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Abstract

BACKGROUND: Recession of the frontal hairline is a common event in postmenopausal women. This has been
shown not to be a marker of gross androgenization, and is usually a progressive nonscarring alopecia. Six
postmenopausal women, who developed a progressive frontal scarring alopecia, were studied and their clinical
and laboratory data, as well as the results of scalp biopsy specimens in all six patients, were analyzed and
compared with recognized forms of scarring alopecia and recently described findings in androgenetic alopecia.

OBSERVATIONS: The six postmenopausal women developed a progressive frontal hairline recession that was
associated with perifollicular erythema within the marginal hairline, producing a frontal fibrosing alopecia
extending to the temporal and parietal hair margins. Scalp biopsy specimens from the frontal hair margin
showed perifollicular fibrosis and lymphocytic inflammation concentrated around the isthmus and infundibular
areas of the follicles. Immunophenotyping of the lymphocytes showed a dominance of activated T-helper cells.
Clinical review of all six cases showed a progressive marginal alopecia without the typical multifocal areas of
involvement seen in lichen planopilaris or pseudopelade. None of the patients had mucous membrane or skin
lesions typical of lichen planus. Hormonal studies, in five patients, showed no elevated androgen abnormalities.

CONCLUSIONS: Progressive frontal recession in postmenopausal women may show clinical features of a
fibrosing alopecia. The histologic findings are indistinguishable from those seen in lichen planopilaris. However,
the absence of associated lesions of lichen planus in all six women raises the possibility that this mode of
follicular destruction represents a reaction pattern triggered by the events underlying postmenopausal frontal
hairline recession.



Facial papules in FFA

= Confusing reports to date on exact
histology

= Biopsy generally not needed unless
FFA has not yet been diagnosed



Facial papules—Report #1

s 12 cases—7 with histology showing a
perifollicular lichenoid infiltrate with
fibrosis and infundibular plugging.

s Lopez-Pestana A et al. ] Am Acad Dermatol
73:987.e1-6, 2015.



Facial papules—Report #1

Keratin plugging of infundibula 5

and acrosyringia
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Facial papules—Report #2

= 3 cases—2 with histology showing “typical
signs of LPP”’

s Laniauskaite I ef al. JEADV 31:¢69-70,
2017.




Facial papules—Report #3

= 108 patients, 62 with facial papules, 10 with
a biopsy

To the best of our knowledge, we present a novel
clinicopathologic finding in yellow facial papules

consisting of histologically hypertrophic sebaceous
glands lacking associated vellus hair follicles.

Pedrosa AF et al, JAAD 77: 764-6, 2017



Facial papules—Report #3
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Fig 1. Histologic findings of a yellow facial papule. Hyper-
trophic sebaceous glands in the papillary dermis not
associated with vellus hair follicles or inflammatory infiltrate.
(Hematoxylin—eosin stain: original magnification: X20.)




Facial papules in FFA
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Facial papules in FFA
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Case: Facial papules of FFA or rosacea?
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Case: Facial papules of FFA or rosacea’




Case: Facial papules of FFA or rosacea?




Final Diagnosis after 3 biopsies
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A method for more precise sampling of the scalp and eyebrows in
frontal fibrosing alopecia

Curtis T. Thompson M.D. : 2 & & Antonella Tosti M.D. 3
Show more
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Dermoscopic 1dentification of disease




2mm punch—exhaust tissue

H&E

<—— Unstained

H&E

<—— Unstained

H&E

Skin Surface

3 slides total with 9 cross
sections; 3 sections per slide

1. Tissue is embedded epidermis-down
2. Step through entire block on initial H&E stains
3. Obtain unstained slides
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LPP—Frontal Fibrosing Variant
Eyebrows

= Histology—Diagnosis difficult
= Few lymphocytes
= Little fibrosis
= May see near absence of follicles
= May see marked catagen/telogen shift



Identification of focal scarring
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Abstract

BACKGROUND: Recession of the frontal hairline is a common event in postmenopausal women. This has been
shown not to be a marker of gross androgenization, and is usually a progressive nonscarring alopecia. Six
postmenopausal women, who developed a progressive frontal scarring alopecia, were studied and their clinical
and laboratory data, as well as the results of scalp biopsy specimens in all six patients, were analyzed and
compared with recognized forms of scarring alopecia and recently described findings in androgenetic alopecia.

