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Evaluation of difficult alopecia areata cases requiring
histopathological confirmation

Histopatolojik inceleme gerektiren alopesi areatali olgularin degerlendiriimesi
. ________________________________________________________________________________________________________________________________________________|
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Abstract

Background and Design: Alopecia areata (AA) is a common cause of non-cicatricial hair loss on the scalp or hearing-bearing areas, and
diagnosis is typically straightforward. In atypical cases, histopathological examination is suggested. This study aims to determine when
dermatologists need histopathological confirmation in AA and which clinical and trichoscopic clues aid diagnosis in atypical cases.

Materials and Methods: Patients diagnosed with AA clinically and histopathologically were retrospectively included in the study. Age,
gender, duration of disease, localizations of lesions, number of lesions, trichoscopy features, initial diagnosis, extra-scalp involvement, and nail
characteristics were recorded.

Results: 10 (7.3%) of 137 patients had histopathologic examinations. The mean age of patients was 37.9 (+14.68). Five of the ten patients
(50%) were male, and five were female. The mean disease duration was 48.7 (+74.55) months. All the patients suffered from their first
episode. Patchy AA (n=9, 39.5%) and cicatricial alopecia (n=7, 30.4%) were the two most frequent initial diagnoses. Loss of follicle ostia (n=7),
vellus hairs (n=7), anisotrichosis (n=5), yellow dots (n=5), and erythematous background (n=4) were the five most prevalent features. Only one
of the patients (10%) has extra-scalp involvement. Two patients have nail features.

Conclusion: We assume that some unexpected trichoscopy features, such as loss of follicle ostium and vellus hair, can be observed in cases
with long disease duration, whereas typical trichoscopy features, such as exclamation mark hairs, yellow dots, and black dots, are not always
detected in these patients. In some challenging cases, the diagnosis may require histopathological confirmation.
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Amag: Alopesi areata (AA), sach deri ve killi bolgeleri tutan, kolaylikla tani konulabilen sik gorilen bir non-sikatrisyel sa¢ dokilmesi sebebidir.
Atipik olgularda histopatolojik inceleme &nerilmektedir. Bu calismada amacimiz, dermatologlarin AA'll hastalarda ne zaman histopatolojik
incelemeye ihtiyac duyduklarini ortaya koymak ve atipik olgularda taniya yardimci olabilecek klinik ve trikoskopik ip uglarini belirlemekti.
Gereg ve Yontem: Klinik ve histopatolojik olarak AA tanisi alan hastalar retrospektif olarak calismaya alindi. Yas, cinsiyet, lezyon lokalizasyonlari,
lezyon sayilari, trikoskopik bulgular, 6n tanilar, sach deri disi tutulum varligi ve tirnak bulgulari kaydedildi.

Bulgular: Yz otuz yedi hastanin 10°una (%7,3) histopatolojik inceleme yapilmisti. Hastalarin yas ortalamasi 37,9 (£14,68) idi. Hastalarin besi
(%50) kadin, besi erkek idi. Ortalama hastalik stresi (£74,55) ay idi. Tum hastalarin ilk atagiydi. En sik iki 6n tani yama AA (n=9, %39,5) ve
sikatrisyel alopesi (n=7, %30,4) idi. Folikul ostiumlarinda kayip (n=7), vellus saclar (n=7), anizotrikozis (n=5), sari noktalar (n=5) ve eritematdz
zemin (n=4) en sik gorilen bes bulguydu. Sadece 1 hastada (%10) sacli deri disi tutulum saptand. iki hastada (%20) tirnak bulgulari izlendi.
Sonug: Hastalik stresinin uzun oldugu olgularda; folikiil ostiumlarinda kayip ve vellus saglara gibi bazi beklenmedik trikoskopik bulgularin
gozlenebilecedini ancak Unlem saclar, sari noktalar ve siyah noktalar gibi tipik trikoskopik bulgularin gérilmeyebilecegini diistinmekteyiz. Bazi
celiskili olgularda histopatolojik konfirmasyon gerekebilir.
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Introduction

