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ABSTRACT Objective: Frontal fibrosing alopecia (FFA) is a rare subtype
of primary cicatricial alopecia leading to the gradual recession of the fron-
totemporal hairline. Eyebrow and facial hair alopecia commonly accompany
the scalp hair loss. The usual FFA patient is a postmenopausal female. The
most common comorbid diseases in FFA patients are thyroid diseases. In this
retrospective, cross sectional study, we aimed to determine the demographic
characteristics of the patients with FFA, prevelance of eyebrow involvement
and the factors that are associated with eyebrow involvement at the time of
evaluation. Material and Methods: A total of 16 patients who were diag-
nosed with FFA at our department from January 2010 to January 2020 were
enrolled in this study. Demographic features and histopathological data were
collected from medical records in our Hair Disorders Policlinic .The statis-
tical analysis was performed with the SPSS-21. Results: A total of 16 pa-
tients were included in this study. All of the patients were females. Eyebrow
loss was observed in 12 (75%) of our patients. The age of the patients had no
statistically significant relationship to the eyebrow involvement (p=0.666).
Likewise, there is no statistically significant relationship of disease duration
to eyebrow involvement (p=0.668). Eyebrow involvement was also more
common (75%) in patients who have comorbidity. Conclusion: Similar to the
literature, FFA was found to be more common in postmenopausal female pa-
tients in our study. There was no statistically significant relationship between
eyebrow loss and the duration of the disease or the age of the patient, but it
was striking that the frequency of eyebrow involvement was more common
in patients with comorbidities. These data obtained from our study have not
been reported in the literature before, and larger patient series are needed to
explain the relationship more clearly.
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OZET Amag: Frontal fibrozan alopesi (FFA), nadir gériilen, frontotempo-
ral sag ¢izgisinde progresif geriye dogru sag kaybu ile karakterize bir primer
skatrisyel alopesi alt tipidir. Hastalarda, sach derideki kayiplarin yani sira
siklikla kas tutulumu ve yiiz killarinda da kayip izlenmektedir. En sik post-
menopozal kadin hastalarda goriiliir ve en sik eslik eden hastalik tiroid bezi
hastaliklari olarak bildirilmistir. Bu retrospektif, kesitsel ¢aliymada, klinigi-
mize bagvuran klinik ve histopatolojik bulgulari ile FFA tanisi alan hastala-
rin demografik bulgularinin, kas tutulumu sikliginin ve kas tutulumunu
etkileyebilecek faktorlerin degerlendirilmesi amaglanmistir. Gereg ve Yon-
temler: Bu calismaya, Ocak 2010 ve Ocak 2020 tarihleri arasinda hastane-
mizde FFA tanisi alan 16 hasta dahil edilmistir. Hastalara ait demografik
ozellikler ve histopatolojik veriler klinigimiz sag hastaliklart poliklinigi takip
dosyalarindan retrospektif olarak taranmistir. Istatistiksel analiz SPSS-21
ile yapilmistir. Bulgular: Bu galigmaya katilan 16 hastanin, hepsi kadin idi.
Kas tutulumu, hastalarm 12’sinde (%75) mevcuttu. Hastalarin yast ile kas tu-
tulumu arasinda istatistiksel olarak anlaml fark bulunmadi (p=0,666). Ben-
zer sekilde, hastalik siiresi ile kas tutulumu arasinda da anlamli fark
izlenmedi (p=0,668). Kas tutulumu sikliginin komorbiditesi olan hastalarda
daha sik oldugu izlendi (%75). Sonu¢: Calismamizda, literatiirle benzer se-
kilde FFA’nin postmenopozal kadin hastalarda daha sik oldugu goriildi. Kas
dokiilmesi ile hastalik siiresi veya hastanin yasi arasinda istatistiksel olarak
onemli bir iligki bulunamamustir ancak kas tutulumu sikliginin komorbidi-
tesi olan hastalarda daha sik goriilmesi dikkat ¢ekiciydi. Caligmamizdan
elde ettigimiz bu veriler, literatiirde daha once bildirilmemis olup, aradaki
iliskinin daha net agiklanabilmesi i¢in daha genis hasta serilerine ihtiyag du-
yulmaktadir.

