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Chronic hand eczema is a multifactorial disease that
can impact quality of life considerably. This observa-
tional questionnaire study aimed to investigate real-
world treatments and patients’ experiences of disease
burden across the broad severity spectrum represented
by the general chronic hand eczema population. The
study included 1,948 individuals from 6 countries
(mean age 43.2 years; 64.5% females) with self-repor-
ted physician-diagnosed chronic hand eczema. Ongo-
ing treatment was reported in 68.6%, which included
systemics or phototherapy (with or without topicals;
10.7%), topical corticosteroids (with or without addi-
tional topicals; 36.0%) and other topical treatments
(no topical corticosteroids; 21.8%). At survey time,
43.0% were in flare state. About half, 51.1%, repor-
ted moderate to severe disease signs (past week).
Treatment with topical corticosteroids was subopti-
mal in 9.7% of those with moderate to severe disease.
Experience of symptoms was common, particularly
itch. Symptom burden differed significantly between
groups with different treatments and severity levels;
it was highest among those reporting systemics/
phototherapy and those for whom topical corticos-
teroids were suboptimal. The results indicate that,
despite a high treatment rate, chronic hand eczema
is associated with a considerable disease burden that
varies significantly across the severity spectrum. A
particularly high burden in treatment stages beyond
topical corticosteroids indicates a need for more effec-
tive management of symptoms.
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hronic hand eczema (CHE) is a common, inflam-
matory skin disease with an annual prevalence of
around 5% (1). CHE is multifactorial (2, 3) and irritant

SIGNIFICANCE

This observational study aimed to better understand real-
world treatment patterns and disease burden in the gene-
ral chronic hand eczema population across 6 countries.
Despite nearly 70% of participants being under treatment,
over half reported moderate to severe disease and more
than 40% were experiencing flares. Symptom burden
varied significantly by disease severity and treatment type,
being highest in patients receiving systemic treatments or
phototherapy, and among those for whom topical corticos-
teroids were suboptimal. These findings highlight the need
for more effective symptom management in treatment sta-
ges beyond topical corticosteroids.

exposure is a risk factor, both occupational and domes-
tic (3-5). CHE can cause a range of visual signs and
subjective symptoms. The clinical manifestations are
dominated by erythema, scaling, fissures, vesicles, or
hyperkeratosis; these often occur in flares and can vary
considerably in severity (2). Moderate to severe CHE can
cause distressing symptoms, including pruritus and pain,
with negative impact on patients’ quality of life (6—10)
and work productivity (6).

Treatment approaches in CHE vary depending on
disease severity. Mild CHE can be managed with emol-
lients and low-potency topical corticosteroids (TCS).
Medium- to high-potency TCS are first-line treatment in
moderate to severe CHE (4). These can reduce clinical
manifestations effectively in the short term; however,
long-term intensive use is commonly associated with
adverse events, including skin atrophy or contact allergy
(11-14).

For patients not benefiting from TCS, treatment
alternatives are limited and may include phototherapy,
the retinoid alitretinoin (approved for severe CHE),
other conventional systemics (e.g., methotrexate,
cyclosporine), or, for the atopic dermatitis subtype, bio-
logic treatments or oral JAK inhibitors.

The patient perspective in CHE is not well investi-
gated with regard to real-world routine care and how
symptoms and signs are experienced across the broader
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severity spectrum. Understanding the disease burden
of the general CHE population is important to enable
informed clinical decision-making that can improve
healthcare for individuals living with CHE. Previous
studies assessing disease severity in the general CHE
population have mainly assessed visual signs (15). It
is also not clear which subgroups suffer a particularly
severe disease burden. An interesting subgroup in this
respect are those with moderate to severe CHE who
may lack adequate treatment options due to suboptimal
treatment response from TCS. Previous studies of these
individuals are limited to patients in dermatology centres
(16-18).

The study objective was to investigate self-reported
treatments, disease signs, and symptoms of CHE in a
large multinational sample representing the general CHE
population and, through subgroup analyses, to understand
how symptoms are experienced across different levels
of disease severity and treatment stages. The study had
a particular focus on first-line use of TCS for moderate
to severe CHE, including to evaluate disease burden
among those for whom TCS treatment was suboptimal.

