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Background Frontal fibrosing alopecia (FFA) has become one of the most common
causes of cicatricial alopecia worldwide. However, there is a lack of clear aetiol-
ogy and robust clinical trial evidence for the efficacy and safety of agents cur-
rently used for treatment.

Objectives To enable data to be collected worldwide on FFA using common criteria
and assessment methods.

Methods A multicentre, international group of experts in hair loss was convened
by email to create consensus recommendations for clinical trials. Consensus was
defined at > 90% agreement on each recommended part of these guidelines.
Results Standardized diagnostic criteria, severity rating, staging, and investigator and
patient assessment of scalp hair loss and other clinical features of FFA were created.
Conclusions These guidelines should allow the collection of reliable aggregate data
on FFA and advance efforts in both clinical and basic research to close knowledge

gaps in this condition.

datasets were generated or analysed during the cur-

rent study.

*Plain language summary available online e Frontal fibrosing alopecia (FFA) is a common psychologically debilitating progres-

DOI 10.1111/bjd.20567

What is already known about this topic?

sive type of hair loss without a clear aetiology or treatments vetted by well-
controlled clinical trials.

What does this study add?

e This paper provides methods for collecting meaningful data on FFA in clinical tri-
als, databases and registries across the globe.

e These guidelines will promote clinical and basic research on well-defined popula-
tions of patients affected with FFA and provide the means to assess the efficacy and
safety of individual treatments.

1. Introduction

Frontal fibrosing alopecia (FFA), first described in six post-
menopausal women by Kossard in 1994, is a type of cicatricial
alopecia characterized by hair follicle destruction in a frontal—
temporal-parietal distribution."” It is most commonly seen in
postmenopausal women,*® but it has also been observed in

*7 and men.>*1°

premenopausal women While the majority
of the reported patients have been of European descent, FFA
has also occurred in black®®'"'* and Asian patients'*'* from
various nations. The incidence of FFA is unknown, but the
number of women seeking diagnosis and help for this condi-
tion has markedly increased in recent years, currently repre-
senting the majority of new cases of cicatricial alopecia.'®'®
The aetiology of FFA is unknown. However, recent work
suggests that inflammation-induced hair follicle (HF) stem cell
niche damage, epithelial-mesenchymal transition, and
immune privilege collapse of the HF bulge region,'” as well
as genetic susceptibility,18 are important in FFA pathogenesis.
Further, given that 5a-reductase inhibitors appear to help sta-

. .. 5.8,19-21
bilize the condition,

and FFA primarily involves por-
tions of the scalp common to pattern hair loss (PHL), a

hormonal link is postulated. It is also possible that this

British Journal of Dermatology (2021) 185, ppl1221-1231

condition is triggered by environmental factors. Facial or hair
products have been implicated, especially those containing
sunscreens, given their now ubiquitous presence in facial
moisturizers, foundations and shampoos.zo*zs However, the
relationship to FFA has been particularly difficult to determine
due to the changing constituents in these products, various
products utilized over time, uncertainty of whether exposure
requires a given time period to incite a response, and the
unclear mechanisms by which these products contribute to
disease development.”®

The natural history of FFA remains unknown and is quite
variable. There have been multiple reports of efficacy of various
therapies, but no standardized methodology that will allow
comparison of outcomes between treatments or study sites.
Internationally accepted guidelines for clinical trials of FFA are
needed for future investigator-initiated single or multicentre,
collaborative or sponsor-supported studies that address treat-
ment efficacy and potential aetiological factors. To accomplish
this, dermatologists with expertise in hair disorders representing
21 countries around the world [the International FFA Coopera-
tive Group (IFFACG)] were convened by email to create stan-
dardized measures for clinical trials of FFA. After review of the
literature and discussion, consensus (defined as > 90%

© 2021 British Association of Dermatologists
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agreement) was achieved on diagnostic criteria, severity, stag-
ing, assessment measures and response criteria for FFA.

