand 
rash worsened, showing increased erythema of the finger pads (c) and scaling with noticeable desquamation on the dorsal fingers (d). After a temporary 
one-week interruption of dupilumab and an increased frequency of topical betamethasone butyrate propionate application to the hands (multiple times 
daily), the erythema improved (e,f). Twenty weeks after dupilumab initiation, no further exacerbation of hand erythema was observed (g,h). The timeline of 
dupilumab administration and topical corticosteroid use is shown in (i). Week 0 indicates the initial visit; arrows indicate dupilumab administration, 
and × indicates temporary interruption of dupilumab. Dupilumab was administered as a subcutaneous injection at an initial dose of 600 mg, followed by a 
second dose of 300 mg 2 weeks later. The third dose was administered after a one-week interruption. Thereafter, dupilumab was administered every 2 weeks.
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the hand rash remains unclear. Moreover, it is possible that the 
temporary interruption of dupilumab may not have been necessary. 
Indeed, in the cases reported by Kim et al. [5], interruption of 
dupilumab was not described, suggesting that improvement of 
similar eruptions may occur even with continued treatment.

There are some limitations to this report. AD is characterized 
by a fluctuating clinical course, with spontaneous exacerbations and 
remissions frequently occurring, particularly during the early phase 
of treatment. Furthermore, from a pharmacodynamic perspective, 
given the gradual onset of dupilumab’s therapeutic effects and its 
long half-life, the observed exacerbation may have occurred before 
the drug’s efficacy became apparent, rather than representing an 
adverse reaction. The subsequent improvement after a one-week 
dose delay is unlikely to reflect a rapid change in pharmacological 
activity; therefore, causal interpretation based solely on temporal 
associations should be made with caution. In this case, other 
factors—such as emollient use, topical therapy, or lifestyle- 
related factors (e.g., exposure to irritants or wet work)—were 
not altered during the exacerbation. Moreover, marked 
improvement of the generalized skin eruption—excluding the 
hands—was observed approximately 2 weeks after the first 
administration of dupilumab, suggesting that clinical responses 
to biologic therapy may vary across anatomical sites and among 
individuals. Although a spontaneous flare cannot be excluded, the 
possibility that dupilumab contributed to the exacerbation was also 
considered. To establish a causal relationship between dupilumab 
administration and the observed skin exacerbation, a small case 
series or additional supportive evidence would be required.

Nonetheless, exacerbation of hand rash following dupilumab 
initiation appears to be uncommon in pediatric patients with AD, 
and this case highlights a potential but manageable reaction. The 
finding that dupilumab therapy could be continued offers 
valuable information for the management of similar cases.
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