MATERIALS & METHODS

Study design and subjects

CHECK (Chronic Hand Eczema epidemiology, Care,
and Knowledge of real-life burden) is a multinational
population-based survey study. The study recruited adults
from the general population in Canada, France, Germany,
Italy, Spain, and the UK via online panels during July—
October 2023 (19) (see Supplementary data). Cases were
identified in an initial screening questionnaire, according
to the European Society of Contact Dermatitis’ defini-
tion (4), as has previously been reported in Apfelbacher
etal. (1).

Details on data collection, data quotas, weighting, and
quality enhancements have previously been reported (1).
Identified cases, except those who reported “participated
in clinical trials or been treated with investigational pro-
ducts during the last 12 months from survey initiation”,
were invited to a longer questionnaire survey. In these
analyses, additional exclusion criteria were employed:

* Did not complete the full questionnaire.
* Did not self-report a physician diagnosis.

Outcomes and variables

Sample characteristics. The following information was
collected: country of residence, sex and current age, age
at first signs, symptoms, and first diagnosis of CHE.
Disease duration was calculated by subtracting age at
diagnosis from current age.

Flare experience. A “flare” in the questionnaire was defi-
ned as times when the condition suddenly became worse,
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such as symptoms/signs worsened (itch, pain, redness,
etc.), more of the hands or wrists were affected, need to
step up or change treatment, or need to seek healthcare.

Flare frequency was reported as number of flares in the
past 6 months; those with more than 1 flare also reported
duration (days) of the most recent flare, localisation of
flares (in the past 7 days and 6 months) and experience
of flare-related signs/symptoms during the past 6 months
including increased itch, pain, or redness, appearance of
new lesions, and spreading of lesions.

To estimate the proportion of the year in flare state, we
assumed that the duration of the last flare was representa-
tive of the average flare, and that the frequency of flares
in the past 6 months was representative of 12 months.
Time in flare per year was estimated as: number of flares
times duration of flare times 2.

Severity of symptoms. Symptom severity of itch, pain,
and sleep disturbance during the past 24 h was evaluated
using a Visual Analogue Scale (VAS). The scale rates
the severity from 0 (no itch/pain/impact on sleep) to 10
(worst imaginable impact on itch/pain/sleep).

TCS experience. Participants were asked if they had ever
been treated with TCS for their CHE, when they last used
TCS, reasons for stopping TCS, their experiences with
TCS, or reasons for never using TCS.

Subgroup analyses

Treatment groups. Participants were asked if they were
currently using any other medications to treat their CHE:
“Yes, an injectable medication”, “Yes, phototherapy”,
“Yes, an oral treatment (tablets, pills, capsules, etc)”, ”’Yes,
other medical creams, lotions, gels, mousses, or ointments
(excluding topical corticosteroids)”, “ No, I am not using
other medications”, or “ I do not know”. Multiple answers
were possible; therefore, data were analysed by subgroups
representing different stages of the CHE treatment lad-
der in general in line with treatment guidelines (4) based
on a hierarchical approach. Injectables, oral systemics,
and phototherapy (hereafter “systemics/phototherapy”)
were pooled into 1 subgroup due to small sample sizes.
The highest rank was assigned to this group, followed
by TCS (excluding those with concomitant systemics or
phototherapy) and other topicals (excluding those with
concomitant TCS, systemics, or phototherapy). TCS
used within the past month was considered current TCS
treatment. TCS potency level was not reported.

“No current treatment” and “never treated” were also
included as treatment groups. Participants who reported
that they had never been treated for CHE or that they did
not know if they had ever been treated were included in
the group “never treated”.

Severity of disease signs. Severity of visual signs of
CHE over the past week was self-assessed using a well-
established photographic guide for hand eczema by
Coenraads et al. (20) including 5 severity grades (clear,
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almost clear, moderate, severe, and very severe). In the

analyses, these were grouped into 2 severity grades:

“mild” (clear and almost clear) and “moderate to severe”

(moderate, severe, and very severe).

TCS treatment suboptimal. A subgroup of responders for

whom TCS was considered suboptimal (hereafter “TCS

suboptimal”) was identified, which included participants
reporting moderate to severe signs who meet at least 1 of
the following criteria (illustrated in Fig. S1):

* Currently treated with TCS but reporting that their
eczema did not get better or got worse.

* Discontinued treatment with TCS due to a physician’s
decision or side effects and reporting that their eczema
did not get better or got worse.

» Contraindicated to use TCS: “My doctor told me I
could not use it for medical reasons”.

