
u n i ve r s i t y  o f  co pe n h ag e n  

Hand eczema

treatment

Elsner, P.; Agner, T.

Published in:
Journal of the European Academy of Dermatology and Venereology

DOI:
10.1111/jdv.16062

Publication date:
2020

Document version
Publisher's PDF, also known as Version of record

Document license:
CC BY-NC

Citation for published version (APA):
Elsner, P., & Agner, T. (2020). Hand eczema: treatment. Journal of the European Academy of Dermatology and
Venereology, 34(S1), 13-21. https://doi.org/10.1111/jdv.16062

Download date: 22. maj. 2023

https://doi.org/10.1111/jdv.16062
https://curis.ku.dk/portal/da/persons/tove-agner(fead5c49-b790-42e2-8793-e16de84b7bee).html
https://curis.ku.dk/portal/da/publications/hand-eczema(39dfb7d3-41b2-4686-a73a-ef26d225b694).html
https://doi.org/10.1111/jdv.16062


REVIEW ARTICLE

Hand eczema: treatment
P. Elsner1* , T. Agner2

1Department of Dermatology, University Hospital Jena, Jena, Germany
2Department of Dermatology, Bispebjerg Hospital, University of Copenhagen, Copenhagen, Denmark

*Correspondence: P. Elsner. E-mail: elsner@derma-jena.de

Abstract
Hand eczema is a highly prevalent, multietiological disease with a wide spectrum of severity and chronicity. The treat-

ment of hand eczema, especially in severe and chronic cases, is a challenge to the dermatologist requiring not only diag-

nostic and therapeutic, but also excellent patient communication skills. This review discusses the spectrum of

therapeutic options for hand eczema, the evidence for their efficacy and safety, and proposes a stepwise approach of

intensity of treatment depending on disease severity and chronicity. In the near future, hand eczema patients may benefit

from new therapeutic principles such as biologics for the treatment of atopic eczema and topical Janus Kinase

inhibitors.
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Introduction
Hand eczema is a socially significant disease because of its high

prevalence, morbidity and the associated lost working time due

to sick leave.1 Clinically, it is a heterogenous condition under

the aspects of aetiology, clinical manifestations and acuteness.

The aetiology is manifold from endogenous disease (atopy) to

exogenous factors (irritant and/or allergic contact dermatitis)

that frequently overlap.2,3 Clinical manifestations may be

diverse, from vesiculous and erosive to hyperkeratotic and

desquamative. Its time course may be acute, recurring or chronic

and long-lasting. With this wide diversity of aetiological and

clinical factors, standard treatment approaches are frequently

difficult, and individualized treatment plans developed in close

communication between patient and dermatologist are required

instead. Considering that the hands are human ‘tools’ in many

professions, behavioural aspects have to be considered in the

management of the disease more than it may be the case with

other skin diseases.

Thus, the management of hand eczema has to extend beyond

mere pharmacological or physical treatment, and requires an

encompassing approach including removal or avoidance of cau-

sative factors, behavioural changes and social support.

This review takes into account these aspects with a view on

the guidelines for the management of hand eczema that have

been developed by various groups over the years (Table 1) and

the recent Cochrane review on treatments for hand eczema.4

The latter clearly stated the current deficits of our knowledge on

the treatment of hand eczema4: the quality of studies was fre-

quently poor, and the duration of treatment was short, generally

only up to 4 months, which is inconsistent with the need for a

long-term management in chronic hand eczema defined as ‘an

eczematous process that lasts for more than three months or

relapses twice or more often per year’.5 Most of the guidelines

(Table 1) take a similar approach to the hierarchy of treatments

with some differences especially regarding the availability or

reimbursement conditions of specific drugs.

In addition to established treatments, this review considers

new substances that have not yet been licensed for the treatment

of hand eczema but that may provide a benefit to patients.

Table 1 Guidelines for the management of hand eczema

Organization Date Ref. no.