2. Diagnostic criteria

2.1. Prior publications and presentations

Diagnostic criteria for FFA have varied widely in publications
or presentations. The US FFA Cooperative Group (USFCG)
used point scoring based on clinical findings and biopsy infor-
mation for inclusion in their registry.® Vafié-Galvan et al.’
diagnosed patients by biopsy or recession of the frontotempo-
ral and preauricular hairline, eyebrow loss and characteristic
trichoscopic findings. Tolkachjov et al.” used a diagnostic algo-
rithm that included findings on the scalp and eyebrows, and
features common to FFA, but not specific for it, such as non-
inflammatory facial papules and preceding or concurrent
symptoms of pain or pruritus at areas of involvement.

2.2. International FFA Cooperative Group recommendations

In order not to exclude patients with an atypical presentation of
FFA, our goal is to create diagnostic criteria for both ‘classic FFA’,
which requires frontal hairline recession, and ‘probable FFA’, in
which this is not necessarily present. Our recommended diagnos-
tic criteria for both include having > 4 points from a combination
of clinical and pathological findings typical of FFA (Table 1).

3. Severity rating

3.1. Prior published studies

Two groups have previously published on validated severity rat-
ings for FFA based on point scoring that share some basic pre-
mises about FFA but also have some significant differences.

While the Frontal Fibrosing Alopecia Severity Index (FFASI)*’
and the Frontal Fibrosing Alopecia Severity Score (FFASS)*® both
weigh recession of the frontal and temporal hairlines as 80% of
the total points (80/100 and 20/25 points, respectively) and
rate inflammation and eyebrow loss, they diverge significantly
from that point forward. FFASI gives points for facial papules,
cutaneous lichen planus, oral or genital lichen planus lesions
and nail involvement, but no points for symptoms. FFASI gives
no points for nonscalp or noneyebrow involvement but points

for pruritus and pain.

3.2. Frontal Fibrosing Alopecia Global Staging Score

The IFFACG has created a staging system in which five of the
most commonly reported findings each have a range of num-
bers assigned for a limited severity score. The FFA Global Stag-
ing Score is as follows:

e Scalp hair loss based on frontal hairline recession as defined in
Table 2: 0 = none, 1 = minimal (< 1 cm), 2 = mild (1 to
<3 cm), 3 =moderate (3 to <5 cm) and 4 = severe (> 5 an).
o Eyebrow loss: 0 = none, 1 = partial, 2 = total loss in at

least one eyebrow.
o Facial papules: 0 = none 1 = some.
o Prominent forehead veins: 0 = none, 1 = some.

o Facial hyperpigmentation: 0 = none, 1 = some.

Thus, the staging for an individual patient would be shown
as So_4Eo 2Po-1Vo_1Ho 1.

This very basic staging system facilitates an immediate recog-
nition of certain variables that may be present in a given patient
that may have prognostic significance and thus should be con-
sidered in inclusion and exclusion criteria and/or separate anal-
ysis of treatment cohorts. This staging does not replace more
detailed assessment of the severity of each category.

Table 1 International FFA Cooperative Group Criteria for frontal fibrosing alopecia (FFA)

1. Classic FFA

/:sdny woJs papeojumoq

® TFrontal hairline recession with loss of follicular ostia® (2 points); plus

Positive biopsy of a representative section of affected anterior or temporal scalp or eyebrow consistent with FFA® (2 points)
At least 50% eyebrow loss (in the absence of alopecia areata)® (1 point)

Perifollicular anterior scalp erythema (1 point)

Perifollicular anterior scalp hyperkeratosis or scale (1 point)

2. Probable FFA

Frontal hairline recession without loss of ostia® (1 point)

Positive biopsy of a representative section of affected anterior or temporal scalp or eyebrow consistent with FFA® (2 points)
At least 50% eyebrow loss (in the absence of alopecia areata)“ (1 point)

Perifollicular anterior scalp erythema (1 point)

€202 Yotey L0 uoisenb Aq 8166659/1221/9/581/a191LE/plq/

Perifollicular anterior scalp hyperkeratosis or scale (1 point)
Facial papules (1 point)
Bilateral preauricular hair loss in a patient who previously had hair in this area (1 point)