Statistical analysis

Continuous variables were summarised using descriptive
statistics (n, mean, standard deviation [SD], median,
interquartile range [IQR], minimum, and maximum).
Categorical variables were summarized as frequencies
and percentages (n, %). Statistical tests were applied on
weighted data to evaluate difference between groups. A y?
test with Rao and Scott’s second order-correction (adap-
tation of y? test for weighted data), was applied on catego-
rical variables. For numerical variables, a Wilcoxon (for
comparison between 2 groups) or a Kruskal-Wallis (for
comparison between more than 2 groups) rank-sum test
for complex survey samples was applied. For multiple
group comparisons, the comparison was first conducted
on all the groups together. For those cases showing a
significant p-value (i.e., p < 0.05) in the overall test,

two-by-two comparisons between the TCS treatment
group and the other treatment groups were performed.

The analyses were conducted using the standard
statistical analysis software product: Rstudio Version
2023.06.0+421 (R Foundation for Statistical Computing,
Vienna, Austria).

RESULTS

Sample characteristics

In total, 3,484 participants self-reported CHE. After
exclusion criteria, 2,046 participants with a complete
questionnaire remained, resulting in 1,948 participants
in the weighted sample (Fig. S2).

Just over halfreported moderate to severe disease signs
in the past week (Table I). Most participants, 68.6%,
reported 1 or several current treatments including injec-
tables (1.8%), orals (8.1%), phototherapy (1.7%), TCS
(42.6%), or topicals excluding TCS (48.7%). In addition,
21.7% reported no current treatment, and 9.4% that they
had never been treated for CHE. Six participants could
not recall their treatment. Of those reporting moderate
to severe CHE, TCS was considered suboptimal for
9.7% (n = 96).

Overall, mean age was 43.2 years, and the majority
were female (Table I). Mean age at first signs or symptoms
of CHE was 23.7 years and mean disease duration was
17.0 years. More than half, 56.5%, of had received a diag-
nosis less than 1 year after first signs/symptoms. The most
common location of lesions (past 7 days) was finger(s)/
between finger(s) (63.4%), followed by back of hand
(32.1%), palm(s) (30.6%), wrist(s) (29.9%), knuckle(s)
(28.8%), and fingertip(s) (14.4%) (data not shown). Cha-
racteristics by country are presented in Table SI.

Table I. Study sample characteristics, full sample, and by-disease severity

Item Total Mild?

Moderate to severe® ¢

TCS suboptimale f Remaining moderate to severe?

N, (%)

Female, n (%)
Current age (years)
Mean (SD) 43.2 (12.6)
Median (IQR) 43.0 (33.0, 53.0)
Age at first signs or symptoms of CHE (years)
Mean (SD) 23.7 (14.9)
Median (IQR) 21.0 (12.0, 34.0)
Age at first diagnosis of CHE" (years)

Mean (SD) 26.2 (15.3)
Median (IQR) 25.0 (15.0, 36.0)

1,948 (100%)
1,256 (64.5%)

953 (48.9%)
639 (67.0%)

43.2 (13.0)
43.0 (33.0, 54.0)

23.3 (14.8)
20.0 (12.0, 32.8)

26.3 (15.1)
25.0 (16.0, 36.0)

Time between first signs/symptoms and diagnosis" (years)

Mean (SD) 2.0 (5.7)
Median (IQR) 0.0 (0.0, 2.0)
Disease duration (years), "

Mean (SD) 17.0 (14.5)

Median (IQR)
Employed, n (%)

14.0 (4.0, 26.0)
1,486 (76.3%)

2.3 (6.0)
0.0 (0.0, 2.0)

16.8 (14.6)
13.0 (4.0, 26.0)
692 (72.6%)

994 (51.1%)
617 (62.0%)*

43.3 (12.2)
43.0 (34.0, 53.0)

24.1 (15.0)
22.0 (13.0, 35.0)

26.1 (15.4)
25.0 (15.0, 36.0)

1.8 (5.4)%
0.0 (0.0, 1.0)

17.2 (14.4)
14.0 (5.0, 26.0)
793 (79.8%)***

96 (9.7%9)
64 (66.3%)

43.8 (12.4)
44.0 (33.0, 54.0)

21.6 (14.4)
21.0 (10.0, 30.0)

23.7 (15.1)
24.0 (10.0, 31.8)

1.8 (6.1)
0.0 (0.0, 1.0)

20.2 (16.3)
17.9 (5.0, 34.0)
82 (84.9%)

898 (90.3%°)
553 (61.5%)

