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Rezumat

Boala Fox-Fordyce este cunoscutd ca fiind o afectiune
cronicd si neobisnuitd care afecteazd regiunile cu o densitate
mare de glande apocrine. Aceastd boald afecteazd femeile
intre 13 si 35 de ani. Se considerd faptul cd dezechilibrul
hormonal joacd un rol cheie in patogenezi, dar cauza exacti
este incd neclard.[1] O altd cauzd incriminatd ca factor
declansator al acestei boli poate fi un istoric de traume
cauzate de epilarea cu laser. Pruritul poate fi prezent si este
cauzat de extravazarea continutului glandular. Din cauza
pruritului sever, pacientul poate dezvolta infectie sau
hiperpigmentare in regiunile afectate. Caracteristicile
clinice sunt papule foliculare monomorfe, in forma de
cupold, de culoarea pielii, care afecteazi zonele axilard,
pubiand, perineald si areolard, asociind prurit si cdderea
parului in regiunile afectate. Histopatologia este in multe
cazuri nespecifici.[2] Optiunile terapeutice sunt variate si
pot include corticosteroizi topici, retinoizi topici,
clindamicind topicd, inhibitori de calcineurind topici,
retinoizi orali, contraceptive orale, infiltratii intradermice
de toxind botulinicd sau triamcinolon, excizie, electro-
cauterizare si laser.
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Summary

Fox-Fordyce disease is known to be a chronic and
uncommon skin disease that affects regions with a high
density of apocrine glands. This disease affects women
between 13 and 35 years. It may be considered that
hormonal imbalance play a key role in the pathogenesis, but
the exact cause is still unclear.[1] Other cause may be a
history of trauma caused by laser hair removal may be a
trigger of this disease. Pruritus can be present and it may
be caused by the extravasion of glandular content. Due to
the severe itch, the patient may develop infection or
hiperpigmentation in the affected regions. The clinical
features are monomorphic, dome-shaped, skin-colored,
follicular papules that invole the axillary, pubic, perineal
and areolar areas, pruritus and hair loss in the affected
regions. Histopathology is in many cases non-specific.[2]
Terapeutic options are varied and may include topical
steroids, topical retinoids, topical clindamycin, topical
calcineurin inhibitors, oral retinoids, oral contraceptives,
intradermal infiltration of botulinum toxin or triam-
cinolone, excision, electrocoagulation and laser.
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Introducere

Boala Fox-Fordyce este definitd ca o boald
cronicd a pielii care afecteazd glandele apocrine.
Afecteazd femeile cu varsta cuprinsa intre 13 si 35
de ani si se considera cd dezechilibrul hormonal
joacd un rol cheie in patogeneza, dar cauza exacta
este inca neclara.[1] Pruritul poate fi cauzat de
extravazarea continutului glandular. Mecanismul
fiziopatologic exact nu a fost descoperit. Ca ma-
nifestdri clinice prezintd papule foliculare mono-
morfe, in formd de dom, de culoarea pielii, care se
afecteazd zonele axilard, pubiand, perineald si
areolard. Examinarea histopatologicd este frec-
vent nespecificd.[2] Optiunile terapeutice includ
steroizi topici, retinoizi topici, clindamicina
topicd, inhibitori de calcineurind topici, retinoizi
orali, contraceptive orale, toxind botulinicad
intradermicd sau triamcinolon, excizie, electro-
coagulare si laser.

Cazuri clinice

Scopul nostru este de a face o trecere in
revistd a literaturii de specialitate cu privire la
boala Fox-Fordyce, pornind de la doud cazuri ale
acestei afectiuni dermatologice rare tratate in
clinica noastrd. Ca prezentare clinicd, ambele
paciente sunt femei tinere, care au dezvoltat
papule foliculare monomorfe, in forma de dom,
de culoarea pielii, ce afecteazd regiunea axilard,
pielea din jur fiind crutatd. Doar una dintre
paciente acuzd prurit. Evaluarea clinicd generald
nu a evidentiat alte modificari si nici limfadeno-
patie. Dermatoscopia are un rol important pentru
a facilita diagnosticul bolii. Prin utilizarea mo-
dului polarizat al dermatoscopului se vor
evidentia zone fara structura de culoare maro
deschis pand la maro-inchis, fird nicio retea
pigmentard specificd, precum si foliculo-centri-
citate si dopuri hiperkeratozice centrale, par
terminal traumatizat si puncte negre. Utilizand
modul nepolarizat, se poate observa pierderea
dermatoglifiei suprafetei pielii.[2] Examinarea
sub lampa lui Wood nu va evidentia nicio
fluorescentd.[3]

