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ABSTRACT

Introduction: The content validity and treat-
ment success thresholds of clinical outcome
assessments (COAs) for alopecia areata (AA)—
including the Alopecia Areata-Investigator Glo-

bal Assessment™ (AA-IGA™), Scalp Hair
Assessment  Patient-Reported ~ Outcome™
(PRO), and clinician-reported outcome

(ClinRO) and PRO measures for eyebrows, eye-
lashes, eye irritation, and nails—were estab-
lished in interviews with dermatologists and
patients in North America. This study aimed to
confirm the content validity and treatment
success thresholds of these measures with clin-
icians and patients in Japan.
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Methods: Qualitative interviews were con-
ducted in Japan with dermatologists with AA
expertise and adults with AA who experi-
enced > 50% scalp hair loss. Interviews inclu-
ded concept elicitation and cognitive interview
questions. Data were analyzed using thematic
and framework techniques.

Results: Seven dermatologists and 15 patients
participated. Scalp hair loss was the most
important sign/symptom of AA and the greatest
treatment priority. Dermatologists and patients
understood the AA-IGA™, Scalp Hair Assess-
ment PRO™, and other COAs, and found these
measures to be appropriate, relevant, and clini-
cally meaningful. Dermatologists and patients
confirmed that achieving < 20% scalp hair loss
(AA-IGA™!/Scalp Hair Assessment PRO™ cate-
gories O or 1) indicated treatment success for
patients with > 50% scalp hair loss. Categories
0 or 1 on the other COAs represented treatment
success.

Conclusion: This study confirmed the content
validity and treatment success thresholds of the
AA-IGA™, Scalp Hair Assessment PRO™, and
other ClinRO and PRO measures for AA in
Japan. These findings were aligned with inter-
view results in North America and support the
use of these measures in AA treatment studies.

I\ Adis


http://orcid.org/0000-0002-3187-331X
https://doi.org/10.1007/s13555-020-00477-6
https://doi.org/10.1007/s13555-020-00477-6
https://doi.org/10.1007/s13555-020-00477-6
https://doi.org/10.1007/s13555-020-00477-6
http://crossmark.crossref.org/dialog/?doi=10.1007/s13555-020-00477-6&amp;domain=pdf
https://doi.org/10.1007/s13555-020-00477-6

434

Dermatol Ther (Heidelb) (2021) 11:433-447

PLAIN LANGUAGE SUMMARY

About 2% of people in the world have alopecia
areata, which causes them to lose hair on their
scalp, face, and body. We interviewed 15 Japa-
nese adults who had lost at least half of the hair
on their scalp and seven dermatologists who
treated alopecia areata. The dermatologists felt
that scalp hair loss was more important to treat
than eyebrow and eyelash hair loss. Patients were
most bothered about losing their scalp hair and
reported feeling anxious or worried about what
other people might think about it. Patients and
dermatologists were also shown several ques-
tionnaires and thought the questionnaires were
appropriate to measure the most important
symptoms of alopecia areata. Patients considered
that a treatment worked well if it gave them at
least 80% of their scalp hair; dermatologists also
wanted the treatment to give patients at least
80% scalp hair. These interviews agree with what
has previously been found in interviews with
patients and dermatologists in North America.

Keywords: Alopecia areata; Clinical outcome
assessment; Clinician-reported outcome;
Dermatology; Investigator global assessment;
Japan; Patient-reported outcome; Qualitative
interview; Treatment success

Key Summary Points

Why carry out this study?

Alopecia areata is a chronic autoimmune
disease that causes hair loss, which can
impair patients’ quality of life and social
functioning.

Information from interviews with
dermatologists and patients in North
America established the content validity
and treatment success thresholds of clinical
outcome assessments for alopecia areata,
including the Alopecia Areata-Investigator
Global Assessment'™, Scalp Hair
Assessment Patient-Reported Outcome™,
and clinician-reported and patient-
reported outcome measures for eyebrows,
eyelashes, eye irritation, and nails.

This study aimed to confirm the content
validity and treatment success thresholds
of these measures with dermatologists and
with patients with > 50% scalp hair loss
in Japan.

What was learned from this study?

Dermatologists and patients understood
the measures and confirmed that
successful treatment would be hair
regrowth resulting in at least 80% scalp
hair.

These findings were aligned with
interview results in North America and
support the use of these clinically
meaningful outcome assessments in
alopecia areata treatment studies
involving Japanese patients.

