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Reactive perforating collagenosis successfully treated with 
dupilumab

Dear Editor,
A woman in her 40s with a history of atopic dermatitis 
in her childhood and no other medical history consulted 
with a disseminated, pruritic, papulonodular eruption 
of 7  months of duration. On examination, the patient 
had multiple papules and nodules with a crateriform 
appearance, an erythematous border and a large cen-
tral necrotic crust, affecting the trunk, arms and legs 
(Figure 1a– c). There was no palmar- plantar nor mucosal 
involvement.

The histopathological study showed epidermal in-
vagination with signs of ulceration and transepidermal 
elimination of collagen, accompanied by a marked in-
traepidermal inflammation with polymorphonuclear leu-
kocytes without eosinophils. In the dermis, there was a 
mixed inflammatory infiltrate composed of polymorpho-
nuclear and histiocytic cells.

Complete blood count, chemistry profile, and hepatic, 
renal and thyroid function were normal except for eosino-
philia (700 × 106/L), elevated non- specific IgE (519 kU/L) 
and positive antinuclear antibodies (320 URF) without 
any antigenic specificity.

A diagnosis of reactive perforating collagenosis was 
made. Treatment with topical corticosteroids and nar-
rowband (NB) UVB, and later psoralen plus ultravio-
let A (PUVA), was started with a partial response after 
8  months. Subsequently, the patient received different 
treatments: oral corticosteroids, antihistamines, topical 
corticosteroids under occlusion and cyclosporine with 
partial improvement and repeated flares. Three years 
after diagnosis, subcutaneous dupilumab was pre-
scribed with a loading dose of 600 mg and then 300 mg 
fortnightly, together with NB- UVB for 6 weeks. After 2 
months, there was improvement in pruritus without new 
lesions. After 12 months, the patient presented a nearly 
complete response, with only residual hyperpigmen-
tation and marked improvement in her quality of life 
(Figure  1d– f) which persists after 24 months with dup-
ilumab therapy.

Acquired perforating dermatoses (APD) are a rare 
group of skin disorders of unknown aetiology character-
ised by transepidermal elimination of dermal material of 
which reactive perforating collagenosis is the most com-
mon. Although its pathogenesis remains unclear, pruritus 
and repeated trauma from scratching are regarded as cen-
tral pathogenic factors.1

Treatment for APD can be challenging. The most com-
mon treatments are topical and intralesional steroids, oral 
antihistamines and topical retinoids. Other treatment 
options include NB- UVB, PUVA, oral retinoids, allopu-
rinol, tetracyclines, dapsone, hydroxychloroquine, meth-
otrexate and apremilast with variable results.1 Recently, 
Kawakami et al. published the first clinical practice guide 
for the treatment of perforating dermatosis2 where they 
follow a multimodal approach, focusing on the underlying 
diseases and pruritus.1,2 This can include metabolic con-
trol of diabetes, dialysis of CKD or treatment of existing 
neoplasms.1,2

Chronic pruritus found in APD mostly depends on 
a non- histaminergic pathway3 with interleukin (IL)- 
4, IL- 13 and IL- 31 acting as regulators of chronic itch. 
Dupilumab, a recombinant human monoclonal anti-
body directed against the IL- 4 receptor- α subunit of 
IL- 4 and IL- 13 receptors, has demonstrated antipruritic 
properties in atopic dermatitis and PN.3 Additionally, 
previous studies have shown that dupilumab effective-
ness in PN is independent of a past medical history of 
atopy.4 Ying et al recently reported two patients with a 
perforating collagenosis and elderly atopic dermatitis 
who presented a complete response after 3 months with 
dupilumab.5

Treatment of APD is directed towards aetiological fac-
tors and pruritus control, with usually poor response to 
most therapies. Given the role of IL- 4 and IL- 13 in chronic 
pruritus, dupilumab could represent a potential treatment 
for patients with APD. Future research should be directed 
towards targeted therapies such as anti- IL 4, 13 and 31 or 
JAK inhibitors in APD.
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F I G U R E   1   Acquired perforating dermatosis. Baseline and after dupilumab treatment. a- c. Multiple umbilicated papules and nodules 
with a central keratotic crust and erythematous margins, affecting the trunk, arms and legs. d- f. Residual hyperpigmented lesions, atrophic 
scars and isolated superficial erosions, without active nodular lesions
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Treatment of granuloma annulare with tofacitinib

Dear Editor,
Granuloma annulare (GA) is a granulomatous, idi-
opathic, inflammatory skin disorder characterized by 

the formation of papules and plaques with annular and 
acral distribution.1 GA is often limited and self- resolving, 
but in some cases, it can be generalized and refractory to 
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F I G U R E   1   Generalized granuloma annulare. Baseline and after tofacitinib treatment. (a) and (b) (patient 12). Granuloma annulare 
lesions on the dorsal aspect of both feet before and 8 months after initiating treatment. (c) and (d) (patient 13). Granuloma annulare lesions 
on anterior chest before and 6 months after initiating treatment

(a) (c)

(b) (d)
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