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'‘DECODING’




‘Producing language”

‘Understanding it’

At first glance, these two skills—encoding and decoding—might seem to
exist in separate silos. One could think of them as opposite ends of the
literacy spectrum: one focused on producing language and the other on
understanding it. However, a closer look reveals that these two skills are
not just linked but deeply symbiotic. The proficiency in one often informs

and enhances the proficiency in the other, creating a continuous loop of
literacy development.
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PRIMARY SCARRING ALOPECIA
Group of disorders
characterized by a common
final pathway of
replacement of the follicular
structures by fibrous tissue



LYMPHOCYTIC NEUTROPHILIC

DLE, LPP Brocq, CCCA ' l Folliculitis decalvans

Dissecting folliculitis

MIXED

TRAUMA Acne keloidalis
Chronic traction nuchae



Table I. Proposed NAHRS working classification of
primary cicatricial alopecia®

Lymphocytic
Keratosis follicularis spinulosa decalvans
Chronic CLE
LPP
Classic LPP
Frontal fibrosing alopecia
Graham-Little syndrome
Alopecia mucinosa
Classic pseudopelade (Brocq)
Central centrifugal cicatricial alopecia
Neutrophilic
Folliculitis decalvans
Dissecting cellulitis/folliculitis
Mixed
Folliculitis (acne) keloidalis
Folliculitis (acne) necrotica
Erosive pustular dermatosis

CLE, Cutaneous lupus erythematosus; LPP, lichen planopilaris;
NAHRS, North American Hair Research Society.
*From Olsen et al.®



‘CLASSIC’
DISCOID LUPUS
ERYTHEMATOSUS
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Histopathologic Variants of Alopecia in Lupus

» Discoid lupus: Scarring Alopecia

o Systemic lupus: Non-scarring alopecia: AA-like: Peribulbar lymphocytes,
plasma cells, mucin

o Systemic lupus: Non-scarring alopecia: telogen effluvium
* Mixed connective tissue disease: Mixed scarring & non-scarring alopecia



‘CLASSIC’
LICHEN PLANOPILARIS
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One histopathologic pattern,
multiple clinical presentations
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LUPUS AND LICHEN PLANUS
SIMILARITIES

- Lymphocytic scarring alopecias

- Perifollicular lymphoid cell infiltrate
- Loss of sebaceous glands

- Perifollicular fibrosis

- Tufting



LICHEN
planopilaris

lichenoid dermatitis

LUPUS

Epidermal atrophy
PV/PN/EG/PB likely*
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Differential diagnoses




MUCIN patterns
IN SCARRING ALOPECIA

INTERFOLLICULAR PERIFOLLICULAR

FOLLICULAR

Epithelial
‘Bubbles’

Mucinous
fibroplasia

Stromal/deep

B



INTERFOLLICULAR STROMAL/DEEP



CLINICAL HISTORY

A 43-year-old female presented with a one-year's history of a
solitary, asymptomatic patch of hair loss affecting the vertex of her
scalp. Rule out alopecia areata versus scarring alopecia.

Presented in GRAZ in 2022
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Dermal mucin in alopecia areata — tell
tale sign or incidental finding?

Alopecia areata is an autoimmune disease causing patchy hair loss,
which occurs with an increased incidence in patents with lupus
erythematosus. We report a 27-year-old African-American female with
systemic lupus erythematosus and alopecia areata, whose biopsy
showed a marked increase in mucin in the deep dermis and subcutis.
Archival biopsies of alopecia areata were then reviewed to see if this
finding occurs in patients without systemic lupus. Of 13 recent biopsies
diagnostic of alopecia areata, we detected deposition of mucin in 3
(23%), but all mild in degree and in a superficial location. We speculate
that the marked deposition of mucin in this patient’s biopsy of alopecia
areata may be related to her underlying systemic lupus, and that the
presence ol marked, deep dermal deposition of mucin might serve as
a diagnostic clue for the presence ol underlying systemic lupus in
patients with alopecia arcata.

Goldberg L], Sekhri V, Bhawan J. Dermal mucin in alopecia areata —
tell tale sign or incidental finding?
J Cutan Pathol 2008; 35: 757-760. © Blackwell Munksgaard 2008.
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Serology:
ANA and
ENA Abs
positive
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PERI-FOLLICULAR/MUCINOUS FIBROPLASIA
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A histologic review of 27 patients with lichen
planopilaris

Yasmeen K. Tandon,™* Najwa Somani, MD,"* Nathaniel C. Cevasco, MD,” and Wilma F Bergfeld, MD™
Rootstown and Cleveland, Obio

Background: Lichen planopilaris (LPP) is a potential trichologic emergency that can result in permanent
scarring alopecia. Histopathology is a key component of the diagnostic work-up.

Objective: To identify the key histologic Features that chamcerize LPP in order to hacilitate diagnosis,
ultimately leading to improved patient outcomes.

Methods: Scalp biopsy specimens from 27 confirmed cases of LPP were reviewed in a blinded fashion 1o
determine diagnostically helpful histologic features,

Results: Absence of arrector pili muscles and sebaceous glands, a penvascular and perifollicular
lymphocytic infiltrate in the reticular dermis and mucinous perifollicular Abroplasia within the upper
dermis with absence of interfollicular mucin, and superficial perifollicular wedge-shaped scarring were
characterizing features,

Limitations: Sample size was limited, given that biopsy specimens were taken from lesions at varying
stages of evolution and findings vary with disease stage.