OBSERVATIONS: The six postmenopausal women developed a progressive frontal hairline recession that was
associated with perifollicular erythema within the marginal hairline, producing a frontal fibrosing alopecia
extending to the temporal and parietal hair margins. Scalp biopsy specimens from the frontal hair margin
showed perifollicular fibrosis and lymphocytic inflammation concentrated around the isthmus and infundibular
areas of the follicles. Immunophenotyping of the lymphocytes showed a dominance of activated T-helper cells.
Clinical review of all six cases showed a progressive marginal alopecia without the typical multifocal areas of
involvement seen in lichen planopilaris or pseudopelade. None of the patients had mucous membrane or skin
lesions typical of lichen planus. Hormonal studies, in five patients, showed no elevated androgen abnormalities.

CONCLUSIONS: Progressive frontal recession in postmenopausal women may show clinical features of a
fibrosing alopecia. The histologic findings are indistinguishable from those seen in lichen planopilaris. However,
the absence of associated lesions of lichen planus in all six women raises the possibility that this mode of
follicular destruction represents a reaction pattern triggered by the events underlying postmenopausal frontal
hairline recession.



Lichen Planopilaris (LPP)

= Miniepidemic?
+ Hair loss clinicians observing increased
incidence.

+ Traditionally West Coast > East Coast



Lichen Planopilaris
Increasing Incidence

= ?Nanoparticle?
+ Sunscreen?

+ Lichen planus—Metals, especially dental
implicated
¢+ Gold, mercury—dental*
+ Nail LP associated with +metal patch test™*

*Sasaki G et al. J Dermatol 23:890, 1996.
**Nishizawa A et al. ] Eur Acad Dermatol Venerol 27:¢231, 2013.



African people with FFA
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Frontal fibrosing alopecia: possible association with leave-on facial skin care products and
sunscreens; a questionnaire study.

Aldoori N' Dobson K1, Holden CR1, McDonagh AJ! Harries MZ, r'.-'lessenqerAG3.

# Author information

Abstract
BACKGROUND: Since its first description in 1994, frontal fibrosing alopecia (FFA) has become increasingly common, suggesting that

environmental factors are involved in the aetiology.
OBJECTIVES: To identify possible causative environmental factors in FFA.

METHODS: A questionnaire enquiring about exposure to a wide range of lifestyle, social and medical factors was completed by 105 women
with FFA and 100 age- and sex-matched control subjects. A subcohort of women with FFA was patch tested to an extended British standard
series of allergens.

RESULTS: The use of sunscreens was significantly greater in the FFA group compared with controls. Subjects with FFA also showed a trend
towards more frequent use of facial moisturizers and foundations but, compared with controls, the difference in frequencies just failed to
reach statistical significance. The frequency of hair shampooing, oral contraceptive use, hair colouring and facial hair removal were
significantly lower in the FFA group than in controls. Thyroid disease was more common in subjects with FFA than controls and there was a
high frequency of positive patch tests in women with FFA, mainly to fragrances.

CONCLUSIONS: Our findings suggest an association between FFA and the use of facial skin care products. The high frequency of sunscreen
use in patients with FFA, and the fact that many facial skin care products now contain sunscreens, raises the possibility of a causative role for
sunscreen chemicals. The high frequency of positive patch tests in women with FFA and the association with thyroid disease may indicate a
predisposition to immune-mediated disease.



Research letter ?
Table 1 Reported use of skincare and hair care products by patients

with frontal fibrosing alopecia (FFA) and controls

Frontal fibrosing alopecia in men: an
association with facial moisturizers and
sunscreens

DOL: 10.1111/bid. 15311

Drar Eoror, Frontal fibrosing alopecia (FFA) was first
described h\" Kossard in 1994 in six nmnuonnpnlﬁﬂ women
FFA remained rare during the 1990s, but in the last 10

15 years it has become increasingly common, a phenomenon

observed worldwide, The recent onset and apparently rising
incidence of FFA suggest involvement of environmental factors
in the actiology. We previously reported a questionnaire study
in women with FFA that asked about a wide range of medical,

social and e iental exposures. The results suggested an

association between FFA and leave-on facial products, includ-
ing moisturizers and sunscreens.” However, although the reg-
ular use of moisturizers was greater in women with FFA,
these products are used by most women and we were unable
to show a significant difference in their use between women
with FFA and similarly aged controls. The use of primary sun-
screens was significantly greater among women with FFA than
in controls, but we were not able to assess whether patients
were also exposed to sunscreens from other sources,

We have therefore repeated our questionnaire study in men
with FFA, as we anticipated that their use of leave-on facial
skincare products would be lower than in women

As FFA is rare in men, patients were recruited from across
the UK. and one case was recruited from Belgium. In all cases
the diagnosis was made by a clinician with special expertise in
hair disease, and it was supported by histology in most cases
The clinical diagnosis was based on scarring alopecia affecting
the frontal hairline causing recession of the hairline. Addi-
tional features included loss of eyebrows, follicular erythema
of the frontal hairline and loss of sideburn and beard hair.
Male controls aged 35-80 years were recruited from three
sites (Sheffield, Salford and Glasgow). The patients completed
a questionnaire similar to that used in our female study, but
inviting more detailed information on the use of facial skin-
care and hair care products. Male patients with FFA were
asked about the timing and distribution of hair loss, but
otherwise the questionnaires completed by both groups were
identical.