Documented absence of vellus hairs in affected anterior or temporal hairline (1 point)

“Loss of ostia may be confirmed clinically or by trichoscopy. If no loss of ostia can be confirmed by either method, move to ‘probable FFA’
criteria, or confirmatory biopsy of FFA from the affected anterior hairline will be necessary as well. "Biopsy of a representative section of the
affected scalp or eyebrow would be consistent with a diagnosis of FFA if it demonstrates a decreased number of hair follicles and sebaceous
glands, concentric perifollicular fibrosis and a lymphocytic infiltrate targeting the isthmus and infundibular regions of the hair follicle. “50%

eyebrow loss could be 100% loss of only one eyebrow or overall 50% cumulative loss of both eyebrows together.

© 2021 British Association of Dermatologists British Journal of Dermatology (2021) 185, pp1221-1231
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Table 2 Non-scalp-related clinical signs and symptoms in frontal fibrosing alopecia (FFA)

I. Hair loss elsewhere

A. Eyebrows. Eyebrow loss is an important diagnostic clue in FFA, occurring in 73-95% of cases,”® including being the initial finding in ~8
—40% of cases.”® Eyebrows may also show regrowth with systemic treatment independently of hair loss on the scalp or with local
eyebrow-only treatment. Because of this, we wish to specifically have a grading scale that will capture the severity of hair loss if treatment
is directed locally at the eyebrows or if using systemic therapy for FFA. We propose that the right and left eyebrows and medial and lateral
portions of each eyebrow be assessed individually on a scale of no loss/no interruption in hair growth = 0, partial loss/interruption of hair
loss = 1, and complete hair loss = 2

B. Eyelashes. While not as common as eyebrow loss, eyelash loss may occur and has been associated with severe FFA.>® We propose a
grading system for eyelashes that separately evaluates the right and left and upper and lower lashes, with a scale of no loss/no interruption
in hair growth = 0, partial loss/interruption of hair loss = 1, and complete hair loss = 2

C. Androgen-dependent hair growth or loss. Facial, axillary and pubic hair have been reported to be negatively affected in FFA. Beard hair loss in
men has been reported in several publications, in up to 50% of men in one series.”*’ Loss of sideburns is also a specifically reported type
of facial hair loss.*®*? Loss of axillary and pubic hair has been reported in > 50% of cases.® Hair loss in the beard, moustache, sideburns,
and axillary and pubic hair is best assessed by a simple scale of none, partial or total hair loss, recognizing that this assessment relies
primarily on patient reporting unless a full physical exam is performed

D. Body hair. Loss of hair on the extremities is extremely common,”® but the aetiology is confusing as this may occur normally in

postmenopausal women, and the degree of loss is difficult to ascertain without having documentation of the amount of normal hair

growth. Although clinically apparent inflammation is not usually seen, biopsies performed in a few cases have shown the same

perifollicular lymphocytic infiltrate on hairless extremities as on the scalp.

#0351 We would recommend grading body hair separately on the

upper and lower and right and left extremities on a hair loss scale of 0 = no loss, 1 = partial loss, and 2 = total loss

II. Facial lesions

A. Facial papules. Reports of textural changes in the facial skin by patients are often associated with collections of small (1-2 mm) yellow to

flesh-coloured noninflammatory monomorphic papules, most commonly seen in the temporal area, but individual lesions may be

distributed in other areas of the face. Facial papules have been reported in 3—22% of cases.”**** Biopsies of these facial papules have

shown either involvement of vellus follicles with perifollicular lichenoid inflammation and/or dilated sebaceous ducts

54,55

or hypertrophic

sebaceous glands.*® To further characterize these papules and to determine their relationship to other clinical features of FFA and response
to therapy, the presence or absence of facial papules should be recorded in all patients. If they are present, the following data should be

collected: location on the face, size, number and density, shape and colour. Biopsies of isolated lesions may eliminate any alternate

aetiologies

B. Facial veins. Prominent superficial veins on the forehead are a common occurrence although infrequently noted.® The prominent veins are
typically seen at the lateral sides of the scalp, although depression of the veins in the centre of the forehead has been reported.”” We
recommend tracking separately right and left lateral and central forehead veins and whether depressed, flat or raised (engorged)