Conclusions: This study confirms many previously reported histologic features and highlights new character-
1zing features of mucinous perifollicular Abroplasia. ( ] Am Acad Dermatol 2008;59:91-8.)



Tandon et al. JAAD 2008:59:91-98

Table VIII. Histologic changes to the fibrous and
interstitial tissue in LPP

No. (%)
Findings (N=2Z7)
Fibrous tissue
Perifollicular fibrosis
Upper dermis (above bulge)
Absent 1 (4)
Concentric lamellar fibroplasia 3y
Mucinous fibroplasia 10 (37)
Hyalinization 12 (44)
Lower dermis (below bulge)
Absent 6 (22)
Concentric lamellar fibroplasia 0 (0)
Mucinous fibroplasia 1(4)
Hyalinization 19 (70)
Follicular tract
Absent 27
Fibrovascular 7 (26)
Hyalinized 20 (74)
Mucinous/elastotic fibroplasia 207
Interstitial tissue
Interfollicular mucin
Absent 20 (74)
Mild 4 (15)
Moderate 1(4)
Possible mucin 2@
Elastic fiber pattern
Normal 1(4)
Perifollicular scar 11 (41)

superficial perifollicular wedge shaped 16 (60)
Diffuse scar (involving interfollicular dermis) 6 (22)




FOLLICULAR/EPITHELIAL ‘BUBBLES’
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EXTRAORDINARY CASE REPORT

Patterns of Mucin Deposition in Lichen Planopilaris:
A Journey From Follicular “Bubbles” to Perifollicular
Fibroplasia

Maged Daruish, MSc,* Eleni leremia, MD, Dip RCPath,7 and Catherine M. Stefanato, MD, FRCPath*

Abstract: Lichen Planopiolaris (LPP) is a scamng alopecia
charactenised by a penfollicular lyvmphoid cell infiltrate at the level
of the mfundibulum and i1sthmus. While penfollicular mucinous
fibroplasia is an established finding in LPP, intrafollicular mucin
deposition has not been previously reported. We describe two cases
with this histopathology and suggest it may represent a helpful clue
to the diagnosis of LPP, in the appropriate ¢linical setting,

Key Words: lichen planopilaris, scarring alopecia, follicular
mucinosis, mucin

(Am J Dermatopathel 2023:45:635-638)

fibroplasia develops in which mucin deposition has been
described.*

Typically, no intracpithelial or interfollicular dermal
mucin is present.* We report 2 cases in which mucin accumu-
lation was observed within the hair follicle epithelium in LPP.

CASE 1
A Jb-year-old woman of Latin-Amencan ongin presenied with a
long-term history of hair thinning that started postpartum and a new area
of hair loss involving the left temple only. Mild itching of the scalp was
present. Otherwise, she was fit and well. On examination, there were
pilar casts, mild scale and postinfammatory hyperpigmentation on the
lefi 'emple, and an overall diffuse hair thinning. Labomtory workup
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TABLE 1. Patterns of Follicular Mucin Deposition in Our Cases of Lichen Planopilaris

Active LPP

‘ Intraepithelial follicular mucin ‘ FT
Vacuolar-interface changes of the follicular .

basal cell layer
Penfollicular lymphoid cell infiltrate HH
‘ Perifollicular mucinous fibroplasia =

“47_ present; “—", absenl




DIFFERENTIAL DIAGNOSIS

TABLE 2. Differential Diagnosis of Follicular Mucin Deposition in Alopecia

Lichen Planopilaris Idiopathic Follicular Mucinosis Folliculoptropic Mycosis Fungoides

Atypia of lymphocytes
Vacuolar-interface changes of the follicular
basal cell layer

Perifollicular mucinous fibroplasia

=+, present; “—", absent




‘DECODING’ MUCIN patterns

IN SCARRING ALOPECIA
INTERFOLLICULAR FOLLICULAR PERI-FOLLICULAR
Stromal/deep E&thelggl Mucinous fibroplasia

! 1

LUPUS LPP (EARLY) LPP(LATE)




'‘DECODING’ EPIDERMAL
PATTERNS IN SCARRING
ALOPECIA



Differential diagnoses




EPIDERMAL PATTERNS IN
SCARRING ALOPECIA

0 Hyperplastic

Lupus FOLLICULITIS DECALVANS




'‘DECODING’
EPIDERMAL HYPERPLASIA IN
FOLLICULITIS DECALVANS
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ORIGINAL ARTICLE

Epidermal psoriasiform hyperplasia, an unrecognized sign
of folliculitis decalvans: A histological study of 26 patients

Bruno Matard® ©* | Benedicte Cavelier-Balloy’ | Pascal Reygagne®

"Hiapital Saint-Lows, Centre Sabouraud,

Pk o Background: Follicular hyperkeratosis aong with hyperplasia of the follicular and interfollicular

"Department of Dermatopathology, epithelia are major histopathological characteristics of hidradenitis suppurativa (HS), The pres-

Policlinique Hépital Saint Louts. Paris, France ence of an occasional thickening of lesional skin in some folliculitis decalvans (FD) patients and

Comespondence histolagical similarities between FD and HS fed us Lo look for epidermal hyperplasia and follicu-

“‘;::;‘S:mm“mm lar hyperkeratosis in FD patients.