DIGITAL FEATURES

This article is published with digital features,
including a summary slide and plain language
summary, to facilitate understanding of the
article. To view digital features for this article go
to https://doi.org/10.6084/m9.figshare.
13365569.

INTRODUCTION

Alopecia areata (AA) is a chronic inflammatory
autoimmune disease characterized by unpre-
dictable, usually patchy, hair loss that can affect
the scalp, face, and body [1]. The global preva-
lence of AA is estimated to be 2% [2], with a
slightly higher prevalence of 2.5% reported in
Japan [3]. AA can substantially impact health-
related quality of life [4-9]. Most patients with
AA experience anxiety, depression, and low self-
esteem, which can impair social functioning
[5, 6]. This emotional distress often causes
patients to conceal the effects of hair loss by
wearing wigs or using cosmetic products [6, 8].

No therapy has been approved for AA in the
United States (US) [10]. Although some thera-
pies are approved for AA in Japan (e.g., topical
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and intralesional corticosteroids), there is no
approved drug with a grade A recommendation
(level I or II evidence of effectiveness) according
to the Japanese Dermatological Association
treatment guidelines [11]. Therapies for AA
include anthralin, biologics, calcineurin inhi-
bitors, corticosteroids, minoxidil, prostaglandin
analogs, sensitizers, and alternative therapies
(e.g., aromatherapy) [1, 12]. Several ongoing
large-scale clinical trials are exploring the safety
and efficacy of Janus kinase inhibitors for the
treatment of severe or very severe AA [13-16]. In
small uncontrolled trials, Janus kinase inhibi-
tors were shown to promote hair regrowth in
patients with moderate-to-severe AA [17-22].

Content-valid, well-defined, and clinically
meaningful outcome measures are required to
evaluate therapeutic interventions in global AA
clinical trials. The Food and Drug Administra-
tion (FDA) recommends incorporating patient
perspectives when developing clinical trial
endpoints [23-25].

Nine clinical outcome assessments (COAs)
for use in clinical trials involving patients
with > 50% AA-related scalp hair loss were
developed in line with the FDA Patient-Re-
ported Outcome (PRO) Guidance for Industry
[23]. The content validity of these COAs was
established in interviews with clinicians and
patients in North America.

The Alopecia Areata-Investigator Global
Assessment™ (AA-IGA™) [26] and Scalp Hair
Assessment PRO™ [27] (Fig. 1) both comprise
five severity categories, each associated with a
percentage range of scalp hair loss. Clinicians
are advised to use the Severity of Alopecia Tool
(SALT) [28] to assess the extent of scalp hair loss
and apply the SALT score to derive the AA-
IGA™ gradation [26]. In studies conducted in
North America, a proposed clinically meaning-
ful response was defined as hair regrowth fol-
lowing treatment resulting in < 20% scalp hair
loss (categories O or 1 on the AA-IGA™ and
Scalp Hair Assessment PRO™) [26, 27].

Clinician-reported outcome (ClinRO) and
PRO measures [29] (see Fig. S1 in the “Supple-
mentary Information”) were also developed to
assess key secondary AA signs/symptoms [30],
including the ClinRO Measure for Eyebrow Hair
Loss™, PRO Measure for EyebrowsTM, ClinRO

Measure for Eyelash Hair Loss™, PRO Measures
for Eyelashes™, ClinRO Measure for Nail
Appearance™, PRO Measure for Nail Appear-
ance™, and PRO Measure for Eye Irritation™.
This study aimed to confirm the content
validity and treatment success thresholds of the
AA-IGA™, Scalp Hair Assessment PRO™, and
ClinRO and PRO measures for AA-related eye-
brow, eyelash, eye irritation, and nail signs/
symptoms through qualitative interviews with
dermatologists and patients in Japan.

METHODS

Clinician and Patient Interviews

Qualitative, semi-structured clinician and
patient interviews were conducted by two
experienced Japanese interviewers using con-
cept elicitation and cognitive interviewing
techniques. The interviewers received in-person
training on the study methodology and semi-
structured interview guides. The clinician
interviews were conducted from August to
September 2018, and the patient interviews
were conducted from January to February 2019.
Clinicians and patients participated separately
in 60- or 90-min telephone/online or face-to-
face interviews. Hardcopies of the COAs trans-
lated into Japanese were reviewed by both
clinicians and patients.