C. Pigmentation. At this point, capturing the presence and location of pigmentary changes should suffice to help to determine their incidence

and need for further evaluation

a. Hyperpigmentation. Acquired dark brown to slate grey macules primarily on the face, neck and flexures may be seen in FFA, more

often in dark-skinned individuals than in white patients, and characterized by a lichenoid infiltrate and pigmentary incontinence on

58-60

biopsy

b. Hypopigmentation in the area of frontoparietal hair loss in FFA has also been reported, more easily appreciated with Wood’s light®'
D. Rosacea-like eruption. Rosacea was reported in 34% of 103 women with FFA, the majority having the erythematotelangiectatic subtype of
mild-to-moderate severity.> Whether classic rosacea is more common in FFA or whether this is a particular type of facial erythema specific

to FFA will be important to determine
III. Symptomatology

Symptoms of pain, pruritus and/or burning have been reported to vary from 3%’ to 65%.° We recommend using a 10-point visual
analogue scale to collect data independently on pain/burning and pruritus

4. Assessment measures

4.1. Prior published methods

An assessment method termed the Lichen Planopilaris Activity
Index (LPPAI) was introduced 10 years ago to allow compar-
ison of treatments for LPP, but it was also piloted in FFA.?Y
The index includes both symptoms (pain, burning and pruri-
tus) and clinical signs of inflammation, a hair pull test, and a
score for ‘spreading’ of the hair loss. The primary issues with
this scale include the inexact definition of some signs and the
finding that patients may have continued progression of hair
loss while the score improves based on only changes in symp-
tomatology or inflammation.”

British Journal of Dermatology (2021) 185, ppl1221-1231

4.2. International FFA Cooperative Group methods

The primary assessment measures that our international group
suggests for clinical trials of FFA are ones that separate out
and assess progression of hair loss independently from inflam-

mation and symptoms.

4.2.1. Alopecia Density and Extent frontal fibrosing
alopecia score

There are two critical components of the hair loss in all forms of
FFA: extent of hair loss and changes in hair density of scalp hair
loss throughout the scalp. The ALODEXgg, score expands on the
method of data collection utilized by the USFCG in their original

© 2021 British Association of Dermatologists
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study of FFA® and the Alopecia Density and Extent (ALODEX)
score, previously published for alopecia areata.”®

The ALODEX score, first introduced and tested at Duke
University in 2016, involves assigning a score of hair density
to a figure of the scalp divided into units of 1% scalp surface
area (SSA).>**! The ALODEX score is determined by summing
the hair density rating (which in the original had a maximum
of 10 for total hair loss) in each of the 1% areas and dividing
by 100 (giving the total percentage SSA).

We have made adjustments to the ALODEX score for FFA in
two ways. The first is by consolidating the 1% SSAs into larger
areas in the typical distribution pattern of involvement of FFA,
PHL and fibrosing alopecia in a pattern distribution,*” condi-
tions that often occur with FFA [Severity of Alopecia Tool
(SALT III); Figure 1]. This change was made in order to sim-
plify the labelling and reporting of key segments and for easy
manual computation. Secondly, we have also modified the
hair loss density scale from the subjective determination of
10% increments of hair loss noted for the original ALODEX.*"
The ALODEXgz, is based on the progressive decrease in

LEFT SIDE: 18%

TOP: 40%

normal hair growth and density for a given patient, scored
0=0-49%, 1=50-74%, 2 =75-89%, 3 =90-99% and
4 = 100% hair loss, in close alignment to prior published hair
loss scales for alopecia areata®® and regional hair density in
PHL.**® The revision of the prior FFA hair loss density scale
is based on (i) the difficulty in clinically identifying 10%
degrees of hair loss when this loss is < 50% of normal for an
individual patient, (ii) the general consensus that it takes 50%

3637 and (iii) the lower

hair loss to first cause notable hair loss
potential for miscalling a minor change in hair loss at the
lower end of the hair density scale. The ALODEXgg, is calcu-
lated by adding together the density assignments in all areas
of the scalp and dividing by 100.