Moyt Clikscle Vielabuns Patients and Method: We performed a retrospective histological analysis of 26 patients

75010 Paris. with FD.

Eﬁwmmmmmﬁ Objective: We saught to find out whether the presence of hyperplasia of the interfollicular epi-
' dermis and of the follicular epithelia could be verified in FD, with reference to the work of von

Laffert et al. concerning H5.

plasia al the interfallicutar epidermis (929) with a psariasiform aspect (BB%), atrophy of the fol-
hcular epithelia [B5%), plasma cells in infiltrate (92%) In large quantiies 42%) follicular
microcysts [60%), atrophy of the sebaceous glands (B5%) and polytrichia (54%)

Conclusion: Epidermal hyperplasia, sometimes psoriasiform and follicular microcysts, are signifi-
cant histological signs of FD, which have been ignored until now although they seem very
LT,

KEYWORDS
dyshiosis, epidermal hyperplasia. folliolar microbiota, folliculitis decalvans, hidradenitis
suppurativa
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Matard B et al. JCP2017;44:352-357
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TABLE 1 Mintologicad findings in 26 FD patients

Histologal citwia  Severity npd
Folicular 626 2N
Iryperkeratoss!
Petiiy 1928 (73)
Promounced e )
Epsdormal hyparpdasa ¥es Mrde
Mot menatin 2 /26 8
Hyperheratngis of the 28
Sk Codreom
Cwirankeraniig 2124 (BH)
Parskeratanis 112402
Pacrinilorm 2124 (BE)
Mo e ladifonm A
Hivperplania of The ¥ei L
Praliyilsr ikl
Atrophy of the ¥en 2226 (BS)
Pollicuilar epdhelia
Mo #1368 [15]
Perifplicular eeliutar inftammatory mharste”
Pedyrarphanicies Mo s
ritrogiil
] 10/28 (39
Pronouncod 13726 (300
Lymiphouvie cells Mo L]
s 14726 (540
Provouncid 12/26 {as)
Pasma cefls Ma 2526 (|
Mk 13/24 |50
Promounced 1026 142)
Inflammaliny Mo V126 (18]
Eralulinma
¥es 17726 650
Follicls rugturn Mot assevakie A6
Mo LY ralelt]
Vs AT
Folicular microcy ¥es 1526 (6a)
] 1026 ()
Polytrichis Wea 14726 (540
Mo 12726 fad)
Presorce of sshocon Yes Ard6 15
wands (™ 22728 (Bs)
Drermal Abeous” ] 24
[ 1224 {44)
Pronahted 14428 {54)
Cratial purstides L 16026 (62
Mo 10426 {348}

charscterized by a loliculitis whose petifollcular inflammatony
infittrate is composed of lymphocytes™ ™47 and neutrophily ' #77
Such newrtrophily are most commaonly situated on the upper part
of the hair follice in the case of FO. The progression of both dis
ek beady to ihe destroction of the hair follicks with an inflsm-
matary gramioma formation, which contalns histocytes. giant
cefls and keratin fragments. The indefinite chronicity of FD and
HE Bs a algnificant common fact 2 well s the very frequent bul
always temporary efficlency of antitdotics on potential causative
bacteria (essontially Staphylococous aureuy in FO™'® and § oures,
Staphylacoccus epidermidis aned anaerobic hacteria in HS™ ) seen
though the majority of patients do not have sy deficit of the
adapiive Immune system nor sy known genetic abnormality.
Moreover, both diseases share & Msprising and almast constant
absence of iInflammatany dralning lymiph nades in spite ol suppar-
ating lesions which suggest that the immune sysiem ks invabeed in
a common and specific manner. Tha fact that the hal Tofliche is
thit privibeged place Tor inflammation in thie form of Tolliowliths with
neiitroghils uperficlal in FO, deep in HS5) and that one of the anly
ways to stop it definitively is the destruction or removal of all hair
follickes. in the alfected regions!® 50 T30 o paegty that the hair
folliche is the place to look for the cause of chronicity in bath dis-
eanes. The presence of follkcular yperkeratosls in FD with a histo-
logieal aspect of loliculsr phegging &t described In both FD and
HE™™ rames the question of the role of follicular occlusion in its
pathogenetis, like in HS, where it s cumently considersd as a oru-
clal gveny 24T

The peoriasiform aspect of the epidermal hyperplasia in
both FD and HS suggests a common pathological mechanivm of
this hyperplasia. Indeed. by analogy with M5, for which the
presence of interleubing 17 (IL-17) and of & T1T cells infiltrate
in lesbanal snd normal-appearing skin® ™84 wag shown, the
presence of epidermal hyperpiasia in FO suggests the hypothe-
sy af an IL-17 evickine profile and/or the role of other cvlo:
kines produced by Th17T cells, such b IL22, known for its role
in inducing hypenplasia. ™ *® This hypotheshs is consistent with
the only immunchistological study that had been previously
canducted In FD." which showsd that transforming growth fac-
tor beta, & cytokine implicated in The17 cells dillerentiation, is
strongly expressed in the perifollicular and interfolliculas denmis
a3 well as, to a lesser entent. In the follicular epithela. Mareo-
wer, IL-17A and IL-17 F. produced by the Th-17 lvmphacytes,
are koy cytokines for the recrultment and activation of neutro-
phile. They can target numerous cell types including kerating-
cytes, endothellsl cells. monocytes and fibroblasts 1o induce