Seventeen men with FFA and 73 controls were recruited.
The mean age of onset of hair loss in the patients with FFA
was 54-5 years (range 35-77). All had loss of hair from the

frontal hairline, and 16 (94%) had lost eyebrows. Twelve

260 British Journal of Dermatology (2017) 177, pp260-261

men (71%) reported loss of hair from the beard and 13
(76%) reported loss of hair from the limbs. All men with FFA
reported using facial moisturizers, compared with 40% in the
control group. Facial moisturizers were used at least twice a
week by 94% of patients with FFA, but by only 32% of con-
trols (P < 0-001) (Table 1). Sixteen patients reported using
moisturizers for a period consistent with their use prior to the
onset of FFA. The use of primary sunscreens by men with FFA
was significantly more common than by controls. Overall 35%
of men with FFA reported using a sunscreen at least twice a
week all year round, compared with 4% of controls
(P =0-0012)

When moisturizers containing sunscreen chemicals were
included in the analysis, at least 71% of men with FFA applied

a product containing a sunscreen at least twice a week all year

Table 1 Reported use of skincare and hair care products by patients

with frontal fibrosing alopecia (FFA) and controls

Patients with

FFA Controls P-value
Number of patients 17 73
Age (years), mean 631 (42-80) 59:1 (37-79)

(range)
Age at onset of hair 545 (35-77)
loss (years), mean

(range)

Facial moisturizer* 16 (94) 23 (32) <0:001
Primary sunscreen” 6(35) ) 00012
Sunscreen” 12(1) 8(11) <0001
Facial cleanser® 4(24) 5(7) 0:066
Facial scrub® 0 0

Facial mask® 0 0

Aftershave* 7 (41) 28 (39) 1:00
Shampoo* 13 (76) 62 (85) 0-27
Conditioner* 4(24) 13 (18) 073
Hair spray’ 1(6) 2(3) 0-48
Hair mousse* 0 0

Hair gel 2(12) 10 (14) 1:00
Hair dye® 2(12) 3(4) 0-26

Values are n (%) unless stated otherwise. *Twice a week or more
frequently. “Twice a week or more frequently all year round. At
least once a year. Sunscreen includes exposure to sunsereen
chemicals in primary sunscreens and moisturizers. Analyses were
performed after excluding subjects who failed to answer the
question. Frequencies in the FFA and control groups were com-

pared using Fisher's exact test.

© 2017 British Association of Dermatologists
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Debroy Kidambi A et al. Br J Dermatol 177:260-1, 2017.
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Brunct-Possenti F ef al. JEADV 32:e442-3, 2018.



Titanium on the hair shaft

Le long des follicules, a leur surface, ont ainsi été mis en évidence des agrégats de microparticules de

TiO, (0,5 — 1 xm) associées a des nanoparticules de TiO,.

Brunet-Possenti F ef al. JEADV 32:e442-3, 2018.



Br J Dermatol. 2019 Jan 16. doi: 10.1111/bjd.17639. [Epub ahead of print]

Identification of titanium dioxide on the hair shaft of patients with and without
frontal fibrosing alopecia: A pilot study of 20 patients.

Thompson CT12, Chen ZQ3, Kolivras A4. Tosti A3,

+ Author information © Papers

Abstract

Frontal fibrosing alopecia (FFA) has increased markedly in incidence since it was first reported in 1994. A
possible role of cosmetic ingredients has been suspected, especially UV blockers, since these were added to
products in the late 1980s. Daily, year-round use of facial moisturizers, most of which contain a sunscreen, has




Fig. 1 Right: a backscattered electron image
taken from one of typical hair shafts with
SEM showing the presence of particles
with brighter contrast on a hair shaft; Left:
EDX spectra collected from particle 1-3
showing the presence of Ti species on
particle 1 and 3.

EDX=Energy Dispersive X-ray Analysis



20 Patient Pilot Study

= 16 Female patients with FFA  Positive Ti

= 3 Female patients without FFA  Positive Ti

= | Male patient without FFA  Negative Ti
+ No product usage on face or hair



What Is Titanium Dioxide?