The sum of the percentages of scalp areas with a hair loss
rating of 1-5 indicates the total percentage SSA involved in
FFA at that time. Recording of the density ratings on the SALT
III figure with each section of the scalp labelled also allows
for tracking hair loss specifically in the frontal, mid scalp, ver-

tex, temporal, parietal and occipital scalp areas separately as

desired.

Par [p
2%
38R
2

o
oy
02020 o S CANFS

RIGHT SIDE: 18%

BACK: 24%

Figure 1 Severity of Alopecia Tool III (SALT III) figure used for designation of scalp surface area and hair density of typically involved areas of the

scalp in frontal fibrosing alopecia and pattern hair loss. For each individual scalp area, the area is labelled and the percentage scalp surface area

noted. F, frontal; L, left; M, mid scalp; O, occipital; P, parietal; R, right; T, temporal; V, vertex.

© 2021 British Association of Dermatologists
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4.2.2. Recession of frontal hairline

The other major component of classic FFA severity is the
recession of the frontal hairline, which depends on recogni-
tion of both the original frontal and new frontal hairline.
Unfortunately, the recession of the frontal hairline in FFA is
not always uniform, but usually presents as a density gradient
back to what appears to be the new normal hair density, often
with ‘lonely hairs’ out front.*® Further complicating this
assessment is a decrease in hair density that continues for
some distance past the middle hairline in women who also
have the frontal accentuation or ‘Christmas tree’ pattern of
female pattern hair loss (FPHL).>® The original frontal hairline
can usually be noted by the end of forehead photodamage in
white women, but this is not something that can be used in
darker-skinned women. The superior edge of wrinkling of the
forehead when one raises the eyebrows (where the superior
portion of the frontalis muscle inserts on the galea aponeurot-
ica of the scalp)*® is another way of finding the original hair-
line, but this is difficult to use in patients who have had
botulinum injections in their forehead muscles.

Despite these limitations in identifying the original hairline,
we have provided a definition for the degree of recession of
the frontal and temporal hairlines (Figure 2) that should allow
for reliable measurements. It is recommended that a single
observer at a given site defines ‘confluent and homogeneous
hair growth’ for a given patient.

4.2.3. Hair loss in other scalp areas

Loss of hair in other scalp areas (e.g. parietal, central scalp, occipital)
is best captured with grading of hair density on the SALT III figure.

4.2.4. Inflammation

Perifollicular erythema and/or perifollicular scale is present in
the majority of cases and may be associated with progression
of disease and/or the severity of the lymphocytic infiltrate on
biopsy.*'*** We propose grading perifollicular erythema or
scale separately on the SALT III figure with 0 = none, 1 =

mild, 2 = moderate and 3 = severe.

4.2.5. Hair pull

A hair pull is defined as gently pulling a group of hairs from
the scalp surface to the ends of the hair and determining by
microscopic or dermoscopic examination the type and number
of hairs dislodged. Typically, a hair pull is used in telogen
effluvium, where the number of telogen hairs dislodged in a
given number of pulls at various places in the scalp helps to
determine both the diagnosis and the severity of the disorder.
However, it can also be used as a diagnostic tool for loose
anagen syndrome, where the pulled hairs are loose anagen
hairs, or alopecia areata, where the pulled hairs may be telo-
gen or dystrophic anagen hairs. A hair pull showing anagen
hairs at the periphery of areas of cicatricial alopecia has been