43.2 (12.2)
43.0 (34.0, 53.0)

24.4 (15.0)
22.0 (13.0, 35.0)

26.4 (15.5)
25.0 (15.0, 36.0)

1.8 (5.3)
0.0 (0.0, 1.0)

16.9 (14.2)
14.0 (4.0, 26.0)
711 (79.2%)

aMild represents the grades “clear” and “almost clear” according to the photographic guide in the past week. "Moderate to severe represents the grades “moderate”,
“severe”, and “very severe” according to the photographic guide in the past week. “Refers to participants in the subgroup "moderate to severe” for whom TCS treatment
was suboptimal. The definition of this subgroup is illustrated in Fig. S1. 9Refers to participants in the subgroup “moderate to severe” who remained after removing the
subgroup “TCS suboptimal”. ¢ fStars indicate statistical significance where * = p < 0.05, ** = p < 0.01 and *** = p < 0.001. The subgroup “moderate to severe” was
compared with the subgroup “mild”. The subgroup “TCS suboptimal” was compared with remaining participants in the subgroup “moderate to severe”. 9Percentage of
participants with moderate to severe disease signs (n = 994). "Includes only 1,726 participants who could recall the age at first diagnosis.

CHE: chronic hand eczema; IQR: interquartile range; SD: standard deviation; TCS: topical corticosteroids.
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Significant differences between subgroups included
that those with moderate to severe signs showed a smaller
proportion of females, shorter mean time between first
signs/symptoms and diagnosis, and a larger proportion
of employed participants compared with those with mild
signs (see Table I).

Compared with the TCS group, lower mean age was
reported by the subgroup “never treated” and shorter
mean disease duration by both “never treated” and
“systemics/phototherapy” groups. Also, moderate to
severe signs were less common in the groups “never
treated”, “no current treatment’ and “topicals” compared
with the TCS group (Table II).

TCS use and experiences

No treatment for CHE ever was reported by 9.4% and no
TCS ever by 9.0% (Fig. 1). The main reason for never
using TCS was that doctors had never mentioned it follo-
wed by patients’ fear of the impact TCS may have on their
skin. A relatively large proportion, 20.6%, did not know
the reason. Most participants, 76.7%, had been treated
with TCS at some point. The main reasons for disconti-
nuing TCS treatment were: “own decision (not needed
anymore)”, “doctor’s decision”, and “fear of using TCS”".
Most participants who had used TCS reported that their
CHE was gone or improved with the treatment, whereas
13.6% reported that it did not improve or got worse.

Flare experience

Overall, 43.0%, reported being in flare state at the time
of the survey. Mean (SD) was 6.0 (9.4) for number of

flares (past 6 months) and 7.4 (13.8) for duration of last
flare in days. The mean (SD) time of the year in flare state
was 61.9 (87.2) days. Symptoms worsening in certain
seasons was reported by 78.6%. Winter and summer were
the most common seasons for worsening as reported by
41.4% and 33.7%, respectively; spring and autumn were
less common (19.1% and 16.4%, respectively).

The most common flare-related sign/symptom was
increased itching (Fig. 2). All flare-related signs/symp-
toms were significantly more common in the group
reporting moderate to severe signs compared with those
with mild signs: increased pain was almost twice as com-
mon in the group with moderate to severe signs (22.1%
vs 11.7%, p-value < 0.001) (Fig. 2A). In the TCS sub-
optimal subgroup, appearance of new lesions was more
common compared with others with moderate to severe
signs (51.6% vs 38.9%, p-value = 0.018) (Fig. 2B).

Across treatment stages, increased itching was most
common in the TCS group. Moreover, appearance of
new lesions, spreading of lesions, and increased pain
were more common in the TCS group compared with
the groups “no current treatment” and “never treated”.
However, increased pain was less common in the TCS
group compared with the systemics /phototherapy group
(Fig. 20).