Open-ended concept elicitation questions
explored clinicians’ and patients’ perspectives
on AA signs/symptoms (e.g., scalp and other
hair loss), the associated impact on daily life
(e.g., relationships, functioning, and emotional
wellbeing), and the amount (percentage) and
quality (e.g., color and thickness) of scalp hair
that would be considered a clinically meaning-
ful treatment response. Cognitive interview
questions assessed the wunderstanding and
appropriateness of the COAs (e.g., clarity of
instructions, meaning of terms, and ease of use
of response options) [31]. The think-aloud
methodology and specific probes explored
patients’ acceptance and interpretation of these
measures [32]. Clinicians were asked to identify
the response categories that would represent
treatment success for each ClinRO measure.
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a Alopecia Areata-Investigator Global Assessment™?2

None Limited Moderate Severe Very Severe
Please rate the patients scalp 0% 1-20% 21-49% 50-94% 95-100%
hair loss, as it looks today.
HL BBE h& BE ERICEE
3] ;-3
0 3 4

1 2
HRACHOREEDERRED
BEZHEL TS0, 0% 1~20% 21~49% 50~94% 95~100%

© Eli Lilly and Company. All rights reserved.

b Scalp Hair Assessment Patient-Reported Outcome™

Use mirrors to look at your entire scalp.

Please select one answer.

4, A limited area (1-20% of my scalp is missing hair)
O, A moderate area (21-49% of my scalp is missing hair)
0, A large area (50-94% of my scalp is missing hair)
0, Nearly all or all (95-100% of my scalp is missing hair)

Please rate the total area of your scalp that is missing hair right now.

Areas of vellus hair (peach fuzz or baby hair) should also be considered as missing hair.

O, No missing hair (0% of my scalp is missing hair; | have a full head of hair)

BEM-OT, BELARZRTILEE,

EEDHDLBEEERO>TWDERLEINET,
EZE%E 1 DBRLTLEEL,

Q, Ronf-EiE (RO 1~20%0BEEEE>TILD)
Q, PEEOERE (BEROD 21~49%AEEEZX-TID)
0, XELEE EEROD50~94%MEEZEX>TLVD)

BRRCTEEZZE DTV SHBEROEREOAFETEL T LS,

O, EBEZX-S TG (BEEERSERIZI%THY., TLRITHEELHD)

Q, FFEFTRTEREEZTAT (BERD 95~100%HMEEZEL>TIND)

© Eli Lilly and Company. All rights reserved.

Fig. 1 The Alopecia Arcata-Investigator Global Assess-
ment ™ (AA-IGA™) and Scalp Hair Assessment Patient-
Reported Outcome (PRO)™., with rating instructions
provided in English and Japanese. The AA-IGA™ and
Scalp Hair Assessment PRO™ are subject to copyright
owned by Eli Lilly and Company. Permission to use is

Patients were asked to indicate which response
category would signify a meaningful treatment
response for PRO and ClinRO measures.

granted under a Creative Commons Attribution-No
Derivatives 4.0 International License. Contact Eli Lilly
in the event of any proposed modification. *“The Severity of
Alopecia Tool [28] is recommended to assess the extent

(0-100%) of scalp hair loss

Sampling Strategy

All clinicians and patients were recruited by
Breeze, an agency based in Japan, and by Global
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Perspectives, an international agency. Partici-
pating clinicians from two sites, a private der-
matology clinic and a private university
hospital in Tokyo, referred patients to the
recruitment agency.

Clinicians were required to have > 5 years of
experience in treating or managing patients
with AA, and to treat or manage > 5 patients
with AA (including > 3 patients with > 50%
scalp hair loss) per month.

Eligible patients were referred by clinicians
and provided written informed consent. Male
and female patients aged 18-60 years were
required to have a diagnosis of severe AA
(> 50% scalp hair loss lasting more than
6 months with no spontaneous regrowth over
the past 6 months), could not have experi-
enced > 95% scalp hair loss lasting > 8 years,
and could not have other dermatological con-
ditions (e.g., psoriasis and atopic dermatitis) or
other forms of alopecia (e.g., androgenetic and
telogen) that in the opinion of the clinician
may be severe enough to impact the results of
this study. Purposive sampling targeted the
enrollment of patients with eyebrow and/or
eyelash hair loss in addition to scalp hair loss to
capture patient experiences of these signs/
symptoms. A target sample size of 15 patients
was considered to be adequate for evaluating
the content validity of the COAs in Japan
[31, 32].