Anahtar Kelimeler: Frontal fibrozan alopesi; kaslar; komorbidite;
skatrisyel alopesi; yas
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Frontal fibrosing alopecia (FFA) is a primary
form of lymphocytic cicatricial alopecia, leading to
the gradual recession of the frontotemporal hairline.
Eyebrow and facial hair alopecia commonly accom-
pany scalp hair loss.!? It was first described by Kos-
sard et al. in 1994 as cicatricial alopecia primarily
affecting the postmenopausal women; however, after
this report, many case reports about FFA affecting
premenopausal females, males and even pediatric pa-
tients have been reported as well.* The most common
comorbid diseases in FFA patients are thyroid dis-
eases. Increased levels of serum androgens may be
observed as well; the associations need more evi-
dence though.® The treatment modalities that may be
used in FFA are oral 5-alpha reductase inhibitors, oral
hydroxychloroquine, topical calcineurin inhibitors,
and excimer laser.*

FFA is a relatively rare disease and in this study,
we aimed to evaluate the demographics, comorbid
diseases, and treatment modalities used in FFA. We
also wanted to determine whether there is any rela-
tionship between disease duration, patients’ age and
having comorbidity, and the eyebrow involvement at
the time of evaluation.

I MATERIAL AND METHODS
STUDY DESIGN AND PARTICIPANTS

The patients who were presented to the Istanbul Uni-
versity-Cerrahpasa, Cerrahpasa Medical Faculty,
Dermatology Department, Hair Diseases Outpatient
Clinic from September 2010 until September 2020
were included in the study. The patients without the
histopathologic confirmation of FFA were excluded
from the study. The age, gender, disease duration,
eyebrow involvement, comorbid diseases, and

treatment modalities used for each patient were
noted.

ETHICS

The approval of Istanbul University-Cerrahpasa,
Cerrahpaga Medical Faculty Ethics Committee was
obtained (approval date and number: 12.10.2020-
134019). The patient has provided written consent to
have her photo published. Informed consent was
taken from each patient.

STATISTIAL ANALYSIS

The statistical analysis was performed with the SPSS-
21. The normality control was examined by using the
Kolmogorov-Smirnov test for the duration of the dis-
ease and age separately for the duration of the dis-
ease and for the above-mentioned normality control,
and also because the number of our data is very low,
non-parametric tests were used.

Continuous variables were expressed as
meantstandard deviation (SD), whereas the categorical
variables were expressed as (%). The relationships of
disease duration and patients’ age to the eyebrow in-
volvement were analyzed with the Mann-Whitney U
test and Fisher’s exact test. A p value of 0.05 was ac-

cepted as the threshold for statistical significance.

I RESULTS

DESCRIPTIVES

A total of 16 patients were included in this study. All
of the patients were females. Figure 1 shows a typi-
cal patient from the right and left-hand sides respec-
tively. The youngest patient was 39 years old and the
oldest patient was 70 years old; the mean age of the
patients was 51.9 years with a standard deviation of

FIGURE 1: Cicatricial hair loss in the frontal region also affecting eyebrows.
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TABLE 1: Classification of the patients according to the disease duration and age.

Age (y)

Group 1
Disease duration 60 mo> (n=10)
Mean 28.40 51.10
Median 24.00 51.00
Standard deviation 15.108 8.478
Minumum 2
Maximum 48

Group 2
Disease duration 60 mo< (n=6) Age (y)
104.00 53.33
72.00 51.00
70.245 6.890
60 48
120 67

7.8 years. Disease duration was classified into two
groups as having disease more than 60 months and
less than 60 months. Ten patients had FFA for more
than 60 months and 6 patients had FFA for less than
60 months. The shortest disease duration was 2
months and the longest disease duration was 120
months (Table 1).

FREQUENCIES

Of the 16 patients, 12 (75%) had eyebrow involve-
ment and 4 (25%) did not have eyebrow involvement.
As for the comorbid diseases, 3 (30%) had
Hashimoto disease, 3 (30%) had hypertension, 1
(10%) had ankylosing spondyloarthropathy, 1 (10%)
had hyperthyroidism, 1 (10%) had psoriasis and 1
(10%) had mixed connective tissue disease. The dis-

tribution of comorbid diseases is shown in Figure 2.
The most frequent treatment modalities used were
topical corticosteroids and topical minoxidil in 5
(28%) patients. Intralesional steroids were used in 4
(22%) of the patients. Systemic steroids and systemic
hydroxychloroquine were used in 2 (11%) of the pa-
tients. The treatment modalities that were used are
summarized in Figure 3. The relationship of the dis-
ease duration and eyebrow involvement was com-
pared in two groups including patients who have FFA
for at least five years and more than five years. There
was no statistically significant difference in eyebrow
involvement of the patients between the two groups
(p value=0.511) (Table 2). All of the patients in our
study were diagnosed in the first two years of the hair
loss symptoms. In 7 (58.3%) patients the eyebrow in-

Psoriasis
10% 10%

Hyperthyroidsm
10%
Ankylosing
Spondyloarthropathy

B Hashimato Disease

Psoriasis

Mixed Connect
Tissue Diseas

H Hypertension
Ankylosing Spondyloarthropathy @ Hypothyroidism

Mixed Connective Tissue Disease

FIGURE 2: Comorbid diseases observed in frontal fibrosing alopecia patients.
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FIGURE 3: Treatment modalities used in frontal fibrosing alopecia patients.