an



Epidermal thickness is useful in distinguishing lichen
planopilaris from neutrophil-poor/lymphocyte-predominant

folliculitis decalvans

Lichen planopilaris (LPP) and folllculitis decalvans (FD) can, at times,
be difficult to distinguish clinically as well as histopathologically from
each other.! There are a small number of reported cases of FD-LPP
overiap®; however, these cases are limited in number, and the most
commonly used working classification of primary cicatricial alopecia
remains the Morth Amercan Hair Research Society (NAHRS) in which
FD is categorized as a "neutraphilic® primary cicatricial alopecia along
with dissecting folliculitis/cellulitis. Likewise, LPP is classified as “lym-
phocytic.” However, advanced lesions of FD may be neutrophil-poor,
featuring mostly lymphocytes and plasma cells.” Neutrophil-poor FD
may also be termed “lymphocyte-predominant.” In cases of
neutrophil-poor FD, a distinction from LPP may be challenging if not
impossible.** One useful clue in distinguishing FD from LPP is the
number of fused follicular infundibula in a compound follicle. FD may
have six or more fused follicles, colloquially referred to as “six-packs.”
while LPP never has more than two or three fused follicular infundib-
ula in a compound follicke.® Still, this clue may be absent. and there is
a need for additional tools to help make a diagnostic distinction

between LPP and neutrophil-poor FD. Recently, previously
unrecognized epidermal hyperplasia in FD was described and mea-
sured, thereby providing a new histopathologic criterion to diagnose
FD.* In that report, however, no comparison of the epidermal thick-
ness in FO was made to LPP. Here, we report a distinct difference in
epidermal thickness between FD and LPP, thereby confirming the util-
ity af an assessment of epidermal thickness in  distinguishing
neutrophil-poor FD from LPP (Figure 1).

We performed a retrospective descriptive study using 30 FD and
26 LPP cases. Included cases had a single diagnosis of either LPP or
FD, without gualifiers, made by a board-certified dermatopathologist
with expertise in alopecic diseases, using histopathclogic features and
clinical information. Only cases of classic-type LPP with high histo-
pathologic architectural integrity (no torn specimens), that had been
initially reviewed within the previous five years, were selected. All
cases had at least one 4-mm punch biopsy. The specimens were
processed through the horizontal & vertical (HoVert) technique.” The
slides were scanned into the Philips InteliSite digital pathology

Bohnett MC et al. J Cutan Pathol 2021:48:816-818

26 cases of LPP



BOHMNETT &7 s

FIGURE 1 Comparison of
epidermal thickness
measurements in folliculitis
decabvans [top), Rchen planopilaris
{bottom). The FD sample shows
markedly acanthotic and thickened
epithelium compared to the thin
epithelium af LPP. The
measurements (red lines and
digital boxes) are made using a
Philips IntelliSite digital pathology
system, FD, folliculitis decalvans;
LPP, lichen planopilaris

TABLE 1 Mean epidermal thickness of folliculitis decalvans (FD)
vs lichen planopilaris (LPP) showing that the epidermis in FD is
significantly thicker than in LPP

MNumber of cases reviewed

(N)

(ym)
95% confidence interval  246.0-282.4 126.5-139.7
SD #17.7 6.6
SO of variance (o) 105.1 394

P value P < 00001



50-year old man. Confluent scarring alopecia at the
vertex with peripheral active erythema with
crusting, pustules and follicular tufting

ISDP 2025 ORLANDO






TRICHOSCOPY

Pilar casts, pustules dilated blood vessels

Zhang et al. Clin Cosmet and Investig Dermatol 2022:15 993-996






Supra-isthmus/

iInfundibulum




232
















-'-r = 1 s [ N0
113"1 1‘; ‘i E"I t-; .- ¥ "n |



Isthmus







e K
el




A
"F"I.r‘ =

i
'
7 o

.:._
b L9
™

\
"

'
.".a




A
(SN

. T Vi

N N SR

e \
N )
NN
" \}\*" \‘-'\ ‘lﬂ"" T
\ ﬁ.l AN,
\

)




Sub-isthmus







2.29%

=

3
X

-
o
#®













I 4.51%

Ty,

AR

Colloidal iron




OriGiNaL STuny

Folliculitis Decalvans and Lichen Planopilaris Phenotypic
Spectrum—A Series of 7 New Cases With Focus on
Histopathology

Andfela Egger, 85, (Hivera Stojadinovic, MD, and Mariva Miteva, MD

Background: Follicultis decalvana (FI)} and lichen planopiluns
(LPP) wre clossified s seutrophilic and lymphocythe cicatricial
alopecias acconding 1o the Nonh Amencan Hur Ressarch Society,
Recenily, a clinical phenotype combining concoomitan or scquential
femures for hoth was deseribed us 0 D) LPP phenatypie speetrum
(FOLI'PTS L

Dhjectives: To review the moid common phemotypsc presenithion
of FINLPPPS with a main focus on hisopathology,