German Society of Dermatology 2009 15

Canadian Guidelines Expert Group 2010 85

Danish Contact Dermatitis Group 2011 86

European Society of Contact Dermatitis 2015 6
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Principles of hand eczema treatment
As stated in the ESCD guidelines,6 the diagnosis of hand dermati-

tis requires a thorough workup including a detailed patient his-

tory, signs and symptoms, evaluation of atopy, e.g. by the atopy

score,7 patch testing and the exclusion of differential diagnoses.

Frequent differential diagnoses such as mycoses or palmoplantar

psoriasis have to be excluded. In older patients, the important

differential diagnosis of acrokeratosis paraneoplastica (Bazex

syndrome) should not be overlooked.8 Specific treatment should

only be started if a consolidated diagnosis has been reached.

If no external causative factors are known, often morphologi-

cal classification of hand eczema is used based mostly on its clin-

ical appearance. However, different expressions of

immunological patterns9 and genetical phenotypes might be

considered in the future. To date, for different endotypes of ato-

pic dermatitis,10 targeted endotype-specific treatment has been

suggested.11,12 That is why in the future therapy might be pat-

tern-oriented including the characteristics of the specific

immunology and genetics of hand dermatitis.

Endogenous cofactors such as hyperhidrosis need to be con-

sidered in the treatment planning.13 If exogenous factors are pre-

sent, e.g. contact to allergens or irritants, these have to be

avoided first which may require preventive measures or absence

from work. Merely exogenous types of hand dermatitis may heal

without any specific treatment under these conditions, but it has

to be remembered that the recovery of the epidermal barrier

takes many weeks. This is why, in cases of occupational hand der-

matitis, rehabilitation programs provide that patients are rou-

tinely off work for a minimum of 6 weeks.14 Acute hand eczema

should be treated promptly, effectively and thoroughly in order

to prevent the condition from becoming chronic.15,16 Chronic

hand eczema may require a stagewise treatment approach

(Fig. 1) combining topical, physical (UV light) and systemic

options depending on the severity of the disease. Since the spec-

trum of hand eczema severity varies widely, individual therapy

should be based on an objective and subjective assessment of

severity; clinical scores17,18 and specific quality of life question-

naires19 may be helpful. If hand dermatitis is associated with ato-

pic dermatitis which is frequently the case, other therapies

specific for atopic dermatitis including local and systemic agents

should be considered, depending on severity of atopic dermatitis.

Topical therapy
Although a number of systemic compounds for the treatment of

hand eczema have become available over the years, topical ther-

apy should always be part of a treatment regimen, even with sys-

temic therapies (Fig. 1). Topical therapies should consider the

appropriate choice of vehicles, suitable pharmaceutical vehicle

depending on the condition of the skin and the acuteness of the

eczema.20 Generally, the principles ‘moist on moist’ and ‘greasy

on dry’ propose to use hydrating vehicles on acute lesions of

hand eczema and lipid-rich vehicles on chronic ones. This

approach, however, is limited by the fact that patients may need

to use their hands in everyday life not wishing to leave greasy

marks on objects of their environment. Thus, the aspect of possi-

ble adherence to topical treatments has to be considered. In

addition, the function of the pharmaceutical vehicle is to ensure

a stable formulation and to facilitate the bioavailability of the

active agent.20 Some pharmacologically active substances may

only be available in cosmetically ‘unpleasant’ vehicles for this

reason.

Basic topical therapy
A topical therapy with ‘base preparations’, i.e. emollients or

moisturizers, is a key component in the treatment of any kinds

of eczema. The treatment of xerosis cutis is a mainstay in the

early forms of atopic and irritant hand dermatitis.21 Basic topical

therapy helps to reduce inflammation and itching, has corticos-

teroid-sparing effects and promotes epidermal barrier recovery.

