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ABSTRACT

Background: Alopecia areata (AA) is characterized by hair loss on the scalp and body, signifi-
cantly impacting patients’ quality of life based on its severity.

Objective: This study aims to identify crucial factors influencing the perception of severe AA
from the patients’ viewpoint.

Methods: A web-based survey was conducted among AA patients attending dermatology depart-
ments at 21 university hospitals in Korea. The survey comprised 17 criteria, exploring both clin-
ical characteristics of AA patients and subjective determinants of disease severity.

Results: A total of 791 AA patients and their caregivers participated in the survey. Approxi-
mately 30% of respondents developed AA during childhood, with 43.5% experiencing chronic
courses lasting over 3 years. Half of the participants exhibited more than 20% scalp hair loss,
and 42% reported additional hair loss on other body parts, such as eyelashes and nose hair.
Most respondents agreed that patients with >20% scalp hair loss should be categorized as having
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severe AA. They also identified longer disease duration, involvement of non-scalp body hair,
treatment refractoriness, and social or mental impairment requiring medical intervention as
factors indicating increased disease severity.

Conclusion: This survey underscores the significant impact of AA on patients’ quality of life
and highlights existing unmet needs in current treatment modalities.

Keywords: Alopecia areata; patients; Needs Assessment; Surveys and Questionnaires;

Severity of Illness Index

INTRODUCTION

Alopecia areata (AA) is an unpredictable autoimmune disease
caused by the collapse of hair follicle immune privilege. It usu-
ally presents as patchy hair loss, but it can lead to total body hair
loss in severe cases. While most patients with 1-2 hairless patches
heal naturally, treating severe patients with extensive hair loss
is difficult, and even after treatment, it often shows a chronic
refractory course'?. The conventional treatment of AA includes top-
ical or intralesional corticosteroids, contact immunotherapy with
diphenylcyclopropenone (DPCP), systemic immunosuppressants,
and steroid pulse therapy*®. However, these treatments are not con-
sistently effective, and there is limited evidence supporting their
effectiveness in severe AA. Patient satisfaction with treatment is
also low®. Recently, new drugs such as Janus kinase (JAK) inhibitors
have emerged as effective treatments for moderate to severe AA,
but access to these drugs remains limited due to their high cost™.

Significant hair loss, particularly in the eyebrows and eyelashes,
can profoundly influence a patient’s appearance, impacting social
interactions and leading to serious psychological effects'®®2. Studies
have shown that patients with AA experience a 30% higher level of
daily life stress compared to the general population, and the prev-
alence of lifelong psychiatric disorders in AA patients ranges from
66% to 74%. Additionally, the lifetime prevalence of depression in
AA patients is reported to be between 38% and 39%, with general
anxiety disorder prevalence ranging from 39% to 62%?". Further-
more, research indicates that AA patients have a 6.28-fold higher
risk of suicidal ideation than the general population™.

In cases where scalp, eyebrow, or nose hairs are absent,
patients become more susceptible to external harmful stimuli
such as ultraviolet rays, sweat, dust, and infectious organisms.
This vulnerability can lead to persistent physical discomfort and
increase the risk of comorbidities such as conjunctivitis and upper
respiratory tract infections™".

As AA is a chronic inflammatory disorder, individuals with
this condition face an elevated risk of developing other autoim-
mune diseases, such as rheumatoid disease. Patients diagnosed
with AA have a 1.86-fold higher risk of developing autoimmune
diseases within three years compared to individuals without AA®.

https://anndermatol.org

Given these considerations, it is imperative to establish clear
criteria for severe AA, as it can significantly impact patients’ lives
and requires appropriate management'’. However, currently, indi-
viduals with severe AA often receive similar treatment approaches
as those with only one or two alopecic patches. Therefore, raising
awareness about the disease is crucial to reducing the burden on
patients and ensuring they receive the supportive treatment envi-
ronment they need.

The Korean Hair Research Society (KHRS) recently proposed
diagnostic criteria for severe AA. According to KHRS guidelines,
hair loss exceeding 50% of the scalp area qualifies as severe AA.
Additionally, severe AA may be diagnosed if a patient experi-
ences significant loss of body hair, such as eyebrows, along with
a marked decline in quality of life, active hair loss, or an inade-
quate response to treatment, even if the scalp area affected ranges
from 20% to 50% (unpublished).