British Journal of Dermatology (2021) 185, pp1221-1231
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Figure 2 Quantitative measurement of frontal and temporal hairline
recession. ‘A’ is the amount or degree of frontal hairline recession,
defined as the distance in centimetres out to one decimal point in the
middle of the frontal scalp hairline from the superior edge of wrinkling
of the forehead when one raises the eyebrows to an area directly
behind this where the hair density is most confluent and homogeneous.
This number will be used directly, not categorically, in sequential
measurements, ensuring that the most reliable information will be
collected for this important feature of FFA. For those light-skinned
patients who have had botulinum injections or where an additional aid
is needed, the end of photodamage would substitute for the superior
edge of wrinkling of the forehead when one raises the eyebrows. ‘B’ is
the amount or degree of temporal hairline recession, defined as the
distance in centimetres in the middle of each temporal area (defined as
the point from the lateral canthus carried superiorly) from the superior
edge of wrinkling of the forehead when one raises the eyebrows to an
area directly behind this where the hair density is most confluent and
homogeneous. For those light-skinned patients who have had
botulinum injections or where an additional aid is needed, the end of
photodamage would substitute for the superior edge of wrinkling of
the forehead when one raises the eyebrows. Measurements of left and

right temporal hairline recession should be done separately.

used as a measure of the activity level in these conditions. We
propose doing a hair pull in FFA in at least five different scalp
areas involved in the balding process as recommended for
other hair loss conditions. We propose a recording system for
the ‘Activity Level’ of FFA of 0 = no anagen hairs pulled, 1 =
one anagen hair, 2 = two anagen hairs and 3 = more than
two anagen hairs in a total of five hair pulls.

4.2.6. Pattern of frontal fibrosing alopecia hairline
recession

It has been suggested that the pattern of hairline recession
may have prognostic implica\tions43 and thus the assignment
of these patterns at baseline may be important to response
assessment. The patterns of hairline recession in FFA currently
noted include three classical patterns: (i) linear pattern, (ii)
diffuse pattern and (iii) pseudo fringe sign pattern (Figure 3).

© 2021 British Association of Dermatologists
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For the pseudo fringe sign pattern, the first hairline is likely
the original hairline and the posterior one the new one to be
measured; it is prudent to track both hairlines. There are other
unusual patterns of FFA including male androgenetic alopecia-
like pattern (marked and symmetrical recession of frontotem-
poral hairlines with a peculiar sparing of the paramedian part
of the frontal hairline), cockade-like pattern (symmetric oval
patches of alopecia with a peculiar thin band of temporal hair-
line sparing) and ophiasis-like pattern (marginal loss involving

from the frontal to the occipital area).** *¢

5. Assessment measures other than scalp hair

Assessment measures for signs or symptoms associated with

FFA other than scalp hair are presented in Table 2.*7¢*

6. Quality-of-life assessment

In general, for clinical trials, it is recommended that one con-
sider using two quality-of-life assessment methods: (i) a gen-
eric assessment of overall health that allows comparison of
patients across different specific conditions and (ii) an assess-
ment of the effects of the specific disease or condition.

For a general health quality-of-life tool, we recommend the
Short Form-12,°** a comprehensive general health survey
questionnaire.

For an FFA disease-specific tool, we recommend the
Woman'’s Androgenetic Alopecia Quality of Life Questionnaire
(WAA-QOL)®**® (Table 3). The latter was developed by hair
experts, pilot tested in women with a wide range of Ludwig
stages and Savin Female Density Scale ratings of FPHL, and
included in a 1-year, double-blind, placebo-controlled clinical
trial of finasteride in postmenopausal women.®” The pilot
study for the WAA-QOL contained pre- and postmenopausal
women, the vast majority (87%) white, with over half having
moderate-to-severe FPHL, a population not too dissimilar
from those with FFA, many of whom also have FPHL. The
WAA-QOL has excellent content validity, internal consistency
and test—retest reliability. A slightly different version with an
additional item was piloted in men and the results correlated

. . 68
with hair counts.

Although the concerns noted in the
WWA-QOL mirror those in assessing patients with FFA, it, or
a similar tool, will need to be further validated in patients

with FFA.