Symptoms

Itch had the highest self-reported mean VAS score overall
(Fig. 3). Mean VAS scores for all symptom categories
were significantly higher among participants reporting
moderate to severe signs compared with those with mild
signs (Fig. 3A), and in the TCS suboptimal subgroup

Table II. Study sample characteristics, full sample and by-treatment group

Current treatment?®

No current
Item Total® Systemics/phototherapy TCS¢ Topicals (TCS excluded) treatment Never treated
N, (%) 1,948 (100%) 209 (10.7%) 702 (36.0%) 424 (21.8%) 423 (21.7%) 183 (9.4%)

Female, n (%)

Current age (years)

Mean (SD)
Median (IQR)

1,256 (64.5%)

43.2 (12.6)
43.0 (33.0, 53.0)

Age at first signs or symptoms of CHE (years)

Mean (SD)
Median (IQR)

23.7 (14.9)
21.0 (12.0, 34.0)

Age at first diagnosis of CHE® (years)

Mean (SD)
Median (IQR)

26.2 (15.3)
25.0 (15.0, 36.0)

118 (56.2%)

42.8 (11.0)
42.0 (35.0, 51.0)

25.4 (14.0)
25.0 (15.0, 34.3)

27.6 (14.6)
28.0 (16.5, 36.0)

Time between first signs/symptoms and diagnosis® (years)

Mean (SD)
Median (IQR)

Disease duration? (years)

Mean (SD)
Median (IQR)

2.0 (5.7)
0.0 (0.0, 2.0)

17.0 (14.5)
0.0 (0.0, 2.0)

2.2 (6.5)
0.0 (0.0, 1.0)

15.2 (13.8)*
10.0 (4.0, 24.0)

Severity of disease signs based on photographic guide

Milde, n (%)

Moderate to severef, n (%)

Employed, n (%)

953 (48.9%)
994 (51.1%)
1486 (76.3%)

75 (35.7%)
135 (64.3%)
176 (84.2%)*

448 (63.9%)

44.2 (12.9)
44.0 (34.0, 55.0)

23.9 (15.9)
21.0 (12.0, 35.0)

26.7 (16.3)
25.0 (15.0, 39.0)

2.2 (6.4)
0.0 (0.0, 1.0)

17.8 (15.0)
15.0 (5.0, 27.0)

279 (39.7%)
423 (60.3%)
545 (77.7%)

272 (64.1%)

42.7 (13.0)
43.0 (31.0, 53.0)

22.5 (14.5)
20.0 (12.0, 30.0)

24.7 (15.1)
22.2 (14.0, 35.0)

1.9 (5.2)
0.0 (0.0, 2.0)

17.8 (14.2)
15.0 (6.0, 26.0)

214 (50.5%)
210 (49.5%)***
325 (76.6%)

295 (69.8%)*

43.9 (12.0)
43.0 (34.0, 54.0)

23.4 (14.3)
20.0 (12.0, 35.0)

25.9 (14.3)
25.0 (15.0, 36.0)

1.8 (4.1)
0.0 (0.0, 2.0)

17.7 (14.7)
14.0 (5.0, 28.8)

272 (64.3%)
151 (35.7%)***
304 (71.9%)*

119 (65.2%)

40.1 (12.9)%**
38.0 (30.0, 51.0)

24.7 (14.1)
21.2 (15.0, 33.9)

26.7 (14.3)
25.0 (18.0, 35.0)

2.1 (6.0)
0.0 (0.0, 2.0)

12.8 (12.8)%**
10.0 (2.6, 18.0)

110 (60.1%)
73 (39.9%)***
130 (70.8%)

2Because 1 paticipant could have more than 1 treatment, treatment group was assigned based on the highest ranked treatment stage as described in Methods. "Includes 6
participants who did not know their current treatment. <Include participants reporting use of TCS within the last month. ¢Includes only 1,726 participants who could recall
their age at first diagnosis. ¢Mild represents the grades “clear” and “almost clear” according to the photographic guide in the past week. fModerate to severe represents
the grades “moderate”, “severe”, and “very severe” according to the photographic guide in the past week. *Asterisks indicate statistical significance compared with the

TCS treatment group where *p < 0.05, **p < 0.01, and ***p < 0.001.

CHE: chronic hand eczema; IQR: interquartile range; SD: standard deviation; TCS: topical corticosteroids.
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Full sample,
n=1,348
Did not know
2 ; MNever treated
if treated
Z for CHE,
i IS 9.4% (=183
4.9% (n=95) :
5 Reasons
Experiences® Treated for CHE :
Ever treated T R . I with * Doctor nET.rer mentlone_d TCS, 48.0%
with TCS. 76.7% . E * Fear of using TCS on skin, 21.3%
) czema gone, 27.9% TCS, 9.0% :
B J r * Told by doctor not to use for medical
["‘:1:494] * Ezzema not improving, 12.3% '[II:!‘JE] L
* Eczema worsening, 1.3% S Tt k%n ow- -