Pentru stabilirea diagnosticului final se
recomanda efectuarea examenului histopato-
logic. Rezultatul va ardta cel mai frecvent
existenta unui infundibul folicular dilatat cu
hiperkeratozd, un dop central de cheratind si un
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Introduction

Fox-Fordyce disease is deffined as a chronic
skin disease that affects the apocrine glands. It
affects women between 13 and 35 years and it is
considered that hormonal imbalance play a key
role in the pathogenesis, but the exact cause is
still unclear.[1] Pruritus may be caused by the
extravasion of glandular content. The exact
pathophysiological mechanism has not been
discovered. As clinical manifestations present
monomorphic, dome-shaped, skin-colored, folli-
cular papules that invole the axillary, pubic,
perineal and areolar areas. Histopathology is
frequent non-specific.[2] Terapeutic options
include topical steroids, topical retinoids, topical
clindamycin, topical calcineurin inhibitors, oral
retinoids, oral contraceptives, intradermal botu-
linum toxin or triamcinolone, excision, electro-
coagulation and laser.

Clinical cases

Our aim is to create a review of the literature
about the Fox-Fordyce disease, starting with two
cases of this rare dermatologic condition treated
in our clinic. As clinical presentation both
patients are young women, who developed
monomorphic, dome-shaped, skin-colored,
follicular papules that invole the axillary region,
the surrounding skin is spared. Only one of the
patients associates pruritus. General evaluation
showed no other changes, no lymphadenopathy
has been revealed. Dermoscopy has an important
role to facilitate the diagnosis of Fox-Fordyce
disease. This method using the polarized mode
will show light to dark brown structureless areas,
without any specific pigmentary network, as well
as folliculocentricity and central hyperkeratotic
plugs, traumatised terminal hair and blackheads.
Using the non-polarized mode, it can be noticed
the loss of dermatoglyphics of the skin surface.[2]
The examination under Wood’s lamp won’t show
any fluorescence.[3]

In order to aquire a final diagnosis, it is
recommended to perform a histopathologic
examination. The result will show the existence
of dilated follicular infundibulum with hyper-
keratosis, a central keratin plug and a
lymphocytic inflammatory infiltrate around the
apocrine duct. Less frequent histopathological
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Figura 1. Cazul 1 Figura 2. Cazul 2
Figure 1. Case 1 Figure 2. Case 2

Figura 3. Evaluarea dermatoscopicd a leziunilor bolii Fox-Fordyce
Figure 3. Dermoscopic evaluation of Fox-Fordyce disease
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infiltrat inflamator limfocitar in jurul ductului
apocrin. Modificarile histopatologice mai putin
frecvente sunt: spongioza, diskeratoza epiteliului
infundibular, degenerescenta vacuolard a jonc-
tiunii dermo-epidermice, infiltrat inflamator
limfaocitar perianexial. Un aspect histopatologic
caracteristic este prezenta parakeratozei in
epiteliul infundibular sub forma de lame cor-
noase. De asemenea, o modificare histologica
cheie poate fi xantomatoza perifoliculard cu
prezenta celulelor spumoase. In unele cazuri,
rezultatul histopatologic poate fi nespecific si
foarte variabil. In ciuda acestei varietiti mani-
festarile clinice sunt intotdeauna aceleasi.

Rezultatul biopsiei prelevat de la una din
paciente a ardtat un fragment cutanat acoperit de
epiderm hiperkeratozic cu fibroza dermics,
infiltrat inflamator cronic discret si formatiune
polipoidd cédptusitd cu epiteliu hiperkeratozic,
punti interpapilare, corion scuamos incorporat,
corion fibrovascular, parcelar lax. Rezultatul
examenului histopatologic al celei de-a doua
paciente a indicat un fragment cutanat acoperit
de un epiderm keratotic, cu fibrozd dermicd, fard
prezenta anexelor cutanate si infiltrat inflamator
perivascular cronic discret. Ambele rezultate au
fost nespecifice si variabile pentru aceasta
afectiune cutanatd raré.