Methods: We reviewad rebospectively senes of 7 patients with
a similar phenotypic presemation with special focus on the histologic
pantcr All patients presented with cobeomtant festures foe FIY and
LI and recalertrant course unresponsive 1o topical snd eystermic
rmunomodulatory anti-inflammatary agents,

Resubts: The moal commuon climical phenolype was that of hairless
parches on the verien with bomt follicular ostia and perifollicular seake
and the following diagnostic fndings: (1) polytrichia, (21 positive
bactenial culture for Stapfoderorcur in over 300 of the samples
lolated from pustules and hemorrhagic crusts; 13) “muned”™ histo-
bogie featnres for primary cicatncial alopecia inchading multicom.
pouned Follicular structures of average 2 -3 follicles (follicular packs),
atrophy of the fallicular epithelimm, lymphobistocytic nfilirate with
granilotmis, and promiment plasma cells, b absence of neutiophilic
infilirate in all cascs except scarce newtrophils m one; and (4} clinceal
improvensett with adiuvant aysiemic antimcrobials.

Conclusions: The FDLPPPS may be undermeporied and dhould be
considerad in all casts of LIPP recabeitrmnt o treatoenl. Denmabiol-
opists and dermusopatheloghte should revogniee this phenotypic
spectin o guide optimal clinky  osnagenent consising  of
imncemodhilatory. snd anth-inMammadony agents along with s
e ardemacenbaals

Key Words: scaming abopecm, hair loas, banr pathology, scalp
blapsy. tichoscopy, alopecia

{Am J Derountopathval 20090001 -5)

INTRODUCTION

The North American Har Research Society's classifi-
cution of the pnmary cicaincial alopecias (PFCA) 15 based on
predominance of the pnmary cell-type infiltrate on histopa-
tholegy." According o this classification, folliculing deca-
Ivans (FIX) and lichen planopilans (LPP) are chamcterized
by neutrophulic and lymphocytic infiltrates, respectively,
and are limed under 2 disting cotegones—neutrophilic™
and “lvmphocytic™ PCAs. Nether s menthoned under the
ihird category—“mixed.”

However, Momix et al descnbed a senes of 13 patienis
disgnosed with “LPP with pustules”™ based on the clinical
presentation of penfollicular scaling (12/13), erythema, cnsts
(1 1/13), folbeuler mufts (100030, and pustules (13713), On his-
tology, however, only 7/13 cases showed hichenoad perifoll-
culitie, buot 1013 showed neutrophilic folliculits and
polytnchia (B30 Yip e al¥ recently reporied 13 patients
with FD and LPP phenotypic spectrum (PS) (FDLIPPS).
The chimical presentation was consistent either with (1) mitial
FI features (such as tufting, pustules, and scarring) that tran-
sitioned into LPP festures {penfollicular erythema, penfollic-
ular casts, and scarving ) over bme or (2) concomitant features
for bath. Hopsies from the FI) arcas showed neutrophilic
cicatricial alopecia, whereas the concomitant/sequential LPF
arcas showed lymphocytic mflammation with perifolloular
fibrosis.

We have also encountered the difficulty of stratifyanyg
the diagnosis in patients with mixed FI) and LPP featurcs,
and particularly m those showing resistanco to reatment with
topical and systemic sierolds, and'or other immunomodula-
fory and ant-inflammatory regimens, The recent report by
¥ip et al prompted uws 0 review the clinical and histologic
features from 7 patients with a similar phenotypic presenta-
hon focwang specifically on the histologic findings.

MATERIALS AND METHODS



Folliculitis Decalvans and Lichen planopilaris
phenotypic spectrum (FDLPPPS)

* Mixed scarring alopecia, combining
neutrophilic-mediated FD and immune-
lymphocytic mediated LPP

e Clinically: Initial FD-like (crusts, follicular
tufts, pustules, followed by LPP-like
features (erythema, perifollicular casts,
S(]:cabrrl{\hg). Overtime: concomitant features
of bo

 Histopathology: Initially neutrophilic
cicatricial alopecia with compound hair
follicles and interfollicular scarring,
followed by ﬁerlfqlllcular lymphocytic
Infiltrate with perifollicular fibrosis

* Microbiological signature: Staphilococcus
aureus (+2 cultures in pustulesin over 50%
IC:)E) SBFe)Sn s in typical FD and less 20% Iin




BN FO N FDLPPPS
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Fig 1. Relative abundance of bacterial taxa between
typical folliculitis decalvans (FD) and FD and lichen
planopilaris phenotypic spectrum (FDLPPPS) calculated
by the linear discriminant analysis (LDA) effect size tool.
Each bar represents the log,, effect size (LDA score) for a
specific taxon. A longer bar represents a higher LDA score.
The red bars represent bacterial taxa found to be more
abundant in typical neutrophilic FD compared with
FDLPPPS and vice versa. For instance, Staphylococcus
has a high LDA score (more than 5 orders of magnitude),
reflecting marked abundance in FD compared with
FDLPPPS.

Moreno-Arrones: JAAD 2021:85:1355-1357
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significant  levels of this bacteria.’  Moreover,
because the S gurens bacteria colonizing patients
with FD are not more virulent than those present in
the general population, &t is reasonable o
hypothesize that the bacteria could ke advantage
of an immunologic  vulnerability or  follicular
structural alteration.