Compliance with Ethics Guidelines

Study procedures and materials aligned with
best practice ethical principles for research
involving human participants. The patient
interview study protocol was approved by the
Western Institutional Review Board in the US
(ref: 20182441), which provided the single
required ethical review of the study per Japanese
guidelines.

Analysis

Audio recordings of the interviews were first
transcribed verbatim in Japanese. Transcripts
were then translated into English by profes-
sional linguists and coded and analyzed using

qualitative analysis software (ATLAS.ti, version
7.5) by experienced analysts. Separate code-
books for the clinician and patient interviews
were created and used based on the respective
interview guides. New codes were created to
capture emerging themes and applied to previ-
ously coded transcripts. Thematic analysis
techniques [33, 34] were applied to concept
elicitation data, and framework analysis tech-
niques [35] were applied to cognitive interview
data. Identifying information was removed
from transcripts and wunique identification
numbers (IDs) were allocated to anonymize
reporting. The ID designated the participant
number for clinicians and patients, as well as
sex and clinician-reported percentage of miss-
ing scalp hair for patients. Quantitative data
(e.g., demographics and treatment success
thresholds) were analyzed descriptively using
Microsoft Excel.

Results
Clinician Interview Results

Sample

Seven dermatologists with AA expertise partici-
pated in the interviews (Table 1), and most
(n = 6) were board-certified by the Japanese
Dermatological Association. Clinicians had
8-39 years of experience in regularly treating or
managing patients with AA (median 20 years).

Concept Elicitation: AA Signs/Symptoms

All clinicians observed patients with varying
degrees/patterns of patchy scalp hair loss,
including complete scalp hair loss, during their
practice. They also described patients present-
ing with eye irritation (n=1S5), eyebrow and
eyelash hair loss (n = 4), body hair loss (n = 4),
nail damage (n = 1), and scalp itch (n = 1). Scalp
hair regrowth was considered the number one
treatment priority (n = 5/5 asked), followed by
eyebrow and eyelash regrowth.

Concept Elicitation: Perceptions of Clinically
Meaningful Scalp Hair Treatment Success
Quantity of scalp hair (n=7) was the most
important factor for determining treatment
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Table 1 Clinician and patient characteristics

Clinician background and experience

n=7

Years treating and/or managing patients with AA, median (range)

Number of patients treated or managed in a typical month®, median (range)

AA overall
Severe AA (50-94% hair loss)
Very severe AA (> 95% hair loss)

20.0 (8.0-39.0)

90.0 (30.0-350.0)
45.0 (20.0-200.0)
15.0 (3.0-50.0)

Patient demographic and clinical characteristics

n=15

Age (years), mean (range)
Male, 7 (%)
Education, highest level completed, 7 (%)
High school, currently enrolled
High school, graduated
Junior/technical college, graduated
University graduate school, graduated
Years since diagnosis, mean (range)
Months of current episode, mean (range)
Clinician-reported percentage of scalp hair loss, mean (range)
Patients with > 95% scalp hair loss, 7 (%)
Years with > 95% scalp hair loss, mean (range)
Treatment received for AA, 7 (%)°
Corticosteroids (intralesional/topical/oral)®
Topical immunotherapy®
Local injection
Oral antihistamine
None
Concomitant illnesses, 7 (%)
Allergic rhinitis
Atopic dermatitis
Asthma
Anxiety
Depression

Hypertension

363 (18.0-60.0)
9 (60)

1(7)
(13)
(13)

10 (67)

2
2
0
2(11 22.1)
7 (0.8-10.0)
82.5 (50.0-100.0)
9 (60)
S (

0.8-7.0)
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Table 1 continued

Patient demographic and clinical characteristics

Psoriasis

AA alopecia areata

* The median value of ranges provided by one clinician (e.g., 40-50) was used to calculate the sample median

® Categories were not mutually exclusive

¢ Five patients received eyebrow corticosteroid injections only and three patients received two corticosteroids (topical and

intralesional, topical and eyebrow injection, oral and topical)

4 Topical immunotherapy includes diphencyprone, squaric acid dibutylester, and unspecified

success, although hair length (n = 6), location
of remaining hair loss (n = 5), and growth of
terminal rather than vellus hair (n = 4) were
other influential factors. Most clinicians (n = 6)
reported that hair color did not define treat-
ment success.