In cazul pacientelor noastre am ales ca moda-
litate terapeuticd procedura de electrocauterizare,
deoarece debutul a avut loc cu cativa ani in urma,
existau putfine leziuni inflamatorii si una din
paciente avea un prurit usor. Rezultatul a fost cel
scontat, cu disparitia leziunilor la 3 saptdméani
postprocedural. Efectele secundare au fost
minime, cu o usoard tumefiere si putine cicatrici
dar pacientele au fost multumite de rezultatul
estetic.

Discutii

Se stie faptul cd boala Fox-Fordyce este dificil
de tratat iar diferitele metode de tratament nu au
fost Inca studiate pe scard largd din cauza raritatii
bolii. Desi nu existd un tratament definitiv pentru
aceasta boald, existd mai multe optiuni de trata-
ment disponibile pentru a gestiona simptomele.

In primul rand, metodele simple de sustinere
include: utilizarea de comprese reci pe zonele
afectate pentru ameliorarea pruritului si a
disconfortului, purtarea de haine largi si tesdturi
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findings may be: spongiosis, dyskeratosis of the
infundibular epithelium, vacuolar degeneration
of the dermo-epidermal junction, periadnexial
lymphocytic inflammatory infiltrate. A characte-
ristic histopathologic feauture has been disco-
vered to be the presence of parakeratosis in the
infundibular epithelium in the form of cornoid
lamellae. A key histhological finding may be the
perifollicular xantomathosis with the presence of
the foamy cells. In some cases the histo-
pathological result will be non-specific, and also
very variated. Despite this variety the clinical
findings are always the same.

The biopsy results taken from one of the
patients showed a skin biopsy covered by
hyperkeratotic epidermis with dermal fibrosis,
discrete chronic inflammatory infiltrate and
polypoid formation lined by hyperkeratotic
epithelium, interpapillary bridges, embedded
squamous turbinates, fibrovascular chorion, laxer
parcel. The other patient’s histopathological
result showed a skin biopsy covered by a
keratotic epidermis, with dermal fibrosis,
without the presence of cutaneous appendages.
discrete chronic inflammatory perivascular
inflammatory infiltrate. Both of this result were
non-specific and variable to this rare skin
condition called Fox- Fordyce disease.

For our patients we chose the electro-
coagulation procedure because the onset was a
few years ago, they had little inflamatory lessions
and one of them had mild pruritus. The outcome
was the one expected with the disaperance of the
lessions at 3 weeks postprocedure. The side
effects were minimal with a little swelling and
scarring but they were satisfied with the aestetic
result.

Discussions

Fox-Fordyce disease is known to be difficult
to treat and the different methods of treatment
are not yet been widely studied, because the
rarity of the disease. Though there is no definitive
cure for Fox-Fordyce disease, there are several
treatment options available to manage the
symptoms.

First of all, the simple suportive methods
include using cool compresses to the affected
areas can help alleviate itchiness and discomfort,
wearing loose-fitting clothing and breathable




respirabile pentru reducerea frecérii mecanice si
acumularea transpiratiei.

Dermatocorticoizii topici si intralezionali
sunt optiuni de tratament de primad linie. Utili-
zarea lor pe termen lung poate duce la aparitia
atrofiei cutanate si a vergeturilor. In stadiile
incipiente ale bolii triamcinolonul intralezional
5 mg/ml poate avea un efect benefic.[6]

Inhibitorii de calcineurind, cum ar fi tacro-
limus si pimecrolimus pot fi de asemenea
utilizati. In literatura de specialitate exista
articole care au dovedit efectele benefice ale
pimecrolimusului si mai putine in ce priveste
utilizarea tacrolimusului. Un alt articol a pre-
zentat rezultate favorabile utilizdnd pomada cu
tacrolimus 0,1% la pacienti in aplicare de doud ori
pe zi. Se stie cad are un puternic efect anti-
inflamator si mai putine efecte secundare decat
corticosteroizii topici. Tacrolimusul a fost eficient
la pacienti cu debut precoce de boald si leziuni
inflamatorii, incipiente, prurit intens si mai
putind keratinizare.[6]