In numerous experimental studies, basic topical therapy has

been shown to promote the healing of eczema, without any

specific pharmacological treatment.22,23 For acute and frequently

oozing hand eczema, basic topical therapy should have drying,

astringent and antibacterial effects; hand baths and soaks, mois-

turizing or moist dressings and hydrophilic creams or gels are

indicated. In subacute hand eczema, basic topical therapy should

have anti-inflammatory, antipruritic and moisturizing effects;

this may be achieved by moisturizing water-in-oil and oil-in-

water emulsions. Finally, in chronic hyperkeratotic hand eczema,

keratolytic, anti-proliferative and moisturizing effects are needed

with keratolytic ointments (containing salicylic acid up to 20%

if necessary, urea 10–20%) and lipid-rich ointments, including

water-in-oil and oil-in-water emulsions, to be used.24 The effi-

cacy and safety of topical base preparations in the management
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Figure 1 Treatment options for hand eczema depending on dis-
ease severity and chronicity (based on probable efficacy, not
strength of evidence).
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of hand eczema should be studied using the same stringent crite-

ria as for specific pharmacological therapies; unfortunately, only

few preparations are evaluated in studies and registered as medi-

cal devices.25 Basic topical therapy may be underestimated by

patients and physicians as ‘bland’ and without active ingredi-

ents.1 The result of such an attitude may be a reduced adherence,

application that is inadequate or in insufficient quantity, ulti-

mately compromising treatment.26 This underscores the need of

patient education interventions in the management of hand

eczema.27 Base therapy should be continued even after the visible

signs of hand eczema have subsided, because the epidermal bar-

rier damage will take longer to be restored.

Topical glucocorticosteroids
For over 50 years, topical corticosteroids have been the mainstay

of the topical treatment of hand eczema. Considering their long

history of use, it seems odd that the recent Cochrane review

identified only nine studies that evaluated topical corticosteroids

as the main intervention.4 Clobetasol propionate 0.05% foam

and mometasone furoate cream probably improve control of

symptoms, but the evidence was rated as moderate and low cer-

tainty, respectively.4 The present ESCD guidelines recommend

topical corticosteroids as first-line treatment in the management

of hand eczema, but they point to the fact that as they may be

very effective in the short term, they may inhibit epidermal bar-

rier repair and cause skin atrophy, thus interfering with recovery

in the long term.6 For long-term use, topical glucocorticos-

teroids with an improved therapeutic index (TIX, ratio between

desired effects and especially atrophogenic side effects) should

be considered.28 Adherence to topical glucocorticosteroids in

practice may be impaired by widespread steroid phobia. Espe-

cially in irritant hand eczema, application of topical glucocorti-

costeroids has been subject to debate, with some authors

reporting no benefit29,30 denied by others.31 Since no specific

therapies exist to enhance epidermal barrier recovery, especially

the ultrapotent topical corticosteroids inhibiting epidermal lipid

synthesis32 should be avoided in irritant dermatitis.

Topical immune modulators
Tacrolimus and pimecrolimus are calcineurin antagonists that

inhibit the transcription of inflammatory cytokines released

from T cells and mast cells via binding to FK-binding protein

and blocking calcineurin phosphatase activity.33

As the Cochrane review states, tacrolimus 0.1% over 2 weeks

probably improves investigator-rated symptom control in hand

eczema patients measured after 3 weeks compared with vehicle.4

Our group performed a prospective, open, multicentre study on

29 patients with occupational hand eczema treating with tacroli-

mus ointment 0.1% for 4 weeks followed by a 2-month optional

treatment period.34 Efficacy was evaluated by the use of a stan-

dardized hand eczema score and by clinical severity rating. The

hand eczema score declined significantly after 2 weeks of

treatment compared with baseline and further declined until the

end of the study. Finally, 12 (44%) patients were clear of hand

eczema. Worsening of the dermatitis occurred in two patients

(7%). Overall tolerability was good.