Taking into consideration the findings of this
study and recent publications, the real impact of
8 anrens on the development of FD may not be as
significant a5 previously thought, and treaiment
could be changed accordingly: in the more
neutrophilic and acute stages of FD. antibiotics
should be  prigritized, whereas in FDLPPPS,
anti-inflammatory drugs could be the first choice.

- aa - H - s — e e

Research Leffers 1357

7). All participants signed an informed consent
before the initiation of study procedures.

Correspondence and reprint requests to: Oscar M.
Maoreno-Arrones, Dermedtodony Iefrartment,
Ramon vy Cafal Hospital, Carrelera Colmenar
Vigfo kem ©. 100, 25034 Madrid, Spain

E-mail: o.m.m arropnes@oematl com
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PATHOGENESIS of FDLPPPS

1. Persistent microbiota dysbiosis

of Staph aureus burden after anti-

staphylococcal antibiotic treatment (
Superficial °
¥ —r
. . . compartment Healthy
2. Collapse hair follicles immune . g
privilege triggering Thl-mediated
|nﬂammat|0n Superficial |
compartment .. ...a . e ® '.o 000 ®
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3. Features of neutrophilic ; :;':'gf;f;ig b o pmete

FD (early) or lymphocytic LPP (late)

. @ Staphilococcus Neutrophil Lymphocytes
at different stages P @ Neutrophils @  Lymphocy
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‘DECODING’
SCARRING ALOPECIA CLINICALLY
MIMICKING ALOPECIA TOTALIS/
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One year old boy with loss of
eyebrows and diffuse alopecia



On examination
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ATRICHIA WITH
PAPULAR LESIONS

Rare genetic condition

Early-onset irreversible hair loss (within
first few months of life)

Development of keratin-filled papules on
face/trunk/extremities

Rarely may present without the
characteristic papular lesions early in the
disease, or due to variability of
expression

Some patients may have only alopecia
and develop papules later, or not at all

DDX: Alopecia universalis

Final diagnosis: genetic testing (HR or
DSG4 gene mutations)
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INVESTIGATIVE REPORT

Atrichia with Papular Lesions: A Report of Three Novel Human
Hairless Gene Mutations and a Revision of Diagnostic Criteria

Leona YIP, Lirma HOREV®, Rodney SINCLAIR' and Abmham ZLOTOGORSK]
Nl ol Canmerer Fommoketion of Fictoria and the Deprartment of Dermatedogy, 5 Viscent b Mospirgd Mebbowrne, ictorts, Australis. and “Departsent of
Dyermrodogy, Hadaah « Noboew Dintversine Meationd Conser and she Cemner e Grenense Diseanes of the S and Naw, Jeruaiem, [oroel

Atrichia with papular lesions is a rare autosomal reces-
sive condition characterized by complete irreversible
hair loss during the lirst months of life and papules that
appear during early childhood. Atrichia with papular
lesions is frequently misdisgnosed as alopecia universa-
lis, despite incrensing reports of its prevalence and the
presence of well-defined diagnostic criterin. Most cases
of atrichis with papolar lesions have been reported in
consanguincous families residing in small geographical
regions, but the increasing number of sporadic cases of
unrchated individuals suggests that atrichia with papular
lesions is more common than previously thought, Muta-
tions in the human hairless gene on chromosome Spl2
have been implicated in this discase. Here, we report twao
novel heterozygous mutations in an Australian family
and a novel homozygous mulation in 2 Arab siblings.
We also revise the diagnostic criferia for atrichia with
papular lesions in order to clarify its unigqueness and
distinguishing features from alopecia universalis. Key
wards: hair loss; alopecia wniversalis; mutation; atrichia
with papular lesions.

(Accepted February 5, 200X, )
Acta Derm Venereol 2008; §8: 346-349

Abraham Zlotogorski, Department of Dermatology,
Hadassah - Hebrew University Medical Center, Jerusalem
IL-91120, Isracl. E-mail: zlotedce huji.ac.il

permanently immature hair folhicle siructures, resulting
in papules that are made up of follicular cysts filled with
comified matenal (9).

Zlowgorski et al. (9) deseribed 12 clinical and la-
boratory criterin for diagnosing APL, which included
atrichin, papules, and a family history of consanguinity.
APL is stll under-ciagnosed, despite estahlished di-
agnostic eriteria and increasing reports of its sporadic
prevalence. It is imponant to recognize APL and dif-
ferentiate it from alopecia areain, as treatments for APL
are futile, and treatments for refractive alopecia arcata
can have significant side-elfecis. Previous repons of
APL have concentrated on certain Mediterranean and
Pakistami populations due to the high incidence of
consanguinity in these regions. However, the increasing
reports of novel compound mutations oulside these
geographic boundaries suggest that APL is not exclu-
sive to consanguineous families and is more prevalent
than previously thought. The first report of a compound
heterozygous mutation in a non-consanguineous mdi-
vidual was in 2002 ( 10}, thereafier followed by another
5 reports (4, 11, 12). Here, we report 2 novel hetero-
zygous mutations in an Australian family and a novel
homaozygous mutation in 2 Arab siblings. We also revise
the diagnostic eriteria for APL, with the aim ol further
clanfying and simplifying s diagnosis and distinguish-
ing features from alopecia umversahs
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Table 1. Revision of diagnostic criteria for atrichia with papular
lesions

MAJOR CRITERIA
(4 out of 5 required for diagnosis)

-

Permanent and complete absence of scalp hairs by the first few months
of life.

