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lymphoproliferative disorder patients without a lysine 
methyltransferase two-dimensional mutation showed milder 
symptoms with a more favourable prognosis. Genetic 
variation, immune deficiency and Epstein–Barr virus 
infection play important roles in the development of the 
disease, which explains why this patient’s clinical course 
was characterised by rapid progress and repeated recurrence.

In conclusion, severe atypical symptoms may occur in patients 
with hydroa vacciniforme-like lymphoproliferative disorder. 
The presence of genetic defects and/or immunodeficiency 
may be considered in this setting.
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Sir,
Chronic hand eczema (CHE) is a common inflammatory 
disease that seriously affects people’s quality of life. Chronic 
eczema is generally resistant to topical treatment, dupilumab 
has been found to be effective in few cases of hand eczema 
with associated atopic dermatitis. We report two cases of non-
atopic CHE who are successfully treated with dupilumab.

Case 1: A 57-year-old man presented to the dermatology 
clinic with a 1-year history of dry, fissured, scaling eruptions 
on the fingertips and palms, accompanied by minor itching. 
He had received multiple treatments including potent topical 
corticosteroids and tacrolimus but with little improvement. On 
physical examination, his fingertips and palms exhibited dry, 
fissured and scaly plaques without any vesicles [Figure 1a].  
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Case 2: A 58-year-old woman presented with a 20-year 
history of progressive desquamative and fissured eruption on 
her fingertips [Figure 2a], accompanied by minor pain. There 
were no vesicles and no rashes on any other part of the body. 
She had received potent corticosteroids and tacrolimus under 
occlusion but the effect was poor. No allergen was detected 
through the patch test. Similar to case 1, she had no history 
of atopy and non-atopic hyperkeratotic CHE was diagnosed. 
After consulting with the patient, she chose a biological 
agent over a conventional topical treatment. The treatment 
of dupilumab was initiated with 600 mg subcutaneously on 
day 1 followed by 300 mg subcutaneously every 14 days. 
Her response was so impressive that a 90% improvement was 
observed in just 2 weeks, and she completely recovered in 
6 weeks [Figure 2b]. Six weeks later, the dermatology life 

Laboratory studies and the patch test showed no positive 
results. Due to the absence of a history of allergic disorders, 
non-atopic hyperkeratotic CHE was diagnosed but the 
underlying aetiology remained unknown. Traditionally, oral 
retinoids or immunosuppressive agents are administered 
when the topical therapy is inadequate. However, given the 
safety profile, the patient preferred a biological agent so he 
received a 600 mg injection of dupilumab as a loading dose 
and 300 mg injection every 2 weeks thereafter. Surprisingly, 
his persistent lesions improved completely after 3 months 
[Figure 1b]. The dermatology life quality index score 
decreased from 11.9 points at baseline to 3.6 points 3 months 
later. The treatment was well tolerated and no side effect was 
observed.

Figure 1a: Case 1 at baseline Figure 1b: Case 1 after 12 weeks of treatment

Figure 2a: Case 2 at baseline Figure 2b: Case 2 after 6 weeks of treatment
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quality index score decreased from 10.7 points at baseline 
to 4.8 points. No adverse events were reported and the 
response was maintained until the time of writing.

Dupilumab, a fully human monoclonal antibody that 
blocks IL-4 and IL-13, is proven for the treatment of atopic 
dermatitis. CHE is a potential new indication for dupilumab 
since numerous studies have shown remarkable effects in 
CHE patients with atopy.1

We found only five previous reports of non-atopic patients 
with persistent CHE treated with dupilumab [Table 1].2–4 All 
of the seven cases including ours were treated with dupilumab 
at standard FDA-approved dosing, and the lesions of six 
cases were almost cleared in 4–16 weeks. Only one case 
had little improvement, which may be caused by continuous 
occupational exposure to irritants and friction. Crepy 
et al.5 reported a similar case in which an atopic CHE with 
documented occupational exposure had a poor response to 
dupilumab.

In conclusion, we have described two cases that strengthen 
the evidence that dupilumab’s efficacy in non-atopic CHE 
is equally promising. In addition, based on the scientific 
evidence, those with continuous occupational exposure may 
have a limited response to dupilumab whether they were of 
atopic or not.
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Table 1:  Published and our cases of non-atopic CHE treated with dupilumab

Case Sex, 
age

Clinical pattern and 
severity

History of 
atopy

Patch test Disease 
duration

Previous therapy Response to 
dupilumab

Adverse 
events

Halling et al., 
2020

M, 67 Vesicular CHE, severe No − 3 years tCS, Pho, Mtx, Azt, CsA Almost clear in 4 
weeks

N/S

Zhu et al., 
2020

M, 43 Hyperkeratotic CHE, 
severe

No − 5 years tCS, Pho, alitretinoin, 
Mtx, CS

Almost clear in 4 
weeks

N/S

Loman et al., 
2021

M, 65 Hyperkeratotic CHE, 
moderate

No − 4 years tCS, Mtx, alitretinoin Only improvement of 
itch in 16 weeks

N/S

M, 47 Hyperkeratotic CHE, 
severe

No − 9 years tCS, Mtx, alitretinoin, 
CsA

Almost clear in 16 
weeks

N/S

F, 65 Hyperkeratotic CHE, 
severe

No − 4 years tCS, Azt, alitretinoin Almost clear in 16 
weeks

N/S

Our cases M, 57 Hyperkeratotic CHE, 
severe

No − 1 year tCS, topical tacrolimus Almost clear in 12 
weeks

None

F, 58 Hyperkeratotic CHE, 
severe

No − 20 years tCS, topical tacrolimus Almost clear in 6 
weeks

None

tCS, topical corticosteroids; Pho, phototherapy; Mtx, methotrexate; Azt, azathioprine; CsA, cyclosporine; N/S, not significant