In comparison with tacrolimus, pimecrolimus seems to have

a lower anti-inflammatory potency.35 While Belsito et al.36

reported some benefit by topical treatment with pimecrolimus

in a multicenter, randomized, vehicle-controlled, 3-week study

in 294 patients with chronic hand eczema, the efficacy of pime-

crolimus in a later study on 652 hand eczema patients random-

ized to pimecrolimus 1% or vehicle cream twice daily for

6 weeks, followed by a 6-week open-label pimecrolimus treat-

ment, was not significant.37 Also in a sequential maintenance

therapy study of atopic hand eczema, pimecrolimus 1% cream

twice daily was not superior to vehicle.38

Despite the limited evidence, the current ESCD guidelines

suggest to consider topical calcineurin inhibitors for hand

eczema patients with a need of long-term treatment.6 The most

valuable advantage of the compounds is their safety over long-

term usage, without the induction of atrophy or interference

with barrier repair. It should be remembered, however, that

tacrolimus and pimecrolimus are only licensed for the treatment

of atopic dermatitis. If they are to be used in other types of hand

dermatitis not involving atopy, their use will be off-label requir-

ing specific informed consent.39 According to the ‘black box’

warning for topical calcineurin inhibitors, they should not be

applied parallel to topical UV therapy,40 and UV protection,

such as sunscreens and appropriate clothing, is advisable in

patients undergoing treatment, although there is no robust evi-

dence to support the association of skin cancer and lymphoma

with the use of topical calcineurin inhibitors.1

Topical calcipotriol
Calcipotriol is a vitamin D 3 derivative approved for the topical

treatment of psoriasis. Anecdotal evidence exists on its use in

hyperkeratotic hand eczema that may mimic palmar psoria-

sis41,42; its use for this condition would be also off-label. A recent

prospective study in 13 patients with in-patient control com-

pared the efficacy of calcipotriol ointment with desoximetasone

ointment, a superpotent glucocorticosteroid, twice daily for

8 weeks.43 The hand eczema severity index (HECSI) scores

revealed up to a 75% reduction in both treatments (P < 0.001)

without significant differences between the groups (P > 0.05).43

Thus, calcipotriol may have a potential as a steroid-sparing agent

in the management of hand eczema. Clearly, further studies are

necessary including more patients and differentiating better

between hand eczema and psoriasis.

Coal tar, pine tar and sulfonated shale oil
preparations
While topical tar preparations have been used widely in the

treatment of recalcitrant hand dermatitis in the past, no clinical
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studies exist proving their efficacy and safety in this condition

according to modern evidence-based criteria. Due to the possible

risk that tar is a possible carcinogen and the proven urinary

excretion of 1-hydroxypyrene in patients with atopic dermatitis

treated with topical coal tar,44 the use of coal tar for the treat-

ment of hand dermatitis has been widely discontinued in recent

years. However, sulfonated shale oil preparations seem to have a

better safety profile45 and have been proven to be efficacious in

mild-to-moderate atopic eczema in children46; thus, they might

be tried for topical therapy of hand dermatitis, although no

studies on their efficacy and safety in hand dermatitis are avail-

able.

UV-Phototherapy
As a special feature of dermatology, various procedures of light

therapy may be used for the treatment of dermatoses. Depending

on the indication, the entire light spectrum from the ultraviolet

to the visible to the infrared range may be used. Light therapy

has the particular advantage for the patients that, in contrast to

systemic therapeutics, no systemic side effects are to be expected

in many cases despite high efficacy.

According to the Cochrane review, local combination ultravi-

olet light therapy (PUVA) may lead to improvement in investi-

gator-rated symptom control when compared to local narrow-

band UVB after 12 weeks of treatment.4 Due to the side effects

of systemic psoralen application, especially nausea and the need

for full body UV protection and specific sunglasses, some clinics

have abandoned systemic PUVA and use bath or cream PUVA

treatment in hand eczema instead. Both regimens seem to be

comparably effective,47,48 with the advantage of PUVA-cream

therapy to reduce organizational efforts and expenses.