TABLE 2: Comparision of eyebrow involvement according
to disease duration.
Eyebrow involvement
Negative Positive Total
60> months ~ Count 3 7 10
% within duration  30.0%  70.0%  100.0%
% of Total 18.8%  43.8% 62.5%
60< months ~ Count 1 5 6
% within duration ~ 16.7% 83.3 100.0%
% of Total 6.3% 31.3% 37.5%
Total Count 4 12 16
% within duration  25.0%  75.0%  100.0%
% of Total 250%  750%  100.0%

Fisher's Exact test; p value >0.05 (p= 0.511).

volvement occurred before the diagnosis of FFA and
this duration was changing from 6 months-2 years.
In 5 (41.7%) patients, the eyebrow involvement
started concomitantly with scalp alopecia. The fre-
quency of comorbidities was also found to be in-
creased in patients who have eyebrow involvement.
Eight of 12 (75%) patients with eyebrow involvement
have existing comorbid disease. Also in 4 patients
who do not have eyebrow involvement, only 1 (25%)
patient has existing comorbidity. There was no sta-
tistically significant relationship between the age of
the patient and the eyebrow involvement (Z=0.431,
p=0.666) (Mann-Whitney U test). Likewise, there is
no statistically significant relationship of disease du-
ration to eyebrow involvement (p=0.668).
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I DISCUSSION

FFA is a rare subtype of primary cicatricial alope-
cia, characterized by a lymphohistiocytic infiltra-
tion histologically. Clinically a band-like frontal
and temporoparietal recession is the characterized
involvement of the disease that was named after this
unique presentation. FFA is more common in women
especially in the postmenopausal period, rarely in
men. Our patient population was composed of exclu-
sive females. Similar to ours, a previous study by
Secchin et al. also reported an exclusively female pa-
tient population.’ Zhang et al. reported a population
composed of 97% females, Kanti et al. of 95% fe-
males, and Maldonado Cid et al. of 97% females.>%’
Recently, a case series of 7 male FFA patients has also
been published; however, male patients are still a mi-
nority.® The result of this study in terms of gender dis-
tribution is in alliance with the previous literature:
FFA is a disease that predominantly affects fe-
males.>>’ The increased prevalence of FFA in women
especially in the postmenopausal period suggests the
hormonal factors in disease pathogenesis. The role of
sex hormones is not proven yet, while some studies
found no correlation between sex hormones and FFA
disease activity, in some studies, abnormal testos-
terone and estrogen values were found to be associ-
ated with lesser disease activity, and in a recent paper
demonstrating that the serum levels of dehy-

droepiandrosterone sulfate (DHEAS) and an-
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drostenedione were significantly lower in FFA pa-
tients compared to healthy controls. The authors
claim that the strong antifibrotic effect of DHEAS on
fibroblasts may be associated with this mechanism.’
These hypotheses were not proven and still needs to
be investigated in a larger population.

The mean age of our patient population was 51.9
years; the youngest patient was 39 years old and the
oldest patient was 70 years old. FFA predominantly
affects the post-menopausal age group; only 21% of
the patients being premenopausal.'’ The average age
of menopause is 51 years; usually ranging between
49-52 years. This age depends on environmental fac-
tors though. Thus, similar to the previous literature,
our patient population is also mainly composed of
postmenopausal female patients.!' A previous study
by Starace et al. has reported the average age of FFA
patients as 62.5 years.'? Kanti et al. reported an aver-
age age of 60 years with 84% of the female patients
being postmenopausal.’ Maldonado Cid et al. re-
ported an average age of 61 years with 93% of the
patients being post-menopausal.” Sechin et al. re-
ported an average age of 62 years with 94% being
post-menopausal.’ Our results support the previous
literature in that FFA is predominantly seen in the
postmenopausal age group. This study could be fur-
ther improved by noting the menopausal status of
each patient.

In our study, eyebrow involvement was noted in
75% of the patients with FFA. Starace et al. have re-
ported 86%, Maldonado Cid et al. 93%, and Secchin
etal. 81%.>71% Our result is lower than the previously
reported in literature. Still, the majority of the patients
in this study have shown the loss of eyebrows, which

supports the previous literature.>”'° Eyebrows fre-
quently respond to therapy which intrigues clinicians
to the idea that eyebrow alopecia is reversible. Yet,
histologic evidence shows that fibrous tracts are pres-
ent alongside active inflammatory cells implying that
eyebrow alopecia, like scalp alopecia, is cicatricial in
FFA.'? Katoulis et al. have previously reported a re-
lationship between the total loss of eyebrows in FFA
to the irreversibility of scalp alopecia.'* Although
many researchers studied the loss of eyebrows in
FFA, there are no previous studies in the literature
studying the relationship of disease duration, exist-
ing comorbidity, and patients’ age to eyebrow in-
volvement. We did not find a statistically significant
relationship between eyebrow alopecia and the dis-
ease duration or the patient’s age. Yet, our study is
the first study to examine such a relationship.