7. Response criteria and endpoints

7.1. Primary endpoint

The primary objective in a scarring hair loss process is to prevent
further loss while hoping that there may be some regrowth in
certain circumstances. Using the percentage change from baseline
of the ALODEXgg, score would evaluate the two primary charac-
teristics of hair loss in all types of FFA: extent and hair density.
For a clinical trial, the design should address whether a positive
response is only a lack of progressive loss from baseline and what
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Figure 3 Classical patterns of hairline recession in frontal fibrosing
alopecia (FFA). (a) A 45-year-old woman diagnosed with FFA
showing uniform frontal hairline recession in the absence of loss of
hair density behind the hairline (pattern I or ‘linear pattern’). (b) A
64-year-old woman diagnosed with FFA showing a diffuse bandlike
alopecia affecting the frontal hairline with significant loss of hair
density behind the hairline (pattern II or ‘diffuse pattern’). (c) A 61-
year-old woman diagnosed with FFA showing a frontal unaffected
primitive hairline forming a ‘double line’ aspect (pattern III or
‘pseudo fringe sign pattern’). The eyebrows are usually spared in this

clinical pattern.
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Table 3 The Woman’s Androgenetic Alopecia Quality of Life Questionnaire (WAA-QOL) (modified for use in women or men)

1. In the past WEEK, how self-conscious have you been about people looking at your hair?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

2. In the past WEEK, how jealous/envious have you been of other people who have lots of hair?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

3. In the past WEEK, how much has your hair loss NEGATIVELY affected your self-confidence?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

4. In the past WEEK, how unattractive have you felt because of your hair loss?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

5. In the past WEEK, how much was socializing with people you didn’t know a problem for you because of your hair loss?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

6. In the past WEEK, how much was interacting with the opposite sex (or same sex if lesbian or gay) a problem for you because of your
hair loss?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

7. In the past WEEK, how much has your hair loss NEGATIVELY affected your satisfaction with the appearance of your hair?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

8. In the past WEEK, how much has your hair loss NEGATIVELY affected the way you like to style your hair?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

9. In the past WEEK, how powerless (lack of control) have you felt to do anything about your hair loss?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

10. In the past WEEK, how embarrassed have you felt because of the appearance of your hair?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

11. In the past WEEK, how frustrated have you felt because of your hair loss?
Extremely Very much Quite a bit
12. In the past WEEK, how concerned have you been about your hair parting and showing your scalp (bare spots)?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

13. In the past WEEK, how concerned have you been that your hair loss will continue?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

14. In the past WEEK, how much time have you spent making your hair look fuller/thicker because of your hair loss?
Extensive A whole lot A lot A moderate amount Some A little bit None
15. In the past WEEK, how annoyed have you been at having to spend time fixing your hair to cover your scalp (bare spots) because of

your hair loss?

Extremely Very much Quite a bit A good bit Somewhat A little bit Not at all

16. In the past WEEK, how much time have you spent checking your hair in the mirror because of your hair loss?

Extensive A whole lot A lot A moderate amount Some A little bit None

A good bit Somewhat A little bit Not at all

Reproduced with permission, from Dolte et al. Clin Exp Dermatol 2000; 25:637—4

percentage SD that includes. Certainly, a negative percentage
change (the ALODEX score is based on hair loss, not growth)
would be considered some degree of hair regrowth.

7.2. Secondary endpoints

7.2.1. Investigator

For all patients with FFA, especially those with the classic pat-
tern, frontal hairline recession is an important marker, covered
somewhat in the ALODEXgz, but not specifically. A change
from baseline in the frontal hairline recession would be a key
finding and specific to the FFA process.

7.2.2. Patient and investigator assessment

For patient and investigator assessment of efficacy, we recom-
mend a global assessment comparing hair growth at baseline
vs. the timepoint in question. Standardized photographs
should be provided with (i) the hair pulled back on the sides
and including the ear as a reference point, (ii) the hair pulled
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back from the frontal and temporal hairlines with the eye-
brows included and (iii) the top of the scalp with the hair
parted in the middle. These photographs are key as they cor-
roborate the ALODEXgp, grading, allowing patients to see
areas of the scalp that they may not otherwise be able to
appreciate. If at least baseline photos are provided, this will
also eliminate the issue of remembering what the hair loss
looked like at the start of a trial for both the patient and inves-
tigator. The following scale designating changes in hair
growth has been used with success in several pivotal clinical
trials of medications approved for PHL and is often referred to
as a global response score:

Since the start of the study, how would you describe the
patient’s/your growth of hair?