0 Thermally stable, inorganic compound
1 Non-flammable, poorly soluble oxide of metal titanium
1 Chemically inert

1 Titanium—9™ most common element earth crust—rock
and sand

1 Not classified as hazardous according to the United
Nations’ (UN) Globally Harmonized System of
Classification and Labeling of Chemicals (GHS).
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Physical Properties of TiO,

0 Pigment Form—Larger particles
1 Paint, cosmetics, food
0 Non-Pigment Form--Nanoparticles

1 Reduces unwanted shine. “Matte” type
cosmetics.

n UVA/UBC absorption and scattering.

n Texture — Smoother more sheer but
opaque formations—conceals blemishes

0 Waterproof and Long-lasting

https://tdma.info/titanium-dioxide-the-cosmetic-industrys-best-kept-secret/



Cosmetic Products

0 20,000 new products last 5 years with TiO,

B Cosmetics (incl.
Sunscreens)

W Paints & Coatings

' Plastic

M others

https://tdma.info/titanium-dioxide-the-cosmetic-industrys-best-kept-secret/

Piccinno, F.; Gottschalk, F.; Seeger, S.; Nowack, B. Industrial production quantities and uses of
ten engineered nanomaterials in Europe and the world. J. Nanoparticle Res. 2012, 14 (9), 1-11.
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Titanium Content
(LgTi/ mg product)
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Weir, A.; Westerhoff, P.; Fabricius, L.; Hristovski, K.; Goetz, N. Von. Titanium dioxide
nanoparticles in food and personal care products. Environ. Sci. Technol. 2012. No. 42. 2242-2250.




Ti()2 as a Sunscreen

s 1% sunscreen 1933 and TiO, 1952
s Limited because of white color

s Nanoparticles introduced 1990s
= FDA approval 1999



T10, Nanoparticles

s 200-250nm 1n size but there are fragments
100nm

= Small enough to enter cells



T10, Nanoparticle Toxicity

s 1985—Mouse study—Chronic exposure led
to lung bronchioloalveolar adenomas and
cystic keratinizing squamous cell
carcinomas

+ 5 days/week for 2 years

Lee KP, Trochimowicz HJ, Reinhardt CF, “Pulmonary response of rats exposed to titanium
dioxide (T102) by inhalation for two years”, Toxicol Appl Pharmacol. 1985;79:179-92.



Mechanism of TiO, nanoparticle toxicity

1 Oxygen Radical Species upon UV exposure

D 02 9 TiO2 NPs Surface

adsorption
1 H,0,,

1 hydroxyl OH"

Permeability
increased

Mitochondrion

Cytoplasm " ' Denatured
protein
Nucleopore

J. Hou et al. Toxicity and mechanisms of action
of titanium dioxide nanoparticles in living organisms.
J Environmental Sci 75:40-53, 2019.




Coating of TiO, Nanoparticles
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Alumina butyl glycol dicaprvlate Lignin
+ Stearate

Methicone

Silica +
Alumina

Dimethicone

Zirconium
dioxide

Manganese Dimethicone / siloxane
oxide

Dimethicone /
methicone copolymer

Iron oxide

Zinc oxide Simethicone

Aluminum Trimethyvlsiloxvsilicone
hydroxide

Polyvinyl-pyvrrolidone
Alkyl silane
Glycerin
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Clinical and Experimental Dermatology

Risk factors associated with frontal fibrosing alopecia: a multicentre
case—control study

O. M. Moreno-Arrones,’ (") D. Saceda-Corralo,” (") A. R. Rodrigues-Barata,” M. Castellanos-
Gonzélez,? M. A. Pugnaire,® R. Grimalt,* A. Hermosa-Gelbard," C. Bernardez,®> A. M. Molina-Ruiz,®
N. Ormaechea-Pérez,” P. Fernandez-Crehuet® and S. Vano-Galvan'?®

'Dermatology Department, Hospital Universitario Ramon y Cajal, Madrid, Spain; “Dermatology Department, Hospital del Sureste, Madrid, Spain;
3Dermato/ogy Department, Hospital Universitario Campus de la Salud, Granada, Spain; "‘Dermatology Department, Universitat Internacional de Catalunya,
UIC, Barcelona, Spain; °Dermatology Department, Hospital Ruber Juan Bravo, Madrid, Spain; ®Dermatology Department, Hospital Universitario Fundacion
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Table 1 Results for female participants. Table 1. continued

Parameter HC Patient Parameter HC Patient

Participants 289 (50%) 289 (50%) Gynaecclogical history
General history Hysterectomy 36(12.5%)  36(12.5%) 1.00

