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Identifying first-degree family members in
patients with frontal fibrosing alopecia and lichen
planopilaris in a specialty alopecia clinic
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Lichen planopilaris (LPP) and frontal fibrosing alopecia (FFA)
are two of the most common cicatricial alopecias. Mast cell and
chronic lymphocyte attack lead to inflammation around the
hair follicle bulge, primarily affecting the scalp vertex in LPP
and frontal hairline in FFA. Approximately 50% of patients are
asymptomatic, while 50% report scalp symptoms such as burn-
ing and pruritus.! A genome-wide association study in various
European cohorts observed a significant association with FFA
at 4 genomic loci: 2p22.2, 6p21.1, 8q24.22, and 15q2.1. The
HLA-B*07:02 allele has been identified within the 6p21.1 locus
and the missense variant CYP1B1 at 2p22.1.2 Two genetic stud-
ies of LPP found higher frequencies of human leukocyte antigen
(HLA) DRB1 and DQBI1 genes in LPP-affected patients.’> This
evidence, along with familial FFA and LPP cases in the literature
supports the existence of a genetic component to both disorders.
The scarcity of pediatric cases and varying age of onset in LPP
and FFA may suggest that their development relies on epigenetic
influence. In either case, information on the inheritance of FFA
and LPP is sparse. Our study aims to investigate trends in family
history, demographics, and ethnic distribution in patient popu-
lations with LPP and/or FFA.

We retrospectively identified 422 adult patients diagnosed
with LPP and FFA in specialty alopecia clinics in Burlington,
Massachusetts and Irvine, California. Demographics, disease
onset, symptoms, and family history of LPP or FFA in a first-de-
gree relative were assessed by patient intake forms completed
at initial visits or chart review. The clinical characteristics of
patients are outlined in Table 1.

Of all patients with LPP and/or FFA, 20 (4.7 %) reported hav-
ing a first-degree family member with the same hair loss condi-
tion. First-degree family members were affected in 11 out of 20
(55.0%) patients with LPP, 4 out of 20 (20.0%) with FFA, and
5 out of 20 (25.0%) with both. Two patients (10.0%) with LPP
had >1 affected first-degree relative. There were no significant
differences in age of onset, gender, race, diagnosis, and charac-
terization of scalp symptoms in patients with a family history
in a first-degree relative versus those without. The average age
of onset of disease in patients with affected first-degree relatives
(49.3+15.2 years) was lower than in patients without affected
first-degree relatives (54.9+15.1 years, P = 0.2).
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Characteristics of patients with LPP/FFA with and without
affected first-degree relatives

>1 First-degree No first-degree

Characteristics relative (n = 20) relatives (n =402)  P-value
Total # subjects 20/422 (4.7%) 402/422 (95.3%)
Age of onset (years) 49.3+15.2 54.9+15.1 0.20
Gender 0.90
Male 2/20 (10%) 37/402 (9.2%) 0.91
Female 18/20 (90%) 365/402 (90.1%) 0.97
Diagnosis 0.18
LPP 11/20 (55.0%) 195/402 (48.5%) 0.69
FFA 4/20 (20.0%) 151/402 (37.6%) 0.21
Both 5/20 (25.0%) 56/402 (13.9%) 0.20
Race 0.69
Caucasian 16/20 (80.0%) 323/402 (80.3%) 0.99
Asian 2/20 (10.0%) 19/402 (4.7%) 0.30
Hispanic 1/20 (5.0%) 10/402 (2.5%) 0.50
Black 0/20 (0%) 16/402 (4.0%) 0.37
Other 1/20 (5.0%) 19/402 (4.7%) 0.96
Unknown 0/20 (0%) 15/402 (3.7%) 0.39
Scalp symptoms 0.42
None 5/20 (25.0%) 91/402 (22.6%) 0.93
ltching 9/20 (45.0%) 287/402 (71.4%) 0.12
Burning 6/20 (30.0%) 95/402 (23.6%) 0.67
Tenderness/pain 7/20 (35.0%) 117/402 (29.1%) 0.75
Redness 7/20 (35.0%) 117/402 (29.1%) 0.75
Flaking 6/20 (30.0%) 82/402 (20.4%) 0.44

FFA, frontal fibrosing alopecia; LPP, Lichen planopilaris.

What is known about this subject in regard to women and
their families?

e While one genome-wide studies and few genetic
studies were completed that showed higher fre-
quencies of some alleles amongst women with
these conditions, information is largely sparse.
Familial cases of frontal fibrosing alopecia (FFA)
and lichen planopilaris (LPP) in the literature have
also suggested familial influence but there is little
data on trends in familial history in women with
these conditions.

What is new from this article as messages for women and
their families?

e This article helps to quantify the presence of a genetic
component in individuals affected by LPP and FFA. It
also serves as an impetus for further research on the
inheritance of these conditions.
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While inheritance patterns of LPP and FFA have yet to be fully
elucidated, our data suggest the presence of a genetic component
in some individuals. The average age of onset of LPP and FFA
in patients with a family history trended toward occurring at a
younger age compared to those without an affected first-degree
family member, although this finding did not reach statistical
significance. Limitations of this study include underestimation
in cases where family history is unknown and lack of biopsy
confirmation for all identified family members. Nonetheless,
given our findings, we believe that this study should serve as
the impetus for further research on the inheritance and genetic
linkage of these primary cicatricial alopecias.
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