Clindamicina topicd este un antibiotic utilizat
in tratamentul acneei vulgare pentru efecte
antibacteriene si antiinflamatoare. Eficacitatea
utilizdrii ei in boala Fox- Fordyce a fost descrisad
intr-un studiu la pacienti tratati cu clindamicina
topicd 1% lotiune de doud ori pe zi, timp de 8
sdptamani. S-a raportat ameliorarea pruritului si
a manifestarilor clinice la majoritatea pacientilor.
O analiza histologicd a ardtat sciderea infiltratiei
limfocitare in urma tratamentului, sugerand
efectul antiinflamator.[22]

Retinoizii topici sunt considerati a fi o alta
varianta de tratament pentru boala Fox- Fordyce
datorita efectului lor de a reduce keratinizarea.
Studiile au dovedit un efect benefic utilizand
gelul topic de adapalen 0,1% avand un efect
secundar iritativ mai mic in comparatie cu cel al
tretinoinului. S-a observat reducerea papulelor,
ameliorarea pruritului si cresterea parului.[15]

Dezechilibrul hormonal poate juca un rol
cheie in patogeneza acestei boli cronice. Ca si
tratament oral a fost descrisd eficienta contra-
ceptivelor orale pentru pacientele tinere. Rezul-
tatele au fost foarte incurajatoare, urmate de
ameliorarea simptomelor si a papulelor fara
disparitia lor In totalitate.[25] Un alt tratament
oral propus ar fi utilizarea retinoizilor orali
pentru efectul lor keratolitic. Insa rezultatul nu a
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fabrics can reduce friction and sweat accu-
mulation.

Topical and intralesional steroids are first-line
treatment options in this rare skin condition.
Using them on long term can lead to the risk of
cutaneous atrophy and striae. In early stages of
the disease intralesional triamcinolone 5 mg/ml
may have benefit.[6]

Calcineurin inhibitors like tacrolimus an
pimecrolimus are also used as therapeutic
options. In literature there are many articles that
shown beneficial effects of pimecrolimus in Fox-
Fordyce disease, but there are less reports about
the use of tacrolimus. One article showed positive
results using tacrolimus pomade 0,1% on patients
twice a day. It is known to have strong anti-
inflammatory effect and less side effects than the
topical steroids. The results showed that
tacrolimus was effective on the patient with an
early onset and more inflammatory disease with
newer lesions, intense pruritus and less
keratinization.[6]

Topical clindamycin is an antibiotic used in
the treatment of acne vulgaris for the anti-
bacterial and anti-inflamatory effects. The
efficacy of topical clindamycin use in Fox-
Fordyce disease was described in one study and
it included patients topical clindamycin 1% lotion
twice daily for 8 weeks. It was reported impro-
vement in pruritus and clinical improvement in
majority of the patients. An histological analysis
showed a decrease in lymphocytic infiltration
following treatment, suggesting anti-inflam-
matory effects.[22]

Topical retinoids are considered to be another
method of treatment for the Fox- Fordyce disease
due their effect of reducing the keratinization.
Some report cases from the speciality literature
showed an benefficial effect using the topical
0,1% adapalene gel with a smaller irritative side
effect compared to the tretinoin. It was observed
a reduction of the papules, improvement of the
itch and hair growth.[15]

The hormonal imbalance may play a key role
in the pathogenesis of this disease. Studies
showed the efficiency of the oral contraceptives
for the young patients. The results were very
encouranging with the relief of the symptoms
and amelioration of the papules but they did not
dissapeear entirely.[25] Another oral treatment
proposed is the use of oral retinoids due to their
keratolytic effect. The outcome was not the one
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fost chiar cel asteptat, obtindndu-se doar amelio-
rarea temporard a simptomelor.[26]

Toxina botulinicd-A este utilizatd In Derma-
tologie pentru tratamentul hiperhidrozei si cu
scop estetic. Este eficientd asupra reducerii
transpiratiei, care este bine cunoscuta ca fiind un
factor declansator al pruritului in boala Fox-
Fordyce. Alt efect este cel antipruriginos prin
stabilizarea mastocitelor si inhibarea de-
granuldrii acestora. Un alt articol descrie doud
cazuri de boald Fox-Fordyce refractard cu
rezultate favorabile dupa infiltratii cu toxina
botulinica-A.[10]