Few to widespread smooth, whitish, or milia-like papules on the face,
scalp, arms, elbows, thighs or knees from infancy or childhood
Replacement of mature hair follicle structures by follicular cysts filled
with cornified material 1n scalp histology

Mutation(s) in the human hairless gene through genetic testing.
Chimical and/or molecular exclusion of vitamin-D-dependent nickets.

MINOR CRITERIA
(supplementary criteria)

Family history of consanguinity.

Absence of secondary axillary, pubic, or body hair growth and/or
sparse eyebrows and eyelashes

Normal growth and development, including normal bones, teeth, nails
and sweating,

Whitish-hypopigmented streaks on the scalp.

Lack of response 1o any treatment modalaty.

Atrichia wih papular leciont 147
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Carmespondence

Atrichia with Papular Lesions:
Dermoscopy to the Rescue

Neha Yadav, Maolisha Bhandari, Vivek Sharma

From the Depattment of Dérmatology and T8, Wirdhaman Mahois
Medicol College and Safdarjung Hospital Ansan MNogar. New Delhi. India
E-mail: molishabhandari? 905 @gmail com

Indian J Dermatel 2025:70(2):106-7

Atrichia with papular lesions (APL) is a rare autosomal
recessive (AR) follicular disorder caused by a mutation
of the hairless (HR) gene.! The child is bom with
normal hair, but progressive hair loss is usually complete
within the first few months of life, never to grow back.
Here, we present a case of a 3-year-old boy presenting
with alopecia universalis with papular lesions, where
dermascopy helped in elinching the diagnosis,

A 3-year-old boy presented to the outpatient
department with complete loss of hair on the scalp and
body since the age of 1 year. The child was born with
scanty hair at birth, but the hair was lost progressively.
The child also developed multiple skin-colored lesions
on the scalp and body from the age of 1 year, which
gradually increased in number. The boy's physical and
neurologic development were normal, as per his age.
Mo history of decreased sweating, decreased hearing,
seirures, ar bane pains could be elicited. There was no
history of consanguinity. There was no history of similas
complaints in siblings or any of the family members. On
examination, there was a complete absence of hair on
the body and scalp. Multiple skin colored to whitish
papules of size 0.2-0.5 cm were present on the entire
body, most conspicuously on the scalp [Figure 1].
The rest of the cutaneous examination, including
mucosae, nails, teeth, and sweat glands, was normal.
He had no bony abnormalities. The rest of the systemic
examination was within normal limits. The weight and
height of the child were within the normal range as per







TRICHOSCOPY

‘Clusters of stars’
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Atrichia with papular lesions

« Total hair loss occurring shortly after birth
e Clinically confused with alopecia totalis/universalis

o Keratinous follicular cysts occurring several years later;
face, scalp, extremities

 Histopathology: a scalp bx is diagnostic!

» Abnormal development of the hair follicle: absence of a hair
shaft

» Epidermal inclusion cysts



‘DECODING’
SCARRING ALOPECIA WITH
STROMA hyalinization



CASE ONE
CLINICAL HISTORY
F43. Scalp alopecia



Additional History

 Abnormal frontline with recession and a non-
Inflammatory patch of scarring alopecia

« Eyebrow thinning which recovered with use of
topical corticosteroids

e Recent loss of axillary hair

e Query: R/O early frontal fibrosing alopecia

« Background hx of scleroderma

 No Immunosuppressant Rx at the time of bx



Courtesy Dr Raj Mallipeddi









EVG

Elastic stain

— - - o
- S — e e i
" - =






CASE TWO
CLINICAL HISTORY
M13. Patch of scarring alopecia, left vertex



Clinical history

 13-year-old boy
o Left vertex
» Single patch of scarring alopecia

Clinical differential diagnosis;
e 1. Lupus
o 2. Lichen planopilaris

BSD 2025 CASE 40 Glasgow, Scotland: presented by Dr Anoud Zidan
























MORPHEA HISTOPATHOLOGY

 Reduction in the number of terminal hair follicles
* Loss of sebaceous glands and reduction in eccrine ducts
 Preservation arrectores pilorum

» Preservation of the elastic fibers with loss of the fine elastic fibers in
the upper papillary dermis

o Extensive hyalinisation and sclerosis of dermal collagen

« Follicular remnants with geometric shape resembling telogen/catagen
surrounded by rings of hyalinised collagen

» Perifollicular and perivascular infiltrate of lymphocytes and plasma
cells



MORPHEA HISTOPATHOLOGY: STAGES

e Early lesions: more extensive inflammatory cell infiltrate (perineural
lymphocytes and plasma cells)

 Well-developed lesions: dense dermal sclerosis with marked eccrine
gland atrophy and replacement of much of the adipose layer by
collagenous tissue.

e Late-stage lesions: increased dermal thickness and broad sclerotic
bundles extending into the subcutis
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Alopecia with perineural lymphocytes:
a clue to linear scleroderma en coup

de sabre

Linear sclercderma e et de zabre ["the stroke of the sward'] is an
uncomman form of marphea with cnsst typically in childbood ar
adalescence, Invalvement is usually lecaled on the paramedian
forehezd and is associated with alopecia. It is micrarcopically
indistinguishable from other farms of scleroderma. We pressot a

5l-year-okd woman who pressoted with alopecia and suhsequently
developed linear sclercdsrma v cosd a rafre oo her adjacent forehead.
Histopathology revealed a strikingly perinesural lymphocytic and
plmsmarytic infilirate, extending de=sply into the aibeotis and fecia. To
our knowledge, this is the first report of alopecia with perineural
hmphocytic infammetion as a presenting sign of linear sclercderma o
cong o Takre.