Age, mean (range) 58.4 (27-89) 60 (32-91) 0.10 Any cophorectomy 22 (7.6%) 32(11.1%)  0.15
Hobbies Reproductive years 342 (17-48) 34.5(15-52) 0.59
Indoor 54 (18.7%) 50(17.3%) 0.66 Pregnancy 219 (75.8%) 241(83.4%)  0.03
Outdoor 235 (81.3%) 239 (82.7%) Lactation 171 (59.4%) 200 (69.7%) 0.01
Rural upbringing 96 (33.2%)  85(29.4%) 0.32 Oral contraceptives 143 (49.5%) 141(48.8%)  0.86
Sun exposure 154 (53.3%) 142 (49.1%)  0.31 HRT 34(11.8%) 55 (19%) 0.02
Rural travel 78 (27%) 87 (30.1%) 0.4 Comorbidities
Swimming pool use 170 (58.8%) 152 (52.6%)  0.13 Type | diabetes mellitus 3 (1%) 1(0.3%) 0.30
Chemical exposure Rheumatoid arthritis 11 (3.8%) 20 (6.9%) 0.09
Organic solvents 90 (31.1%) 114 (39.4%) LupL.s erythematosus 0 1 (0.3%) 0.30
Alkylphenolic compounds 90 (31.1%) 116 (40.1%) Vitiligo 1(0.3%) 7 (2.4%) 0.06
PAHs 3 (1%) 2 (0.7%) Lichen planus 1(0.3%) 9 (3.1%) 0.02

POCs 0 0 pigmentosus

Pesticides 6 (2.1%) 4 (1.4%) Rosacea 20 (6.9%) 36 (12.5%) 0.03
Phthalates 8 (2.8%) 8 (2.8%) Dupuytren disease 0 1 (0.3%] 0.31
Bisphenol A 1 (0.3%) 1 (073%) ViSCQI'&VpE(iIOf‘.E&] fibrosis 3 (1%) 1 (0.3%) 0.32
Brominated 2 (0.7%) 2 (0.7%) Arthrofibrosis 3(1%) 2 (0.7%) 0.65
flame retardants Hypothyroidism 38(13.1%) 60(20.8%) 0.02
Metals 14 (4.8%) 12 (42%) Kevo it %) L@A% 020
Miscellaneous 3(1%) 5 (177%) Breast cancer 13 (4.5%) 10 (3.5%) 0.52

Cosmetics (minimum exposure once weekly) Ovarian cancer 2 (0.7%) 0 0.15
Facial sunscreen (daily) 101 (34.9%) 139(48.1%) < Drugs
Body sunscreen (daily) 1(0.3%) 6 (2.1%) Tamoxifen 5(1.7%) 6 (2.1%) 0.76
Facial moisturizer (daily) 250 (86.5%) 259 (89.6%) Raloxifene 0 6 (2.1%) 0.03
Body emollient (daily) 144 (49.8%) 143 (49.5%)
Antiageing/antiwrinkle 202 (69.8%) 225 (78.5%)
creams

HRT, hormonal replacement therapy; PAHs, polycyclic aro-
matic hydrocarbons; POCs, polychlorinated organic com-
st productss 256 (88.5%) 259 (89.6%) pounds. Data are n (%) unless otherwise stated. *Serum,
. 0 a (+]
Foundation makeup 97 (33.5%) 89 (30.7%) shampoo, conditioner, dye or hairspray; tsoybeans, miso,
SR ; 3 ¢ tofu, natto/tempeh or soy oil; jginger, oregano, rosemary,
Food (minimum consumption once weekly)

Soy productst 29 (10%) 42 (14.5%) sage or thyme.
Herbs/spicest 114 (39.4%) 96 (33.2%)
Grapes 39 (13.5%) 25 (8.7%)
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Is there a pathogenetic link between frontal fibrosing alopecia,
androgenetic alopecia and fibrosing alopecia in a pattern
distribution?

Katoulis AC, Diamanti K, Sgouros D, Liakou Al, Bozi E, Avgerinou G,

Panayiotides |, Rigopoulos D.
J Eur Acad Dermatol Venereol. 2018 Jun;32(6):e218-e220. doi: 10.1111/jdv.14748.

Epub 2018 Jan 15. No abstract available.
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Frontal fibrosing alopecia: Regrowth following cessation of sunscreen
on the forehead.

Cranwell WC1'2'3'4, Sinclair R1:2:6.

36 months after cessation



Summary of FFA Update

Daily use of sunscreen primary cause of FFA
T10, 1s a primary suspect—removing from
products may be only proof

Facial papules—Folliculocentric process
2mm punch useful and easy with no scarring

Mucin stain useful and easy to find subtle
perifollicular scarring
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