Alopecia areata (AA) is a common cause of non-<icatricial hair loss
on the scalp or hear-bearing areas'. Due to the presence of well-
demarcated, non-inflammatory, alopecic patches and well-defined
trichoscopic characteristics, such as exclamation mark hairs, yellow
dots, black dots, and tapered hairs, diagnosing these patients is typically
straightforward?. Diffuse hair loss or the absence of characteristic clinical
and trichoscopy features make diagnosis challenging. In such cases, a
histopathological examination is suggested>*. This study is designed to
determine when dermatologists need histopathological confirmation in
AA and which clinical and trichoscopic clues aid diagnosis in difficult
cases.

Materials and Methods

Patients who cannot be diagnosed based on the typical clinical and
trichoscopy features? and required histopathological confirmation
for diagnosis of AA were included in the study retrospectively. The
data were collected from the “hair diseases clinic” archives between
February 2016 and July 2021. Age, gender, disease duration, lesion
localization, number of lesions, trichoscopic features, initial diagnosis,
extra-scalp involvement and nail characteristics were recorded from
the files routinely created for all patients applying to the hair clinic. A
patient with more than two lesions was considered as having multiple
lesions.

The presence of lymphocytic infiltration on the peribulbar area instead
of the infundibulum, increasing the number of vellus and miniaturized
hairs, the presence of terminal catagen hairs and increasing telogen hairs
and the absence of prominent fibrosis were used as histopathological
criteria for diagnosis of AA®.

The study was approved by the Ethics

Committee of the University of Health Sciences Tirkiye, Haydarpasa
Numune Training and Research Hospital (approval number: HNEAH-
KAEK 2022/KK/5, date: 10.01.2022).

Statistical Analysis

The descriptive statistics of the data used mean, standard deviation,
minimum, and maximum values. SPSS 28.0 was utilized for analysis.
The p-value of 0.05 was statistically significant.

Results

The data of 137 patients with AA were retrieved from our department’s
archive. Ten patients (7.3%) had histopathologic examination. The
mean age of patients was 37.9 (£14.68) years. Five of the ten patients
(50%) were male, and five were female. The mean disease duration was
48.7 (£74.55) months. Two patients (20%) had a history of atopy, and
two patients (20%) were diagnosed with thyroid disease. One patient
(10%) has a positive family history. All the patients suffered from their
first episode of hair loss. Biopsies were performed on the patients with
23 initial diagnoses. Patchy AA (n=9; 39.5%) and cicatricial alopecia
(n=7; 30.4%) were the two most frequent initial diagnoses. Table 1
presents a summary of all initial diagnoses.

Various microscopic features were observed. Loss of follicle ostia (n=7)
(Figures 1a, 2a) vellus hairs (n=7) (Figure 1a), anisotrichosis (n=5)
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(Figures 1a, 3a), yellow dots (n=5) (Figure 1a), and erythematous
background (n=4) (Figure 2a) were the five most prevalent features.
Only one of the patients (10%) has extra-scalp involvement. Five of
the patients (50%) have a single lesion (Figure 3b), four of the patients
(40%) have multiple lesions (Figure 2b), and one of the patients (10%)
has diffuse alopecia. Vertex is the most frequent localization (n=5;
50%). Two patients have nail features. All clinical characteristics are
outlined in Table 2.