Keynerdr: alopecia, lymphocyies, marphea, nerves, sekerodsrma
Goh C, Biswas A, Galdberg L]. Alopecia with perinzural empheocyt es:

a clue ta linear selerocderma ee sen® g rafre.
J Cutan Fathol 2012; 39: 518-530, © 2012 John Wilsy & Scos ASS,
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Morphea Alopecia en coup de sabre:
A.Early/Inflammatory: perineural inflammation

clueasa precursor

B. Late/non-inflammatory/sclerotic
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Distinctive histopathologic findings in
linear morphea (en coup de sabre)

alopecia

Linezr marphea m cond de rafre iz a localized form of morphea that
presents as parame dian face or fontal scalp depression. The
histopathalagy of alopecia in lin=ar morphea is typically characterined
by sclerasis and a reduction in the cumber of fallicular wnits. We
present a 2eeyear-old Caucasian female with a 1.5-year history of linesar
morphea and alopecia with unique atrophic Ellicular remnamis oo
scalp biopsy. Transverss and vertical secticns of biapsy specimens
showed dense, dermal sclemasis with marked ecerine gland arophy and
replicement of much af the adipose by callagenous tisue, All ssbaceaus
glnds had disappeared, but erecior pili moscles persisted . Numenoos
vertical, columnar and spithelial struoctures were present at the sices of
formerly wiable bair follicles. Transverse sectians of these atrophic
follicular remnants had a resemblances to telogen fallickss but were
microscapically diffsrent. The marphalogy of thess fallicular remnanes
indicates an end-stage process or permanent alopecia. Similr Gllicolar
remnants have been reponted in chemothe mpy-induced permansnt
alopecia bt not in alopecia secondary to marphea or other cicatricial
alopecias. We discuss the significance of these findings and their
relatianship to other forms of cicatricial or permanent alopecia hassd
an the literaiure and case review.

Kynerdr: alope cia, atypical features, linear marphea, sel=rovis

Fierre-Louis M, Sperling LC, Wilke M5, Hordinsky ME. Distinctive
histopathalagic findings in linear morphea jm sap de o) alopecia
J Cutan Pathcd 201%; 40; 580— 24, © 2012 John Wilsy & Scos ASS,
Published by John Wiley & Scas Ld
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Distinctive histopathelogic findings in linear morphea slopecia

Fig ). Tharm is oo arophic plepe wih alpscn is Emear
tminhtian with bypepigmmnisten, eryphams sed  wparbaal
arasiarm ot kil franial ealp @ wrhe

adipose by collagenoas tissue., Sebaceous glands
were absent, ecorine glhinds wers markedly atrophic
and ersctar pili muscles wer= present (Fig, 2], Several
vertically orientated columnar spitheial siructures
were identified ai the sites of formedy visble bair
follick=: om trapwwerse wctiom (Figs. 3 and 4. Foci of
chronic (kkmphocytes and plasma cells] inflammation
were scatiered at the leve] of the mid to lower dermis.

Extersive l[aboratory work-up was completed
and was averall unremarkahble. Magnetic resonance
imagiog af the head was completed 1o ass=ss [or

Fip 2 Carresericnsl verticel secticen sxbohie d e daemsl iehicai
with marked secrine glaned wrrophsy and coplscinwni of muxh cf the
sdipoan bipar by colbggana s tmas. Al mhscrour ghedr s shint,
b areciar pk ool parsin.



Distinctive histopathologic findings in linear morphea alopecia




Histopathology

 Distinctive atrophic follicular structures first reported in
23 _czlc%rll%lal alopecia secondary to morphea in an adult female
3 in

» The unique structures resemble telogen follicles but have a
. distinctive morp_hologty ﬁl_ack of terminal hair differentiation)
- N indicating non-viable follicular remnants)

» These structures most likely represent an end-stage process
' r?sultlng in non-viable folliCles compatible with a permanent
: alopecia

Wy « Initially reported in permanent chemotherapy-induced
alopecia in 2010
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ADIPOCYTIC STAMINAL CELLS
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Tecnica S&V: Innesto

Iniezione frazione cellulare Distribuzione multistrato Iniezione frazione volumetrica

Espansione tessuto cicatriziale Uniformita della frazione cellulare Nel tessuto pre-espanso




Tecnica SeffiHair - Stem & Vol (S&V)

1 Preparazione

Miglioramento qualita letto ricevente

2 Rigenerazione

Utilizzo di componente vascolostromale

3 Volumizzazione

Impiego di tessuti adiposi microfragmentati

4 Trapianto

Miglior attecchimento dei follicoli