Clinicians defined treatment success for
patients with > 50% scalp hair loss at baseline
as reaching 60% (n = 1) or 80% (n = 6) scalp hair
coverage (i.e., 40% to 20% loss). Clinicians
(n=6/6 asked) reported that attaining 80%
scalp hair after 9 months of treatment was a
reasonable timeframe.

Cognitive Interview: AA-IGA™

All clinicians understood the AA-IGA™ and
considered it an appropriate, relevant measure
for assessing scalp hair loss severity (Fig. 1a).
Several clarifications to the wording were sug-
gested (e.g., use “Minimal” instead of “Lim-
ited”). Five clinicians suggested adding an
instruction to exclude vellus hair from the
assessment of scalp hair quantity.

Four clinicians considered the AA-IGA™
response options to represent appropriate gra-
dations of scalp hair loss severity. Two clinicians
preferred the cutoff percentages of the AA-
IGA™ to the Japanese clinical guidelines [11]
(which divide scalp hair loss into categories at
25% intervals), as they considered the AA-
IGA™ gradations to be more clinically mean-
ingful. Three clinicians proposed modifications
based on their clinical perspective (e.g., com-
bine “Moderate” and “Severe,” start “Very sev-
ere” at 80% instead of 95%) (Fig. 2). None of the
suggested changes were critical to understand-
ing the AA-IGA™.

Treatment Success

Clinicians reported treatment success as
achieving “1—limited (1-20%)” (n = 5/6 asked)
or “2—moderate (21-49%)” (n=1/6 asked)
scalp hair loss on the AA-IGA™ following a
9-month treatment trial (Table 2).

Cognitive Interview: Eyebrow, Eyelash,

and Nail ClinRO Measures

All clinicians understood the ClinRO Measures
for Eyebrow Hair Loss"™, Eyelash Hair Loss'™,
and Nail Appearance™ (see Fig. Sla—c in the
“Supplementary Information”), and agreed that
the response options reflected distinct levels of
symptom severity. Noncritical changes to the
wording of response options were suggested
(e.g., remove “distribution” in the eyebrow
measure), but they did not affect clinicians’
understanding of the measures.

Treatment Success
Clinicians considered treatment success as cat-
egory O or 1 on each measure (Table 2).

For the ClinRO Measure for Eyebrow Hair
Loss™, most clinicians (n = 4/5 asked) consid-
ered treatment to be successful if a patient could
be categorized as at least “1—minimal gaps in
eyebrow hair and distribution is even” at the
end of a clinical trial.

For the ClinRO Measure for Eyelash Hair
Loss™, clinicians (n = 3/5 asked) considered
treatment to be successful if a patient could be
categorized as at least “1—minimal gaps and the
eyelashes are evenly spaced along the eyelids on
both eyes.”

Clinicians’ opinions were split for the
ClinRO Measure for Nail Appearance'™. Half
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- None - Limited

Color indicates category name proposed by clinician to describe the percentage of scalp hair loss:

I:I Moderate - Severe

Additional
category needed

L
severe

Amount of scalp hair loss (%)

01 21 40

50 75 80 95 100

[T

JP-01

JP-02

JP-03

JP-04

JP-05

JP-06

JP-07

None
Limited

Moderate

Severe

[T
[T

Complete
01 21 40

50 75 80 95 100

Summary of clinician opinion:
Vibrancy of color indicates proportion of clinicians associating the percentage of scalp hair loss with the category name

Fig. 2 A color-coded representation of category names proposed by clinicians to describe the percentage of scalp hair loss in

the Alopecia Areata-Investigator Global Assessment"

indicated that treatment would be successful if
patients were categorized as “O—nails are not at
all damaged” (n = 3/6 asked) or as “1—at least
one nail is a little damaged” (n = 3/6 asked).
Two of these clinicians did not assess severity of
nail damage in clinical practice.

Patient Interview Results

Sample

Fifteen patients [60% male, mean age 36.3 years
(range 18-60 years)] participated in the inter-
views (Table 1). The mean clinician-reported
percentage of scalp hair loss was 83% (range
50-100%), and nine (60%) patients had > 95%
scalp hair loss (mean years with > 95% scalp
hair loss 4.5 years, range 1-7 years). Most
patients (n =10, 67%) experienced scalp hair
loss with complete or partial eyebrow and/or
eyelash hair loss.