Terapia cu laser, inclusiv cea de tip laser CO,
fractionat, a fost utilizatda pentru leziunile
recalcitrante care nu rdspund la tratamentul
medical. Rezultatele au fost remarcabile, cu un
raspuns clinic favorabil la 3 luni. Cu toate acestea,
unele articole au dovedit cd utilizarea ei poate
induce boala Fox-Fordyce.[11] Utilizand o analiza
a metodei de tratament cu laser, s-a observat ci
laserul este destul de eficient si sigur avand
complicatii minime. Laserul cu sticlda de erbiu
fractionat de 1550 nm este un laser mai nou, bazat
pe infiltrarea in stratul profund al pielii, unde va
produce leziuni termice ale glandelor sudoripare
vizate. Acesta poate fi utilizat pentru tratamentul
leziunilor mai putin severe.[12]

O noud optiune terapeuticd numitd MiraDry,
ce utilizeazd un dispozitiv cu microunde, este
recomandat pentru tratamentul hiperhidrozei
axilare primare. Sunt vizate glandele sudoripare
apocrine, pe langa foliculii pilosi, folosind
incdlzirea electrica cu actiune asupra jonctiunii
dermo-hipodermice. In acest sens a fost raportat
un caz de boald Fox-Fordyce axilard tratata cu
aceastd noud tehnologie non-invaziva cu
microunde. Pacientul a prezentat complicatii
minime in urma procedurii, cum ar fi: durere
temporard, tumefieri si echimoze pe termen
scurt. Ameliorarea semnificativd s-a observat
dupd a doua sedintd cu o setare energeticd mai
mare inclusiv a pruritului. Nu s-a observat nicio
recidiva la 4 luni de la tratament.[13]

Exista cateva articole ce se concentreazd in
mod special pe utilizarea electrocoaguldrii pentru
aceasta boald. Rapoartele de caz au ardtat rezul-
tate favorabile si promitdtoare prin utilizarea
acestei metode de tratament. Ele releva faptul ca
procedura a dus la o imbunatatire semnificativa a
simptomelor, inclusiv reducerea pruritului si
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expected, it was observed only the temporary
relief of the symptoms.[26]

Botulinum Toxin-A is used in Dermatology
for the treatment of hyperhidrosis and for
aestetic purposes. It is effective on sweat
reduction, which is a known as a trigger of
pruritus in Fox-Fordyce disease. Other effects
thet may lead to the antipruritic effect are to
stabilize mast cells and inhibit their de-
granulation. In literature were reported two cases
of refractory Fox-Fordyce disease showed
successful treatment results with Botulinum
Toxin A injections.[10]

Laser therapy, including the fractional CO2
laser type, have been used for recalcitrant lesions
which do not respone to medical treatment. The
results were remarkable with a clinical response
in 3 months. However,using this method for
axillary hair removal have been shown to induce
Fox-Fordyce disease.[11] An analysis of the laser
treatment method was used and the results
showed that the laser is considered fairly
effective and safe and there were observed
minimal complications. The 1550 nm fractionated
erbium glass laser is a newer laser based on
infiltration of the deep skin layer, where the
target sweat glands exist, and will produce
thermal injury to the glands. It can be used for the
treatment of less severe lesions.[12]

A novel therapeutic option called MiraDry
that uses a microwave device that is recom-
mendes for the treatment of primary axillary
hyperhidrosis. The apocrine sweat glands are
target in addition to hair follicles by actioning
using electric heating on the dermal-hypodermal
junction. There is reported a case of axillary Fox-
Fordyce disease treated with this novel non-
invasive microwave technology. The patient
developed expected sequelae from the procedure
like temporary pain, swelling, and bruising.on
the short term Altered sensation in the skin of the
axillae may be a long ther effect. Marked
improvement was observed after the second
treatment including resolution of the pruritus.
No evidence of recurrence was remarked at 4
months.[13]

There are a few published articles specifically
focused on the use of electrocoagulation for Fox-
Fordyce disease. However, some studies and case
reports have shown positive outcomes with this
treatment method. The articles reveals that the
procedure resulted in significant improvement in




disparitia leziunilor la majoritatea pacientilor.[24]
Aceasta metoda poate fi o optiune sigurd si efi-
cientd, cu cateva efecte secundare temporare,
cum ar fi tumefierea, eritemul, cicatricile si
hiperpigmentarea reziduald. Am folosit aceasta
metodd de tratament la pacientele noastre cu
rezultate foarte bune considerdm noi, cum ar fi
disparitia papulelor si a pruritului la 3 sdptdmani
dupa procedurd. Efectele secundare au fost
minime cu hiperpigmentatie si cicatrici reziduale
putine.