Recognizing the importance of considering patients' psy-
chosocial burden and quality of life when assessing AA severity,
this study aimed to identify crucial factors determining severe
AA from the patients’ perspective. By surveying various param-
eters related to disease severity, including age of onset, disease
duration, persistence of alopecic patches, involvement of body
hair, social impairment, mental health conditions, and treatment
response, the study sought to ascertain the significance of each
factor in determining severity and the threshold at which each
item should be considered indicative of severe AA.

MATERIALS AND METHODS

Patient population

All individuals diagnosed with AA by a dermatologist and who
sought care at the dermatology departments of 21 university hos-
pitals in Korea from June 2023 to November 2023 were eligible for
inclusion in this study. There were no exclusion criteria based on
the extent of scalp hair loss or the types of treatments received.

Study design
This study employed a cross-sectional design, utilizing a
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web-based survey method. Patients who provided informed con-
sent were provided with a QR code at the outpatient clinics of
respective centers. Upon scanning the QR code, participants
were redirected to the web survey questionnaire. The survey was
designed to be completed within twenty minutes. For participants
under the age of nineteen, the survey was completed by their legal
guardians. The questionnaire consisted of seventeen questions
covering four main areas: patient demographics, disease char-
acteristics, treatment response, and factors influencing disease
severity. Further details regarding the survey contents are outlined
in Supplementary Table 1.

Ehitcs statement

The study protocol received approval from the institutional review
board of Eunpyeong St. Mary’s Hospital (IRB No. PC23QCDI0076)
and all other participating institutes before the commencement
of participant recruitment.

RESULTS

Patients’ demographics and clinical characteristics

A total of 791 patients completed the survey, with the majority of
responses (684, 86.5%) provided by the patients themselves, while
the remainder (107, 13.5%) were completed by their legal represen-
tatives. Table 1and Fig. 1 provide an overview of the demographics
and clinical characteristics of the AA patients.

Among the 791 participants, 325 (41.5%) were male, and
463 (58.3%) were female. The onset of AA for most participants
(557/791, 70.4%) occurred in adulthood (20 years or older). The
remaining 29.6% of participants (234/791) experienced pediatric
or adolescent onset of AA, with 6.6% (52/791) and 11.4% (90/791)
being diagnosed under the age of 6 and 12 years old, respectively.
Regarding the duration of hair loss, 23.3% (184/791) of patients had
a chronic course, being diagnosed with AA for 8 years or longer.

In terms of the location of hair loss, 42.0% of participants

Age of onset (yr) Years since diagnosis (yr)

.(6
6.6%
6-11 >8
23.3% <l
30.8%

S0 11.4%

39.5% 1919

11.6%

3and <8
20.2%

1and <3
25.7%

Fig. 1. Clinical characteristics.
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Table 1. Patient demographics and clinical characteristics

Variables Values
Patient demographics
Sex
Male 325 (41.5)
Female 463 (58.5)
Age, mean = SD 38.05+14.83
Province (city) of residence
Seoul 296 (28.6)
Gyeonggi 238 (30.1)
Chungcheong-do 98 (12.4)
Gyeongsang-do 96 (12.1)
Jeolla-do 98 (12.4)
Others 35 (4.4)
Level of education
Elementary school 16 (2.0)
Middle school 22 (2.8)
High school 206 (26.0)
College or university 477 (60.3)
Others 70 (8.8)
Clinical characteristics
Age of onset (yr)
<6 52 (6.6)
6-11 90 (11.4)
12-19 92 (11.6)
20-39 300 (37.9)
>40 257 (32.5)
Years since diagnosis (yr)
< 244 (30.8)
1and <3 203 (25.7)
3and <8 160 (20.2)
>8 184 (23.3)
Location of hair loss
Scalp 786 (58.0)
Eyebrow/eyelash 235 (17.3)
Nasal hair 96 (7.1)
Beard 101 (7.5)
Body hair 137 (10.1)
% Scalp hair loss extent
1%-20% 381 (48.2)
21%-49% 152 (19.2)
50%-74% 66 (8.3)
75%-94% 66 (8.3)
95%-100% 126 (15.9)

Values are presented as number (%).