Concept Elicitation: AA Signs/Symptoms

and Impact of AA on Daily Life

Thirteen patients named scalp hair loss as their
most bothersome sign/symptom of AA, (e.g.,
“because that is the area that can be seen” [02-F-

100]). Two patients considered eyebrow hair
loss (n=1) or eye irritation (n = 1) to be their
most bothersome sign/symptom. Patients
reported eyebrow hair loss (n = 11), eyelash hair
loss (n = 8), nail damage (n = 2), eye irritation
(n = 1), facial hair loss (n =1), and body hair
loss (n = 1) among their top 3 most bothersome
signs/symptoms (Table S1 in the “Supplemen-
tary Information”).

Patients described complex and intercon-
nected impacts of AA, which were mostly rela-
ted to areas of hair loss visible to others. All
patients reported how scalp hair loss affected
their psychosocial wellbeing, citing anxi-
ety/worry/stress about their AA becoming
exposed or how it would progress (n=12),
worry about social judgement (n=11), and
having feelings of insecurity/inadequacy/self-
consciousness (n=7) and/or sadness (n=7)
(Table S2 in the “Supplementary Information”).
Common physical impacts of AA included eye
irritation (n = 8) due to eyebrow/eyelash hair
loss and feeling the cold easily (n = 3) because of
scalp hair loss.
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Table 2 Clinicians’ and patients’ definitions of treatment success for clinician-reported and patient-reported outcome
measures for alopecia areata in Japan

Clinician definition of treatment success” Patient definition of treatment success®
AAIGA™

0—None (no missing hair) 0—None (no missing hair)

1—Limited (1-20% missing hair) (» = 5/6) 1—Limited (1-20% missing hair) (» = 15/15)

2—Moderate (21-49% missing hair) (» = 1/6)
Scalp Hair Assessment PRO™

- 0—No missing hair (0% missing hair; I have a full head of
hair)

1—A limited area (1-20% missing hair) (7 = 11/15)
2—A moderate area (21-49% missing hair) (z = 4/15)
ClinRO Measure for Eyebrow Hair Loss™™
0—Full coverage and no areas of hair loss (n = 1/5) 0—Full coverage and no areas of hair loss (» = 3/15)

1—Minimal gaps in eyebrow hair and distribution is even 1—Minimal gaps in eyebrow hair and distribution is even

(n = 4/5) (n = 12/15)
PRO Measure for EyebrawsTM
- 0—Full eyebrows on each eye (» = 3/9)

1—Minimal gap(s) or a minimal amount of thinning (» = 6/

9)
ClinRO Measure for Eyelash Hair Loss™
0—Eyelashes form a continuous line (7 = 2/5) 0—Eyelashes form a continuous line (7 = 4/15)
1—Minimal gaps and the eyelashes are evenly spaced 1—Minimal gaps and the eyelashes are evenly spaced (7 = 9/
(m =3/5) 15)

2—Significant gaps or the eyelashes are not evenly spaced

(n = 2/15)
PRO Measures for Eyelashes™
- 0—Full eyelashes on ecach eyelid (» = 2/9)
1—Minimal gap or minimal gaps along the eyelids (» = 6/9)
2—Large gap or large gaps along the eyelids (z = 1/9)
ClinRO Measure for Nail Appearance™™
0—Nails are not at all damaged (2 = 3/6)° 0—Nails are not at all damaged (z = 4/15)
1—At least one nail is a little damaged (2 = 3/6)® 1—Act least one nail is a little damaged (» = 9/15)

2—At least one nail is moderately damaged (» = 2/15)
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Table 2 continued

Clinician definition of treatment success® Patient definition of treatment success®

PRO Measure for Nail Appearance™
- 0—Nails are not at all damaged
1—Act least one nail is a little damaged (z = 6/6)
PRO Measure for Eye Irritation™
- 0—My eyes have not been irritated (n = 2/4)
1—My eyes have been a little irritated (z = 2/4)

The AA-IGA™!/Scalp Hair Assessment PRO™ comprises five severity categories: 0—none/no scalp hair missing (0%
missing hair) to 4—very severe/nearly all or all scalp hair missing (95-100% missing hair). ClinRO and PRO eyebrow,
eyelash, eye irritation, and nail measures comprise four severity categories: 0—normal presentation of eyebrows/eye-
lashes/nails or no eye irritation to 3—no or barely any eyebrows/eyelashes, very damaged nails, or severe eye irritation.
Clinicians and patients were asked to define treatment success considering 9 months of treatment

AA-IGA™ Alopecia Areata-Investigator Global Assessment, ClinRO clinician-reported outcome, PRO patient-reported
outcome