The current ESCD guidelines suggest phototherapy of the

hands in adult patients with chronic hand eczema refractory to

first-line treatment with topical corticosteroids.6 It should be

considered, however, that long-term use of phototherapy may

not only be time-consuming and stressful for patients, but also

increase the risk of skin malignancy.6 The home use of UV units

by patients as suggested by some authors49 should therefore be

critically reviewed considering possible liability risks.

Systemic therapy
In systemic treatment of hand dermatitis, considering that it is

not a life-threatening, but the quality of life significantly impair-

ing disease, the benefit-risk ratio of available therapies should be

critically considered, especially regarding comorbidities, preg-

nancy, immunosuppression and cancer risk.

Systemic corticosteroids
Systemic corticosteroids may be required in severe acute hand

eczema and exacerbations of chronic disease, with usually short-

term 0.5–1 mg/kg/day prednisolone equivalents with tapering

depending on the improvement of signs and symptoms. Their

long-term or frequent use is not indicated in hand eczema due

to their well-known side effects such as osteoporosis,

osteonecrosis, glaucoma, cataracts, hypothalamic-pituitary-adre-

nal axis suppression, hyperglycaemia, hypertension and

immunosuppression.50 Nevertheless, according to German reg-

istry data, a significant percentage of patients with chronic hand

eczema seem to be treated with systemic corticosteroids in con-

trast to current guidelines.51

Alitretinoin
Alitretinoin is an endogenous vitamin A derivative which binds

with high affinity in a saturable manner to all 6 known retinoid

receptors (RAR-a, RAR-b, RAR-c, RXR-a, RXR-b and RXR-

c).52 It is the only approved systemic treatment licensed specifi-

cally for hand eczema. The approval was received in 2008 follow-

ing a randomized, double-blind, placebo-controlled,

prospective, multicentre phase 3-trial (BACH) in Europe and

Canada.53 A total of 1032 patients with severe refractory CHE

were randomized in a 1 : 2 : 2 ratio to placebo, or 10 mg or

30 mg of oral alitretinoin once daily for up to 24 weeks. Safety

was assessed for all patients during a follow-up period of

4 weeks, and responders were observed for relapse for 24 weeks

after the end of therapy. The primary efficacy parameter was

physician global assessment of overall CHE severity, with

response defined as clear or almost clear hands. Responses,

defined as clear or almost clear, were achieved in up to 48% of

patients treated with alitretinoin, compared with 17% for pla-

cebo (P < 0.001), with up to 75% median reduction in disease

signs and symptoms. Treatment was well-tolerated, with dose-

dependent adverse effects comprising headache, mucocutaneous

events, hyperlipidaemia, and decreased free thyroxine and thy-

roid-stimulating hormone. The median time to relapse, defined

as recurrence of 75% of initial signs and symptoms, was 5.5–
6.2 months in the absence of anti-eczema medication. Similar

efficacy was reported in a later study (HANDEL) from the Uni-

ted States.54 Data from real-world clinical use are consistent with

those from clinical trials.55–57 According to the Cochrane

review,4 alitretinoin 30 mg achieved investigator-rated control

in 432 compared with 157 participants per 1000 with placebo.

Similar results were shown for participant-rated control (high-

certainty evidence). Consistently with the marketing approval,

the ESCD guidelines recommend the use of alitretinoin for treat-

ing severe, chronic hand eczema that does not respond, or

responds inadequately, to topical corticosteroids.6 As all reti-

noids, however, alitretinoin is teratogenic which limits its use in

women of child-bearing age. Strict pregnancy prevention

1 month before, during and for 1 month after cessation of treat-

ment is necessary. The most frequently reported side effect is

headaches that are mostly transitory and well controllable by

NSAIDs; in addition, triglycerides, cholesterol, liver enzymes

and TSH should be monitored. The combination of retinoid

therapy with PUVA therapy in hand dermatitis is possible as
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frequently practised in psoriasis, but it has not been systemati-

cally studied.58

Acitretin
In contrast to alitretinoin, acitretin is not approved for the treat-

ment of hand eczema, but efficacy in the management of

patients with hyperkeratotic hand eczema has been reported.