Discussion

AA is one of the most common causes of hair loss, and its trichoscopic
features are well described in the literature. Yellow dots, regrowing
hairs, exclamation mark hairs, black dots, broken hairs, tapered hairs,
short vellus hair, pigtail hair, and Pohl-Pinkus constrictions are known

trichoscopy features of AA®’. Exclamation mark hairs, yellow dots,

Table 1. Distribution of initial diagnosis of patients

Initial diagnosis n (%)
Patchy AA 9(39.5)
LPP 3(12.9)
Cicatricial alopecia PPB 2 (8.6)
Alopecia mucinosa | 2 (8.6)
Trichotillomania 2 (8.6)
CTE 2 (8.6)
FPA 1(4.3)
TA 1(4.3)
Diffuse AA 1(4.3)
AA: Alopecia areata, LPP: Lichen planopilaris, PPB: Pseudo-pelade of Broque, CTE:
Chronic telogen effluvium, FPA: Female pattern alopecia, TA: Tractional alopecia

Figure 1. (a) Yellow dots (yellow arrow), anisotrichosis (red circle), loss
of follicle ostia (green circle), vellus hairs (red arrow) on trichoscopy;
(b) Diffuse thinning of hair on the temporal region
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and black dots are common and helpful findings for diagnosing AA.
The absence of these findings was surprising and challenging for
the AA diagnosis. In our study, contrary to expectations, 70% of the
patients exhibited loss of follicle ostia and vellus hairs as the most
prevalent trichoscopy feature. Scarring alopecia is characterized by the
loss of follicle ostia, corresponding to perifollicular fibrosisé. Perifollicular
fibrosis with follicular dropout can be observed in patients with a long
history of repeated attacks in AA. Most of our patients with loss of
follicle ostia have a long disease duration. The presence of vellus hairs
is a non-specific feature of AA and can be observed in many other
conditions besides AA. It is usually associated with prolonged disease
course’. We detected vellus hair in most patients with long disease
duration.

The majority of patients experience more than one episode®. It is
prevalent among adolescents, with approximately 40.2% of patients
experiencing their first episode before the age of 20™. In our study,
contrary to the literature, only 10% of patients were children, and the
mean age of patients was 37.9 years older than expected. None of
the patients had more than one episode. In addition to unusual clinical
and trichoscopic features, it appears that unexpected demographic
characteristics make diagnosis challenging.

In the general population, the lifetime risk of AA is approximately 2%,
but genetic studies have shown that AA patients’ risks for parents,
siblings, and offspring are 7.8%, 7.1%, and 5.5%, respectively.
Literature indicates that 4-28% of AA patients have at least one other
affected family member®. Only one patient (10%) in our study has a
family history. A positive family history can help diagnose a patient with
an uncommon presentation.

Atopy is a risk factor for the occurrence of AA. The involvement of
common mediators in the pathogenesis of allergic asthma and atopic
dermatitis has been demonstrated in previous studies. 20% of the
patients in our study have atopy. In many studies, it has been shown that
thyroid diseases are more common in patients with AA®. In our study,
thyroid disease was detected in two patients (20%). The presence of
conditions accompanying AA can aid in the diagnostic process.

Tinea capitis, temporal triangular alopecia, and trichotillomania
are some conditions that should be considered in the differential
diagnosis of AA'. Since these diagnoses were ruled out clinically and
trichoscopically, they were not included in our study’s initial diagnosis.
However, distinguishing diffuse AA from telogen effluvium can be
difficult’. One of our patients (patient 9) underwent a biopsy with two
initial diagnoses of chronic telogen effluvium and diffuse AA, and the
patient was diagnosed with diffuse AA.

AA patients report 7 to 66% of cases of nail changes, which is a high
incidence. Pitting and trachyonchia are the most prevalent features.
Children and patients with severe diseases like alopecia totalis or
universalis are likelier to experience nail involvement'. In our study,
one of our patients has longitudinal ridges, and another has subungual
hyperkeratosis. Subungual hyperkeratosis is not associated with
AA, even though longitudinal ridges are reported in this condition.
Consequently, only 10% of patients with AA have nail involvement'".
It may be related to our study’s absence of pediatric patients or the
prevalence of patients with mild diseases. Despite this, our study
group’s incidence of nail involvement was low. While our study

provides valuable insight into the diagnostic challenges of AA, it is not
without limitations. The limitations of our study are that the study was
conducted with a small group in a single country and that information
about various skin types and colors was not obtained. Multicenter
studies are needed to confirm our findings.