* Clinicians were only asked about their definition of treatment success of the ClinRO measures, and not all clinicians were
asked (2 = 5-6) because of interview time constraints. For the AA-IGA™, clinicians defined clinically meaningful change
from category 3—severe (50-94% missing hair) on the AA-IGA™. For the ClinRO Measure for Eyebrow Hair Loss™ ",
Eyelash Hair Loss™™ and Nail Appearance™, clinicians were asked which category would indicate treatment success

® Two of the six clinicians did not assess severity of nail damage in clinical practice

 For the PRO measures, patients reported meaningful change from their current category. Only patients who rated
themselves as having at least “1” on the PRO Measures for EyebrowsTM, EyelashesTM, Eye Irritation™, and/or Nail
AppearanceTM, indicating some level of AA involvement in these locations, were asked about treatment success. For the
ClinRO measures, patients were asked which category they would need to be rated as by their doctor

Concept Elicitation: Perceptions of Clinically
Meaningful Scalp Hair Treatment Success
Quantity of scalp hair was the most important
factor for determining treatment success.
Almost all patients (n = 11) defined treatment
success as 50% to 80% scalp hair (i.e., 50% to
20% loss); other patients desired 90% (n = 3) or
95% (n=1) scalp hair (i.e., 10% or 5% loss,
respectively). Some patients required hair
growth in particular scalp locations (n = 4/7
asked) and sufficient hair density (n=2) for
treatment to be considered successful.

Cognitive Interview: Scalp Hair Assessment
PRO™

All patients understood the Scalp Hair Assess-
ment PRO™ (Fig. 1b) and were able to self-re-
port their amount of scalp hair loss, although
some noncritical clarifications were suggested
(e.g., simplify the instruction “Please rate the

total area of your scalp that is missing hair right
now”).

Most patients (n = 11) felt that the percent-
age ranges in the response categories were
appropriate (Fig. 3). The majority (n = 10) used
only the percentage ranges to choose their
response because they found them easier to
understand or a better representation of hair
loss than the descriptors (e.g., Moderate or
Large). Other patients used both the percent-
ages and descriptors (n = 4) or just the descrip-
tors (n=1) to select their response. The
percentages helped two patients to overcome
difficulties in reading kanji characters or
understanding  the response category
descriptors.

Treatment Success

Patients who rated themselves as “4—nearly all/
all 95-100%" (n = 8) reported that reaching “2—
moderate 21-49%” (n=4) or “l—limited
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Color of percentage indicates category name proposed by patient to describe the amount of scalp hair loss:
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Summary of patient opinion:
Vibrancy of color indicates proportion of patients stating the category name describes the amount of scalp hair loss

Fig. 3 A color-coded representation of patients’ opinions
on the percentage ranges included in the Scalp Hair
Patient-Reported Outcome ™
options. Patient interviews were conducted in the order
shown (i.e., from patient 01-M-80 to 11-F-60). “Addi-
tional category needed: one patient felt that the category of

Assessment response

1-20%" (n = 4) scalp hair loss after 9 months of
treatment could be considered successful.
Patients who rated themselves as “3—large
50-94%” (n=2) or “2—moderate 21-49%"
(n = 4) stated that reaching “1—limited 1-20%"
scalp hair loss would indicate successful treat-
ment. One patient reported that remaining in
the same “1—Ilimited 1-20%” scalp hair loss
category would represent treatment success.

Cognitive Interview: Eyebrow, Eyelash, Eye
Irritation, and Nail PRO Measures

Most patients understood the PRO Measures for
Eyebrows™, Eyelashes™, Eye Irritation™, and
Nail Appearance’™ (Fig. Sld-g in the

“Large” was too broad and suggested an additional category
between “Large” and “Nearly all/all” for patients with
75-94% hair loss. One patient felt that there should be an
additional category between ‘Moderate” and “Large” for
patients with 35-50% hair loss

“Supplementary Information”) and agreed that
the response options corresponded to increas-
ing, distinct levels of symptom severity. Non-
critical changes to the wording of response
options (e.g., remove “gaps” and “thinning” in
the eyebrow measure instructions) were sug-
gested, but these did not prevent patients from
providing a response. Eight patients had ditfi-
culty differentiating between the response
options for the eye irritation measure (e.g.,
ambiguity of “moderate irritation”). However,
six patients provided accurate descriptions of
the severity levels, and all (n = 15) could pro-
vide a response.
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Treatment Success
Patients supported defining treatment success
as category O or 1 on each measure (Table 2).
Achieving at least category 1 after treatment
was considered acceptable by most patients
with some level (i.e., self-reported category > 1)
of AA-related eyebrow (n = 6/9), eyelash (n = 6/
9), and nail involvement (n =6/6) on the
respective PRO measures. Patients with eye
irritation were split between whether they
considered achieving category O or 1 (n=2/4
each) on the eye irritation PRO measure to be
acceptable.