+ 3 = Greatly increased

+ 2 = Moderately increased
+ 1 = Slightly increased

0 = No change

1 = Slightly decreased

2 = Moderately decreased
3 = Greatly decreased
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7.2.3. Other exploratory response measures

Other potential exploratory response measures are noted in
Table 4, including a potential patient-reported outcome of
satisfaction with treatment. Providing at least a photograph
or other visual representation of baseline hair loss to refresh
the patient’s memory of where they started at the baseline

of the study prior to an intervention is recommended and

does not eliminate a static determination of satisfaction at
each visit.

8. Duration of clinical trial

Each clinical trial should be sufficiently long to address the issue
in question. Given that FFA usually progresses only slowly and
the primary goal is stability of the current hair loss, a minimum

Table 4 Exploratory response measures

1. Patient assessment

A. Patient comparative assessment of hair growth using a seven-point scale of —3 to +369°72

B. Patient satisfaction assessment of scalp hair®*®':
i. Compared with the beginning of the study, which statement best describes your satisfaction with the appearance of the hairline at the
front of your head?
Very satisfied = 1
Satisfied = 2
Neutral = 3
Dissatisfied = 4
Very dissatisfied = 5

ii. Compared with the beginning of the study, which statement best describes your satisfaction with the appearance of the hair on top

/:sdny woJs papeojumoq

of your head?

Very satisfied = 1
Satisfied = 2
Neutral = 3
Dissatisfied = 4
Very dissatisfied = 5

iii. Compared with the beginning of the study, which statement best describes your satisfaction with the appearance of your hair
overall?
Very satisfied = 1
Satisfied = 2
Neutral = 3
Dissatisfied = 4
Very dissatisfied = 5

C. Patient satisfaction assessment of eyebrows (modified from®®®")

i. Compared with the beginning of the study, which statement best describes your satisfaction with the appearance of your eyebrows?
Very satisfied = 1
Satisfied = 2
Neutral = 3
Dissatisfied = 4
Very dissatisfied = 5
ii. Compared with the beginning of the study, which statement best describes your satisfaction with the appearance of your eyebrows?
Very satisfied = 1
Satisfied = 2
Neutral = 3
Dissatisfied = 4
Very dissatisfied = 5
iii. Compared with the beginning of the study, which statement best describes your satisfaction with the appearance of your eyebrows

€202 YoJe\ 20 uo 1senb Aq §1666G9/122L/9/G8L/e10me/plq/

overall?
Very satisfied = 1
Satisfied = 2
Neutral = 3
Dissatisfied = 4
Very dissatisfied = 5
D. Change in symptoms (pruritus, pain/burning): based on visual analogue scales for both
2. Investigator assessment: comparison with baseline
A. Total or percentage change in ALODEXgz, score
B. Total or percentage change in extent of hair loss (by scalp surface area)
C. Percentage change in recession hairline
D. Change in inflammation (perifollicular erythema + perifollicular scale score)

© 2021 British Association of Dermatologists British Journal of Dermatology (2021) 185, pp1221-1231
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study duration of 6 months is recommended for those trials
assessing the efficacy of a given treatment in FFA.

9. Elimination of effects of prior treatments

Either (i) a washout time of agents currently used for FFA
based on their half-lives or typical biological activity or (ii)
the stability of current treatment(s) and dose for at least
3 months is suggested to assess the efficacy of the new agent.

10. Conclusions

FFA is a common but vexing hair loss disorder in which our
understanding of its aetiology or best treatments is limited by
the lack of a standardized clinical trial design. We acknowledge
that most of what we propose is arbitrary and not yet validated
in FFA, but we believe that these guidelines provide a place to
begin collection internationally of consistent data on well-
defined populations of patients with FFA, something otherwise
lacking. The IFFACG hopes that these recommendations for
diagnostic criteria, severity rating, staging, assessment methods
and response criteria will encourage clinical trials and will allow
international aggregate data collection to address knowledge
gaps and to determine safe and effective treatments for FFA.
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