Thestrup-Pedersen compared oral acitretin vs. placebo in 29

patients with chronic hand eczema and found a significantly

greater reduction of symptoms among patients receiving acitre-

tin (P < 0.01) compared with the placebo group.59 In an open

study on nine patients with severe hand eczema treated with up

to 30 mg acitretin daily if well-tolerated, three patients achieved

a PGA of clear or almost clear.60 No recommendation for acitre-

tin in the management of hand eczema is given by the current

ESCD guidelines, and even stricter safety issues regarding preg-

nancy prevention (up to 3 years after discontinuing treatment)

and monitoring of side effects apply.

Cyclosporine
Cyclosporine is a lipophilic cyclic polypeptide that effectively inhi-

bits the transcription of interleukin 2 and several other cytokines.

This leads to an inhibition of the activation of T cells, which play

a key role in the pathogenesis of psoriasis, but also atopic dermati-

tis.61 Cyclosporine is approved for systemic treatment of these dis-

eases, but not hand dermatitis. Its use in the management of hand

dermatitis is thus limited to cases of atopic hand dermatitis;

otherwise, the use would be off-label. In a double-blind study with

41 patients, cyclosporine 3 mg/kg/day for 6 weeks was as effective

as topical betamethasone dipropionate, leading to a 57% reduc-

tion in hand eczema severity score.62 According to the ESCD

guidelines, cyclosporine may be considered for hand eczema

patients with long-term need for treatment if first- and second-

line therapy has been insufficient or contraindicated.6 Therapy

with cyclosporine should be conducted for up to 6 months at the

minimum effective dose, followed by 3 months’ tapering. In some

patients, longer therapy may be required, whereas with good

responders, earlier discontinuation is advisable considering the

risk of hypertension and nephrotoxicity with this drug. If no clini-

cal response is observed within 8 weeks, cyclosporine should be

withdrawn.1 An increased risk for skin cancer may result under

long-term use; thus, UV protection is recommended.

Azathioprine
Azathioprine is an immunosuppressant introduced in the 1960s

that is approved in combination with other immunosuppres-

sants for the prevention of graft rejection and the treatment of

several autoimmune diseases. In dermatology, it is used off-label

for a variety of diseases, especially autoimmune bullous diseases,

because of its steroid-saving effect, although the evidence varies

widely.63 Azathioprine is a prodrug metabolized to 6-mercapto-

purine Mercaptopurine is further metabolized via three

metabolic pathways, including 6-thioguanine nucleotides (6-

TGN), which are responsible for most of the immunosuppres-

sive activity of thiopurines, but also cause their bone marrow

toxicity.64 Further side effects may include gastrointestinal dis-

turbances and infections.65

Oosterhaven et al.66 published a retrospective review of 30

adult patients with severe chronic hand eczema who were treated

with azathioprine. Seven patients showed a satisfactory response

at the 3-month assessment, but 17 of 30 patients discontinued

treatment, 15 of those because of adverse effects. Five of the

remaining 13 patients discontinued treatment at some point fol-

lowing the 3-month assessment, because of insufficient respon-

siveness or non-responsiveness.66 In conclusion, the efficacy of

azathioprine in the management of hand dermatitis seems to be

rather limited, and careful monitoring of the drug is required.

As for cyclosporine, an increased risk for skin cancer under

long-term use and UV protection should be considered.

Methotrexate
Methotrexate has been widely used in dermatology for the treat-

ment of psoriasis and psoriasis arthritis where its efficacy is well

established.67 The evidence for its use in hand eczema is limited.

It has been reported in case series of patients with unresponsive

hand dermatitis68 and other types of recalcitrant eczema.69 In a

retrospective chart review study, 17 patients were treated system-

ically with acitretin and/or methotrexate.68 Of these 17 patients,

four patients received courses of both acitretin and methotrexate

independently after failing the alternative treatment course. At

6 months, acitretin achieved clearance/almost clearance in 44%

of patients, compared to 0% of those treated with methotrexate.