Reasons (multiple answers possible)

* Own decision (not needed anymore), 41.5% « >1to 6 month, 46.1%
Currently = Doctor's decision, 29.5% « »6 month to 1 year,
using TCS, * Own decision due to fear of using, 19.1% 19.4%
5L 5% i * Side Effec’r_r_,, 5.3% _ _ « »1year, 27.2%
(n=831) * Noncompliance to doctor's instructions, 2.0% « Don't remember, 7.3%
* Other reason, 10.8%

Time since stopping

Fig. 1 Overview of topical corticosteroids (TCS) treatment experience among participants ever treated for TCS. ?Includes 25 participants
who did not know if they had ever been treated for chronic hand eczema (CHE). ®Refers to participants’ overall experience with TCS, which does not
necessarily relate to their current experience. <Includes those treated with TCS in combination with other treatments including systemics and phototherapy.

compared with others with moderate to severe signs
(Fig. 3B).

Mean VAS scores increased with higher stages of the
treatment ladder (Fig. 3C); the systemics/phototherapy
group showed the highest severity. The TCS group had
significantly higher mean scores for all symptom cate-
gories compared with the groups “topicals”, “no current
treatment”, and “never treated”, but lower compared with
“systemics/phototherapy”.

Compared with participants reporting mild disease
signs, those with moderate to severe signs had larger
proportions reporting any level (i.e., > 1 point on VAS
scale) of itch (92.4 % vs 78.5%, p-value <0.001) and pain
(85.2% vs 60.1%, p-value < 0.001). In the TCS subop-
timal subgroup, 96.0% and 96.3% had experienced itch
and pain, respectively, in the past 24 h (data not shown).

DISCUSSION

This large observational study of the general CHE popu-
lation in 6 countries adds new real-world data on the
patient experience of living with CHE, with a particular
focus on TCS. Although nearly 70% of participants repor-
ted being currently treated, disease severity was high
overall; over half reported moderate to severe disease
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signs in the past week and more than 40% were in flare
state at the time of the survey.

Due to the fluctuating nature of CHE, it can be difficult
to assess severity in clinical practice. Patients are often
seen when undergoing treatment, and assessment at 1 time
point might not reflect the true disease severity. To capture
different severity aspects, we used 2 severity indicators:
self-reported severity of disease signs and treatment
groups representing the CHE treatment stages overall in
line with treatment guidelines (e.g. Thyssen et al. [4]).

Our results show a significantly higher occurrence
of symptoms among participants reporting moderate to
severe signs compared with those with mild signs. More-
over, self-reported severity of both signs and symptoms
(itch, pain, and sleep disturbance), and the occurrence
of flare-related signs/symptoms, increased with higher
treatment stages. Between treatment groups, the highest
severity, as observed by signs, symptom severity, and
flare experiences, was represented by participants in the
systemics/phototherapy group. In this group, pain during
flares was common. The mechanism of pain in CHE is
not clearly understood but may relate to the occurrence
of fissures (4, 21).

Overall, a large proportion, 86.4%, of those ever
treated with TCS experienced that the eczema improved
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Fig. 2. Self-reported occurrence of flare-related signs/symptoms over the last 6 months, overall, and in subgroups. Flare experience is
presented as the proportion of participants reporting a certain flare experience over the last 6 months for the following groups: (A) total sample and
subgroups reporting mild and moderate to severe signs of disease severity in the past week, (B) participants with moderate to severe signs for whom
topical corticosteroids (TCS) treatment was suboptimal (i.e., TCS suboptimal subgroup) as illustrated in Fig. S1, and remaining participants with moderate
to severe signs, and (C) different treatment groups based on the highest ranked treatment stage as explained in Methods. Asterisks indicate statistical
significance (*p < 0.05, **p < 0.01, and ***p < 0.001) for comparison of (A) groups with moderate to severe vs mild disease signs, (B) participants
in the TCS suboptimal group vs the remaining participants with moderate to severe signs, and (C) individual treatment groups vs the TCS treatment
group. ®Increased redness was not tested between TCS and other treatment groups on a two-by-two basis due to a lack of significance in the overall test

of significance between groups. SD: standard deviation.

or was gone with treatment. Nonetheless, a relatively
high symptom severity was reported in the TCS treatment
group, particularly for itch. Noteworthy was that the 10%
never treated for CHE reported higher symptom severity
than those with no current treatment, indicating possible
undertreatment.