Cognitive Interview: AA-IGA™/ClinRO
Measures Treatment Success

Most patients defined treatment success as
achieving at least category 1 on the AA-IGA™
(n=15/15), eyebrow (n=12/15), eyelash
(n = 9/15), and nail (n = 9/15) ClinRO measures
(Table 2).

DISCUSSION

The results of this study support the content
validity of the nine COAs for use in AA clinical
trials in Japan. Qualitative data collected from
interviews with Japanese dermatologists and
patients indicated that all nine AA measures
were conceptually relevant, appropriate, and
clinically meaningful assessments of key AA
signs/symptoms. AA was found to substantially
impact the health-related quality of life of
Japanese patients [4-9].

Interview results were aligned with those in
North America [26, 27, 29]. All clinicians and
nearly all patients confirmed that scalp hair loss
was the most important AA sign/symptom and
scalp hair regrowth was the greatest treatment
priority. All clinicians (n = 7/7; 100%) and most
patients (n =11/15; 73%) defined treatment
success as reaching 50% to 80% scalp hair (i.e.,
50-20% hair loss) during concept elicitation.
During cognitive interviews, all clinicians
(n = 6/6; 100%) and most patients (n = 11/15;
73%) felt that achieving category “1—limited
(1-20%)” scalp hair loss on the AA-IGA™/Scalp
Hair Assessment PRO™ following a 9-month
treatment trial would indicate treatment

success. Patient expectations for hair regrowth
following treatment varied based on their cur-
rent hair loss; patients with greater loss reported
treatment success even with moderate hair loss
remaining. Therefore, categories O (0% loss) and
1 (1-20% loss) were considered the success
thresholds for these measures.

Additionally, results confirmed the treat-
ment success thresholds of the ClinRO Measure
for Eyebrow Hair Loss™, ClinRO Measure for
Eyelash Hair Loss™, ClinRO Measure for Nail
Appearance™, PRO Measure for Eyebrows™,
PRO Measure for Eyelashes™, PRO Measure for
Eye Irritation™, and PRO Measure for Nail
Appearance™. Most clinicians and patients
reported that reaching category 1 represented
treatment success, and considered category O to
represent greater improvement. Thus, cate-
gories 0 or 1 were considered the treatment
success thresholds for each measure.

Several clinicians and patients proposed
modifications to the COAs. For example, five
clinicians suggested adding an instruction to
the AA-IGA™ to exclude vellus hair from the
assessment of scalp hair quantity. However, this
was not deemed necessary, as the recommen-
dation is to use the SALT [28] (which requires
assessing terminal hair only) to derive the AA-
IGA™ category. No proposed changes were
critical to participants’ understanding or use of
the measures to rate corresponding symptoms.

Our study had several limitations. The Eng-
lish-speaking researchers who developed the
COA measures in North America also created
the Japanese interview guides and analyzed the
interviews but did not conduct the interviews
because of language differences. To mitigate
inconsistency in study conduct, detailed in-
person training sessions on the study methods
and interview guide were provided to the native
language interviewers, and both teams provided
updates/feedback following each interview. In
addition, patients with > 50% scalp hair loss
were based in the Tokyo area, and thus the
findings may not be generalizable to popula-
tions in rural/less urban locations. However,
clinicians were from geographically diverse
regions in Japan and, therefore, the perspectives
of other communities may have been captured.
Despite the small sample size of clinicians
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interviewed (n = 7), all were highly skilled der-
matologists with extensive experience in treat-
ing and managing patients with AA. The results
of our study provide meaningful insights into
clinicians’ and patients’ perspectives and treat-
ment expectations for AA in Japan.

CONCLUSIONS

This study confirmed that the content validity
and treatment success thresholds were cate-
gories 0 or 1 of the AA-IGA™, Scalp Hair
Assessment PRO™, and other ClinRO and PRO
measures for AA in Japan. These findings sup-
port the use of these clinically meaningful out-
come assessments in AA treatment studies
involving Japanese patients.
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