At 12 months, 100% of patients treated with acitretin achieved

clearance/almost clearance compared to 40% of patients treated

with methotrexate.68 A similar retrospective study reported that

after 8–12 weeks of treatment, 36.8% of patients treated with

methotrexate for hand eczema showed a good effect of treat-

ment.70 Regarding the subtypes, a good effect was achieved in

hyperkeratotic hand eczema in 47.6% compared with 25.0% in

the non-hyperkeratotic subgroup. The general safety precautions

with methotrexate therapy should be observed, such as monitor-

ing the serum liver enzymes and complete blood count, as well

as the cumulative dosage; a weekly dose of 30 mg should not be

exceeded.1 The ESCD guidelines mention the lack of evidence

for the efficacy of methotrexate for the treatment of hand

eczema, but since this treatment has been used over the years, it

may be considered if first- and second-line therapy has been

insufficient or contraindicated.6

Emerging therapeutic options for hand eczema

Biologics
Atopic dermatitis is an inflammatory, pruritic, chronic or chron-

ically relapsing skin disease characterized by persistent itch,
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erythema and lichenification. Treatment options have been

mainly limited to topical and systemic immunosuppressive

treatments and to UV light therapy, but with the advent of bio-

logics, therapies targeting the atopic inflammation more specifi-

cally have become available. These substances may also have an

impact on the management of hand eczema. Dupilumab became

the first biologic to receive approval, while the anti-IL-13 mono-

clonal antibodies lebrikizumab and tralokinumab, which target

different IL-13 epitopes with potentially different effects, are cur-

rently in advanced-stage trials.71

Dupilumab
Dupilumab is a fully human monoclonal antibody directed

against the interleukin (IL)-4 receptor a (IL-4Ra) subunit

inhibiting the signalling of the type 2 cytokines IL-4 and IL-13

approved for use in the treatment of adult patients with moder-

ate-to-severe atopic dermatitis since 2017.72

Oosterhaven et al.73 reported about a patient with a long-

standing combination of very severe chronic atopic hand eczema

and moderate-to-severe atopic dermatitis who had been treated

with several systemic drugs. Dupilumab treatment was initiated

with a loading dose of 600 mg subcutaneously, followed by

300 mg once every 2 weeks. Over 12 weeks, her hand eczema

improved from ‘very severe’ and a hand eczema severity index

(HECSI) score of 244 (of 360) to ‘almost clear’ with a HECSI

score of 11.73

In a retrospective chart review, the outcome of 38 dupilumab-

treated patients with hand dermatitis was evaluated.74 From the

publication, it is unclear if these were only patients with atopic

dermatitis, or if also other aetiologies were included. The

authors reported that after treatment with dupilumab, the Inves-

tigator’s Global Assessment (IGA) of patients with hand der-

matitis decreased by 1.54 points from 3.26 to 1.72, with 40.0%

achieving an IGA of 0 and 1.74

In an observational prospective study, 47 adult patients with

hand eczema and atopic dermatitis were treated with dupilumab

at a 600 mg loading dose, followed by 300 mg every 2 weeks.75

Primary outcome was a minimum improvement of 75% on the

hand eczema severity index after 16 weeks (HECSI-75). HECSI-

75 was achieved by 28 (60%).75

Thus, dupilumab seems to have a potential to control hand

eczema in a significant proportion of patients with concomitant

atopic dermatitis, but further studies are needed to assess its use

in patients with other aetiologies of hand eczema.

JAK inhibitors
The Janus kinase (JAK)–signal transducer and activator of tran-

scription (STAT) pathways modulate multiple important

immune pathways, including Th2 {IL-4, IL-5, IL-6, IL-10, IL-13,
IL-31, CCL [chemokine (C-C motif) ligand] 18}, Th22 (IL-22,

S100As), Th1 [IL-2, IFN-c and TNF (tumour necrosis factor)-b]
and Th17 (IL-17A, IL-17F, IL-21, IL-22, IL-23R).76 They are

currently assessed for use in a number of dermatological condi-

tions such as psoriasis, atopic dermatitis, alopecia areata, vilitigo,

dermatomyositis and graft-versus-host disease.77 Since they are

small molecules, they may penetrate the epidermal barrier thus

being of potential not only for systemic, but also for topical use

in hand eczema.