A particularly high disease burden was reported by
participants in the small subgroup “TCS suboptimal”
who rated symptom severity significantly higher than
the remaining 90% with moderate to severe signs, and
at levels comparable to those on systemics/phototherapy.

The evaluation of TCS treatment experiences showed
that a considerable proportion never started/discontinued
TCS treatment due to fear of TCS. In line with this,
findings from the Danish skin cohort have shown that
phobia against TCS is common and can impair treatment
compliance (22).

Disease severity based on proportions reporting
moderate to severe signs was higher in our study (51%)
compared with a Dutch study of hand eczema in the
general population (36.5%; past year) (15), but lower
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compared with studies of CHE in the Danish skin cohort
(80%:; current) (22). Discrepancies between studies may
be explained by differences in demographics of the study
populations, and time periods for evaluation. The Danish
study was limited to patients diagnosed by dermatolo-
gists, indicating more severe CHE.

Moreover, our study showed a higher flare frequency,
but shorter flare duration, compared with a multinational
study by Borg et al. (23) (mean [SD)] number of flares
3.2 [1.7] and month duration 2 [1.7] over 12 months).
Flare frequency was also higher compared with a Ger-
man study based on the CARPE registry, which included
patients enrolled at dermatology practices or hospital
clinics with an inadequate response to TCS (18). Dif-
ferences may depend on study design; our study was
based on self-reported data whereas the other studies used
physician-reported data of more severe cases.

Strenght and limitation

A strength of this study was the self-reported data that
reflect real-world routine care. The sample captures the
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Fig. 3. Severity of symptoms over last 24, overall and in subgroups. Severity in last 24 h is presented as mean (standard deviation) visual analogue
scale (VAS) scores for itch, pain, and sleep disturbance for the following groups: (A) total sample and subgroups reporting mild and moderate to severe
signs of disease severity in the past week, (B) participants with moderate to severe signs for whom topical corticosteroids (TCS) treatment was suboptimal
(i.e., TCS suboptimal subgroup) as illustrated in Fig. S1, and remaining participants with moderate to severe signs, and (C) different treatment groups
based on the highest ranked treatment stage as explained in Methods. Asterisks indicate statistical significance (* = p < 0.05, ** = p < 0.01, and ***
= p < 0.001) for comparison of (A) groups with moderate to severe vs mild disease signs, (B) participants in the TCS suboptimal group vs the remaining
participants with moderate to severe signs, and (C) individual treatment groups vs the TCS treatment group.

general CHE population in 6 countries, both overall and
across subgroups representing different aspects of CHE
severity. The representativeness was further enhanced
by quotas and weighting.

A major limitation was the exclusion of 900 participants
who reported participation in a clinical trial, or treatment
with a new drug in development (see Fig. S2). A potential
misinterpretation of the question may have resulted in
excluding participants using new products on the market
and caused a selection bias favouring those with milder
disease and a lower disease burden. Furthermore, using
online panels and self-reported data may have introduced
biases (e.g., selection, coverage, non-response, inaccurate
recall, or false reporting bias). Quality checks were per-
formed to avoid data inconsistencies.

Another limitation was the cross-sectional study
design, which limited the possibility to evaluate disease
severity in relation to treatment effectiveness. The large
variation in severity between treatment groups may partly
reflect proportions in flare state at the time of the survey.
Moreover, distinguishing between types of topical treat-
ments (e.g., topical calcineurin inhibitors), TCS potency
level, and types of systemic treatments, which was not
considered feasible in a general population survey, would
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have provided a more comprehensive understanding of
treatments. Nonetheless, the results suggest insufficient
management of CHE across treatment groups.

Noteworthy is that our survey, and the other studies
mentioned, were performed before the approval of the
new topical pan-JAK inhibitor delgocitinib cream appro-
ved by the European Medicines Agency for treatment
of adults with moderate to severe CHE for whom TCS
treatment is inadequate or inappropriate (24—26). Future
research should investigate sign/symptom burden in the
future landscape of treatments, including the real-world
effectiveness of delgocitinib cream, and other non-
steroidal treatment options.

Conclusion

The results indicate that, despite a high treatment rate,
the general CHE population experiences a high disease
burden that differs significantly across the severity spec-
trum and treatment stages. A particularly high burden
was observed among individuals at the highest treatment
stages (i.e., systemics/phototherapy), and those not bene-
fiting from TCS, suggesting a need for more effective
treatment alternatives in these subgroups.
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