Location of hair loss % Scalp hair loss extent

95%-100%
15.9%

10.1%
Beard

7.5%
Nasal hair
7.1%

5%-94%

B 1%-20%
50%-74% 48.9%

8.3%

yebrow/eyelash

17.3% 21%-49% |

19.2%
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experienced hair loss beyond the scalp area. The most common
locations of hair loss other than the scalp were the eyelash/eye-
brow region, body hair, beard, and nasal hair, accounting for
58.0%, 17.3%, 7.1%, and 7.5%, respectively. Approximately half
of the participants (381/791, 48.2%) had 1-20% scalp hair loss.
Notably, patients with 95-100% scalp hair loss represented a sig-
nificant proportion, accounting for 15.9% (126/791) of the total
AA patients.

Patients’ perception of criteria for poor treatment
response

When patients were queried about their definition of inadequate
response at 6 months from the initiation of treatment, a substan-
tial portion (41.3%, 327/791) cited ‘no hair regrowth.” Additionally,
32.6% (258/791) deemed the presence of only vellus hair growth
as indicative of a poor response (Fig. 2). Notably, 6.1% (48/791)
of patients still considered the response inadequate even when
achieving 30% terminal hair regrowth.

Patient-reported factors determining disease severity
1) Extent of scalp hair loss and duration of hair loss patch
Regarding the extent of scalp hair loss, 65.8% of patients (520/791)
considered AA as severe even when less than 50% scalp hair loss
was present (Fig. 3). Moreover, the majority of patients (68.1%,
539/791) would still perceive AA as severe when the hair loss patch
lasted less than 3 years (Fig. 4).

2) Location of hair loss patches
Concerning factors related to disease characteristics, 60.6%

45 -
41.3
40 -
351 32.6
30 4
25 A
X
20 A
15 - 14.5
10 A
5 5.4 6.1
0- - T
R K K s
S N S 8 S
N Q& AN Q&
q?éo \09 0(\\ oé&\*&\ o§\V® oé&\*&\
< > & & N NS
& X &0 & &0 & @0 &
o\ Q}é\ o\ Q}& o &
O <8 O <& Q' <@

Fig. 2. Amount of scalp hair regrowth that alopecia areata patients consider
as poor response after 6 months of treatment.
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(479/791) and 48.4% (383/791) of patients strongly agreed that
AA severity should be heightened when scalp hair loss occurs in
an area where it cannot be masked with hair styling, or in body
locations other than the scalp, such as the eyebrow/eyelash, beard,
nasal hair, or body hair, respectively (Fig. 5).

3) Onset age of disease

In terms of the age of disease onset, 62.6% (495/791) of patients
strongly agreed that AA severity should be increased if the onset
of AA is in childhood.

4) Psychosocial factors determining AA severity

The majority of AA patients agreed to increase severity if there is
psychosocial impairment. Sixty-five percent (514/791) of patients
strongly agreed that AA severity should be elevated if social impair-
ment affects work or school life. Additionally, 66.0% (522/791) and

40 -

35 +

334 32.4
30 4
25
L 20
16.9
15 4
10 4 8.8 8.5
5 | l
0- T

1%-20%  21%-49%  50%-74%  75%-94% 95%-100%

Fig. 3. Extent of scalp hair loss (%) that alopecia areata patients consider severe.

50 -
45 |
40 4
35
30 4
25 1

45.0
23.1
20 - 18.1
15 A
10 A 8.1
5.7
5 | .
0 - T

<1year 1-<3years 3-<8years :8years No opinion

%

Fig. 4. Duration of hair loss patch (years) that alopecia areata patients
consider severe.
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W Strongly agree m Agree M Agree nor disagree M Disagree Strongly disagree
Location: scalp hair loss that cannot be masked
. ; . 60.6 28.4 6.8 (3.0
with hair styling
Hair loss involving eyebrow/eye'lash, bearc.L A e =y i
nasal hair, body hair
Childhood onset of AA 62.6 28.3 47 3.0
Social impairment (work or school) 65.0 28.4 4.3
1.5
Depression or anxiety that requires treatment 66.0 26.3 4.7 (2.5
Suicidal ideation 68.1 17.4 52 54
I T T T T 1
0 20 40 60 80 100

% of patients (n=791)

Fig. 5. Other patient-reported factors associated with AA severity and their level of agreement.

AA: alopecia areata.

68.1% (539/791) of patients strongly agreed that AA severity should
be increased if there is depression or anxiety requiring treatment
or suicidal ideation, respectively.