The mean disease duration was 56.75 months;
the shortest disease duration being 2 months and the
longest disease duration being 120 months. Maldon-
ado Cid et al. reported a mean disease duration of 48
months, Starace et al. reported 52 months, Kanti et
al. reported 24 months, and Valesky et al. reported
68 months.>”!%!* Furthermore, Starace et al. showed
that there is no relationship between the disease du-
ration and disease severity.'” To our knowledge, there
are no previous studies regarding the relationship be-
tween disease severity and eyebrow involvement.

The comparison of our results to previous liter-
ature is seen in Table 3.

In the literature, several autoimmune diseases
have been reported to be associated with FFA, sug-
gesting that there is an autoimmune etiology in the

TABLE 3: Comparison of our results to literature.
Female patients (%) Average age of patients (years) Eyebrow involvement (%)  Average disease duration (mo)

Uzuncakmak et al 100 51.9 75 56
Secchin et al.® 100 62 81
Zhang et al.® 97 -
Cid etal.” 95 61 93 48
Kanti et al.® 97 60 - 24
Starace et al." - 62.5 86 52
Valesky et al.™ - 68
Samrao et al.’ 97 60 75
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pathogenesis of FFA.'>? Especially the frequency of
hypothyroidism is significantly increased in these
patients.” Similarly, the most common comorbid
diseases observed in our FFA patients were
Hashimoto disease (hypothyroidism) and hyperten-
sion; both seen in 30% of the patients. Similar to our
result, Zhang et al. also reported that the most com-
monly observed comorbidity was thyroid diseases
seen in 45% of the patients: 35% had hypothy-
roidism and 10% had hyperthyroidism.® Likewise,
we also found that 10% of the patients had hyper-
thyroidism. Starace et al. have reported that 27% of
the patients had hyperthyroidism.!! Valesky et al. re-
ported that 58.3% of the FFA patients had concomi-
tant hypothyroidism and 50% had hypertension.
Thus, similar to our study, Valesky et al. reported that
the most commonly reported comorbid diseases
were hypothyroidism and hypertension.'*!* Tt was
suggested to routinely workup of the thyroid hor-
mone levels in patients who have FFA due to this
common frequency.

Ankylosing spondyloarthropathy (10%), psori-
asis (10%), and mixed connective tissue diseases
(10%) were the other autoimmune diseases that we
have observed in our patient population. Psoriasis
was observed in 7% and connective tissue diseases
were observed in 6% of the FFA patient population
of Zhang et al.® Again, in terms of comorbid dis-
eases, our study is in alliance with the previous lit-
erature.

Although there is no current proven therapy for
FFA several treatments have been reported to be ef-
fective in FFA. Topical and systemic corticosteroids,
hydroxychloroquine, oral finasteride or dutasteride,
and oral antimalarials are the most commonly used
agents.'®? Systemic tetracycline 500 mg twice daily,
doxycycline 100 mg twice daily and topical
tacrolimus 0.1% ointment were also offered as an ini-
tial treatment.”’ We observed that the most frequent
treatment modalities used in our patient population
were topical corticosteroids and topical minoxidil in
28% patients; intralesional steroids in 22% of the pa-
tients; systemic steroids and systemic hydroxy-
chloroquine in 11% of the patients. It is important to
note that many of the patients received more than one
treatment modality during their disease. Ho et al. re-
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ported that the most commonly used treatment
modalities for FFA were intralesional steroids and
oral 5-alpha reductase inhibitors.!” Starace et al. re-
ported that systemic and intralesional steroids, sys-
temic S-alpha reductase inhibitors and systemic
hydroxychloroquine were frequently used in the treat-
ment of FFA. On the contrary, topical therapies were
seldomly used.'® Similar to our results, Secchin et al.
also reported that topical steroids and topical minox-
idil (5%) were common treatment modalities for
FFA.> Thus, there is no consensus in terms of the
treatment of FFA.

I CONCLUSION

Our study supported the literature in that FFA is a dis-
ease that is predominantly seen in postmenopausal
female patients. Eyebrow loss was observed in 75%
of our patients; again in an alliance of the previous
literature. We have found no significant association
between eyebrow loss and disease duration or the pa-
tient’s age. This makes our study unique since this re-
lationship was not studied before. Similar to the
previous literature, hypothyroidism and connective
tissue diseases frequently accompanied FFA in our
patient population. Topical treatment modalities were
used commonly in our patient population. This result
supports some of the results in the previous literature,
a consensus about the treatment modalities has not
been yet established though.

Limitations

The limited sample number and the retrospective nature of this

study are the main restriction of this research.
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