Delgocitinib
Delgocitinib is a novel, pan-JAK inhibitor specific for JAK1,

JAK2, JAK3 and TYK2 kinases.78 It blocks several cytokine-

mediated signalling cascades, thereby inhibiting inflammation

and might, therefore, be a suitable therapeutic agent for topical

use in hand eczema. In a recent proof-of-concept study79 com-

paring topical delgocitinib vs. placebo (vehicle), 91 patients were

randomized. Significantly more patients receiving delgocitinib

(45.7%) compared with vehicle (14.9%) {odds ratio 4.89 [95%

confidence interval (CI) 1.49–16.09]; P = 0.009} achieved treat-

ment success (PGA 0–1).79 The mean HECSI score at Week 8

was significantly lower with delgocitinib (13.0) compared with

vehicle (25.8) [adjusted mean difference �12.88 (95% CI

�21.47 to �4.30); P = 0.003].79 The incidence of adverse events

was similar with delgocitinib and vehicle; none led to discontin-

uation of delgocitinib.79 A phase 3 study with the compound

may be expected.

Real-life management of patients with chronic
and severe hand eczema
How scientific evidence on the efficacy and safety of treatment

regimen is put into practice in patient care, depends on many

additional factors such as physician training and preferences,

nationalk differences and traditions, availability of health ser-

vices and drugs, and cost restraints and insurance limitations.

Register studies that allow the analysis of treatments under real-

life conditions may identify shortcomings and help to optimize

health services. Currently, data on only one register on patients

with chronic hand eczema are available (CARPE80 and a Swiss

“sister-registry”81). Patients are prospectively assessed by derma-

tological examination and patient questionnaire, and socio-eco-

nomic data and data on diagnostics, skin status, severity and

treatment of chronic hand eczema and atopy criteria are repeat-

edly evaluated. An early analysis of CARPE data stated that a sig-

nificant proportion of patients may not receive adequate

treatment according to guidelines.82 However, a recent 5-year

follow-up of this cohort of 1281 patients reported that chronic

hand eczema improved substantially over time, whether consid-

ered clinically or from the patients’ own perception.51 As possi-

ble reasons apart from the natural course of the disease and

optimization of treatments, the authors mentioned that regular

visits may improve hand eczema through psychological effects of

monitoring and feedback and that regular visits mean that there

is room to optimize both treatment and the prevention of dis-

ease progression.51 This stresses the importance of time-
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intensive individualized dermatological care for patients with

chronic hand eczema.

Adherence to treatment in hand eczema patients
Since hand eczema may be a chronic disease with a severe impact

on quality of life, intensive physician–patient communication,

but also active patient self-management play an important role to

achieve adherence to treatment regimen like in other chronic skin

diseases. Provision of creams, electronic monitoring and feedback

on cream consumption may be used to improve adherence to

topical therapy.83 Integrated care by a multidisciplinary teams,

combining clinical and occupational care to optimize treatment,

and the patient’s quality of life and social functioning will

improve outcomes.84 Specific teaching interventions have been

developed for the management of patients with hand eczema that

should be incorporated into therapeutic concepts.27

Conclusion
While the spectrum of therapeutic options for hand eczema has

expanded in recent years, the condition remains a challenge for

dermatologists and patients alike. The therapeutic algorithms

encompassing topical, physical and systemic treatments pro-

posed in the guidelines should be followed actively in order to

prevent chronicity and relapses that may severely impair

patients’ wellbeing. New therapeutic principles such as biologics

and topical Janus Kinase inhibitors may be available for the

management of hand eczema patients in the near future.
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