DISCUSSION

The prevalence of AA in Korea has exhibited a consistent upward
trend over the past decade, with 179,388 patients treated in 2022.
Individuals aged in their 20s to 50s, actively engaged in social
activities, comprised 80% of all patients?**. Similarly, the major-
ity of participants in this survey were socially active, reflecting the
demographic profile of AA patients in Korea. All 791 participants
in this study were outpatients of university hospitals nationwide,
suggesting a likelihood of recruiting relatively severe cases. Sup-
porting this, 29.6% of all patients presented with onset during
childhood and adolescence, with 6.6% being under the age of 6.
Most patients regarded hair loss occurring during childhood onset
as indicative of severe AA; indeed, AA in children, especially those
under the age of 6, often showed a chronic course?*.

The prevalence of chronic episodes lasting more than 3 years
was 43.5%, with 23.3% of participants experiencing hair loss for
over 8 years. Regarding the assessment of disease severity based on
disease duration, 23.1% and 45.0% of patients agreed that severity
should be increased even when the hair loss duration is less than
ayear or 3 years, respectively.

https://anndermatol.org
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Interestingly, differences in viewpoints emerged between
patients and physicians regarding severity assessed by the extent of
scalp hair loss. This study reveals that most patients perceive AA as
severe even when less than 50% of the scalp area is affected, which
contrasts with expert consensus in several countries, including
Korea. Expert consensus in several countries, including Korea
(unpublished), Australia, Italy, and Brazil, stipulates that severe
AA entails involvement of more than 50% of the scalp area. How-
ever, the Japanese guideline proposes alopecic patches exceeding
25% of the scalp area as indicative of severe AA*?".

The prevalence of hair loss in areas such as eyebrows, eye-
lashes, and body hair among patients with AA was not well known.
However, this study reveals that 42.0% of participants experience
some form of body hair loss. Most patients with AA agreed that
severity should be heightened, even if the area of scalp hair loss
does not exceed 50%, in cases where other body hairs besides the
scalp are affected.

Noticeable amount of hair loss can profoundly impact
self-esteem, comparable to the effects of body deformities and
disabilities®. Patients may experience avoidance of interpersonal
relationships, depression, or even suicidal thoughts or attempts®.
This study revealed a high rate (85.5%) of strong to moderate
agreement that suicidal ideation in AA patients should be consid-
ered indicative of severe AA. Correspondingly, 92.3% and 93.4%
of participants agreed that upstaging should be considered if they
require treatment for mental illnesses due to their hair loss or
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experience social impairment, respectively.

Recognizing the significance of hair loss in eyebrows and
eyelashes, tools such as the Bringham eyebrow scale have been
developed and adopted in clinical practice and diagnostic guide-
lines in several countries®*.

According to the KHRS guidelines for AA treatment (2022),
which reflect the latest treatment options, oral JAK inhibitors,
conventional systemic immunosuppressants, contact immuno-
therapy (DPCP), or wigs are recommended as first-line treatments
for patients with a Severity of Alopecia Tool (SALT) score of >50,
indicating severe AA. Subsequently, the decision to maintain
the first-line treatment or switch to another treatment is made
based on the treatment response®. While it is recognized that
conventional AA treatments often yield unsatisfactory results,
AA patients tend to have high expectations. Although physicians
commonly regard the emergence of newly growing vellus hairs
as a treatment response, 32.6% of patients indicated that if only
vellus hairs grew after six months of treatment, they would con-
sider alternative treatment options due to perceived inadequate
response. Additionally, even if terminal hair regrowth is evident in
30% of hairless patches, 6.1% of patients believed that the treat-
ment response was still insufficient and that alternative treatment
options should be explored.

This study was exclusively conducted on patients visiting univer-
sity hospitals, potentially introducing a selection bias that may not
fully represent all AA patients in Korea. However, the significance
of this study lies in its evaluation based on the real-life experiences
of AA patients and their caregivers. It is the first study to inves-
tigate the factors determining AA severity from the perspectives
of patients and their caregivers on a national scale. The findings
reveal that a significant portion of AA patients experience onset
during childhood and endure chronic courses. Many participants
exhibit more than 20% scalp hair loss and suffer from hair loss in
other body parts such as eyelashes and nose hair. The majority of
participants believe that any involvement of body hair, treatment
resistance, social impairment, or depression and anxiety warrant-
ing medical intervention should be considered factors contributing
to AA severity. These results are expected to enhance awareness
about severe AA, which significantly impacts quality of life, and
prompt institutional support for developing a comprehensive sever-
ity assessment tool encompassing various aspects of AA.
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