Figure 2. (a) Loss of follicle ostia (green circle), erythematous
background (red circle) on trichoscopy; (b) Diffuse thinning of hair on
the scalp and multiple alopecic patches

Figure 3. (a) Anisotrichosis (green circle), broken hairs (red arrows),
black dots (green arrow), comma hair (purple arrow), flame hair (red
circle) on trichoscopy; (b) Alopecic area on frontal region
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Table 2. Demographic and clinical features of patients

Duration
of funbss Trichoscopy Initial % of scalp Extra-scalp
Patient | Age | Gender Localization | of . .| . Nail features
symptoms . features diagnosis | involvement | involvement
lesions
(month)
- Loss of follicle
ostium - Patchy
« Vellus hair AA
1 34 F 240 Vertex 1 . Yellow dots . LpP 15 None None
« Anisotrichosis | « BPP
« Dirty dots
c-)slt_i(;sni of follicle . 1A
2 40 F 12 Temporal 2 « Vellus hair ° [y 25 None SUemEE] .
AA hyperkeratosis
« Yellow dots . CTE
+ Anisotrichosis
« Loss of follicle
ostium - BPP
3 32 M 108 Diffuse Multiple | « Yellow dots - Patchy 25 None None
« Erythematous | AA
background
« Vellus hair
« Anisotrichosis
« Erythematous | « TTM
4 25 M 20 Frontal 1 background « Patchy 10 None None
- Broken hairs AA
« Black dots
« Comma hair
+ Anisotrichosis
+ Broken hair « Patch
5 13 M 1 Frontal 1 « Black dots AA 5 None None
« Comma hair « TTM
« Flame hair
« Loss of follicle
ostium
Vertex and « Vellus hair - LPP
6 35 M 2 occinital 2 - Erythematous | « Patchy 7.5 None None
P background AA
« Scale
« Tapered hair
« Vellus hair - FPA
7 32 F 48 Vertex 1 - Yellow dot - Diffuse | 20 None None
« Tapered hair AA
« Loss of follicle
) - A
Temporal, ostium mucinosa
8 49 F 18 frontal, Multiple | « Vellus hair 5 Eyebrow None
- Patchy
eyebrow « Yellow dots
. . AA
- Telangiectasia
- Loss of follicle | - CTE
9 59 M 2 Diffuse Diffuse | ostium - Diffuse | 50 None None
« Anisotrichosis | AA
. Lpss of follicle | Patchy
ostium
« Vellus hair AA Longitudinal
10 60 |F 36 Vertex 1 - LPP 10 None ong
+ Erythematous ridges
- A
background mucinosa
- Pigtail hair
AA: Alopecia areata, LPP: Lichen planopilaris, PPB: Pseudo-pelade of Broque, A. mucinosa: Alopecia mucinosa, CTE: Chronic telogen effluvium, FPA: Female pattern alopecia, TA:
Tractional alopecia
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Study Limitations

The study was designed as a retrospective cross-sectional study. We did
not have a control group for comparing the features.

Conclusion

Alopecia areta is a well-known hair disease that dermatologists can
easily diagnose, but some cases can be exceptional. It is recommended
that biopsies be performed on suspected cases, but this still needs to be
clearly defined. As a result of our study, we assume that some unexpected
trichoscopic features, such as loss of follicle ostium and vellus hair, can
be observed in cases with long disease duration. In contrast, typical
trichoscopy features, such as exclamation mark hairs, yellow dots,
and black dots, are not always detected in these patients. In addition,
nail involvement is observed in only a small percentage of patients. In
some challenging cases, the diagnosis may require histopathological
confirmation and should not be avoided when necessary.
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