O altd metoda de tratament recomandatd in
literaturd este liposuctia asistatd de chiuretaj.
Aceasta s-a dovedit a fi utilda In tratamentul
hiperhidrozei axilare dar o tehnicd modificata de
liposuctie va putea distruge definitiv si glandele
sudoripare apocrine. Partea secretorie a glan-
delor apocrine este plasatd iIn partea mai
profunda a dermului. Este necesard o actiune la
nivelul dermului profund pentru a induce
inflamatie si In final fibrozd, eliminand glandele
apocrine in totalitate. Datele aratd cd aceastd
metoda beneficd pentru pacienti poate fi utilizata
doar pentru boala Fox-Fordyce cu implicarea
axilei care nu a rdspuns la alte metode tera-
peutice.[23]

Concluzii

Boala Fox-Fordyce este o boald greu de tratat,
deoarece este insuficient studiatd. Existd multe
optiuni de tratament, de la cele topice pana la cele
orale si proceduri interventionale. Metoda de
tratament aleasd trebuie sa fie individualizatd
pentru a avea rezultate estetice cat mai bune.
Tratamentele topice, cum ar fi corticosteroizii
topici, pot fi prescrise pentru a diminua infla-
matia si pruritul. Cremele cu retinoizi, cum ar fi
adapalena, pot ajuta la dezobstructia canalelor
sudoripare afectate, ceea ce duce la ameliorarea
simptomelor. in cazurile severe, pot fi reco-
mandate terapii orale, precum contraceptivele
orale sau isotretinoina, pentru reglarea activitatii
glandelor sudoripare sau pentru reducerea
inflamatiei. Cu toate acestea optiunile mai
invazive de tratament cum ar fi: terapia cu laser,
electrocoagularea, liposuctia si chiuretajul le
consideram mai eficiente pentru persoanele cu
forma refractara de boala.
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symptoms, including reduction in pruritus and
disappearance of lesions, in the majority of
patients.[24] They show thatb this procedure is a
safe and effective treatment option for Fox-
Fordyce disease with a few side effects like
swelling, redness, scarring and hyperpigmen-
tation in the treated area. The use of electro-
coagulation has shown promising results in the
treatment of Fox-Fordyce disease. We have used
this method of treatment to our patients with
great results like disapearance of the papules and
pruritus at 3 weeks after the procedure. The side
effects were minimum with hyperpigmentation
and reduced scars.

Another method of treatment used for Fox-
Fordyce disease is liposucion assisted by curet-
tage. It was found to be usefull in the treatment of
axilary hyperhidrosis but a modified technique of
liposuction will permanently destroy the apo-
crine sweat glands. The secretory part of the
apocrine glands is placed in deeper part of the
dermis. An action at the deep dermis level is
necessary to induce inflammation and finally
fibrosis, eliminating the apocrine glands com-
pletely. The data from the case reports reveal that
this method was beneficial to the patients, but it
can be used only for the Fox-Fordyce disease
with the involvement of the axila that did not
respond to other therapeutic methods.[23]

Conclusions

The Fox-Fordyce disease is a very difficult to
treat because it is not studied enough. There are
many treatment options from topical to oral and
interventional procedures. The method of
treatment should be chose individually for each
patient in order to have positive outcomes.
Topical treatments like topical corticosteroids
may be prescribed to decrease inflammation and
pruritus. Topical retinoid creams such as
adapalene can help unclog affected sweat ducts,
resulting in relief from symptoms. In severe
cases, oral medications like hormonal contra-
ceptives or isotretinoin may be prescribed to
regulate sweat gland activity or reduce
inflammation. The are more invasive options like
laser therapy, electrocoagulation, liposuction and
curettage, we consider them for those patiens
with a refractary form of the disease.
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