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SAZETAK
Uvod/cilj: Darierova bolest predstavlja retku autozomno dominantnu genodermatozu uzrokovanu muta-
cijama gena ATP2A2, sa karakteristicnim klinickim i histopatoloskim nalazima. Cilj ovog rada bio je prikaz
epidemioloskih i terapijskih karakteristika pacijenata sa Darierovom bolesc¢u lecenih u tercijarnoj ustanovi
tokom petnaestogodisnjeg perioda.
Metode: Sprovedena je retrospektivna kohortna studija koja je obuhvatila 67 pacijenata sa dijagnozom Da-
rierove bolesti lecenih na Klinici za dermatovenerologiju Univerzitetskog klinickog centra Srbije u Beogra-
du. Dijagnoza je postavljena na osnovu karakteristicne klinicke slike i histopatoloske verifikacije. Analizirani
su epidemioloski, klini¢ki i terapijski parametri pacijenata.
Rezultati: U ispitivanoj grupi zabeleZena je predominacija zenskog pola (66%), dok su se prve koZne prome-
ne najcescée javljale tokom adolescencije i rane odrasle dobi. Pozitivna porodi¢na anamneza registrovana je
kod 48% pacijenata, Sto potvrduje autozomno dominantni obrazac nasledivanja. Promene su dominantno
bile lokalizovane na trupu (85%). Neuropsihijatrijski komorbiditeti evidentirani su kod 16% ispitanika. Lo-
kalna terapija primenjivana je kod svih pacijenata, dok su sistemski retinoidi korisé¢eni kod 51% pacijenata,
uglavnom kod generalizovanih formi bolesti.
Zakljucak: Rezultati ukazuju na hronican tok bolesti, izrazenu fenotipsku varijabilnost i potrebu za indivi-
dualizovanim terapijskim pristupom.

Klju€ne reci: Darierova bolest, genodermatoza, epidemiologija, terapija
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tetima, ukljucujudéi epilepsiju i neurodegenerativne

Uvod

Darierova bolest (eng. Morbus Darier), poznata
i kao folikularna diskeratoza (lat. dyskeratosis folli-
cularis), predstavlja retku autozomno dominantnu
genodermatozu uzrokovanu mutacijama gena AT-
P2A2, koji kodira sarko/endoplazmatsku retikulum
Ca?*-ATPazu tipa 2 (SERCA2) (1,2). Poremedaj intra-
celularne homeostaze kalcijuma dovodi do akanto-
lize i diskeratoze, Sto se klinicki manifestuje hiper-
keratoti¢nim papulama dominantno lokalizovanim
u seboroi¢nim regijama (1).

Prevalencija bolesti procenjuje se na 1:30.000
do 1:100.000, uz podjednaku zastupljenost oba
pola u vedini populacionih studija (1,3). lako je pe-
netrantnost visoka, fenotipska ekspresivnost je izra-
zito varijabilna, ¢ak i unutar iste porodice (4,5).

Pored kutanih manifestacija, sve je vise poda-
taka o sistemskim i neuropsihijatrijskim komorbidi-

poremedaje (6), sréanu insuficijenciju (7) i metabo-
licke poremedaje (8), Sto dodatno naglasava znacaj
sveobuhvatnog pristupa pacijentima sa Darierovom
bolescu.

Cilj rada bio je prikaz epidemioloskih i terapij-
skih karakteristika pacijenata sa Darierovom bole-
S¢u lecenih u tercijarnoj ustanovi tokom petnaesto-
godisnjeg perioda.

Metode

Sprovedena je retrospektivna kohortna studi-
ja koja je obuhvatila 67 pacijenata sa dijagnozom
Darierove bolesti le¢enih na Klinici za dermatove-
nerologiju Univerzitetskog klinickog centra Srbije u
Beogradu. Analizirana je medicinska dokumentacija
pacijenata pregledanih tokom 2020. godine, u peri-
odu pandemije COVID-19.
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SUMMARY

Introduction/Aim: Darier disease is a rare autosomal dominant genodermatosis caused by mutations in
the ATP2A2 gene and characterized by distinct clinical and histopathological findings. The aim of this study
was to present the epidemiological and therapeutic characteristics of patients with Darier disease treated
at a tertiary care center over a fifteen-year period.

Methods: A retrospective cohort study including 67 patients diagnosed with Darier disease and treated
at the Clinic of Dermatovenereology, University Clinical Center of Serbia, Belgrade, Republic of Serbia, was
conducted. The diagnosis was established based on characteristic clinical presentation and histopatholog-
ical confirmation. Epidemiological, clinical, and therapeutic characteristics were analyzed.

Results: Female predominance (66%) was observed in the study population, while the first skin lesions
most commonly appeared during adolescence and early adulthood. Positive family history was recorded
in 48% of patients, supporting the autosomal dominant inheritance pattern. Lesions were predominantly
localized on the trunk (85%). Neuropsychiatric comorbidities were observed in 16% of patients. Topical
therapy was used in all patients, whereas systemic retinoids were administered in 51% of patients, pre-
dominantly in generalized forms of the disease.

Conclusion: The results highlight the chronic course of the disease, marked phenotypic variability, and the

need for individualized therapeutic approaches.

Keywords: Darier disease, genodermatosis, epidemiology, therapy
- J
Introduction chiatric comorbidities, including epilepsy and neu-

Darier disease, also known as dyskeratosis
follicularis is a rare autosomal dominant genoder-
matosis caused by mutations in the ATP2A2 gene,
which encodes sarco/endoplasmic reticulum Ca?
— ATPase type 2 (SERCA2) (1,2). The disruption in
intracellular calcium homeostasis leads to acanthol-
ysis and dyskeratosis, which is clinically manifested
by hyperkeratotic papules predominantly localized
in seborrheic areas (1).

The prevalence of this disease is estimated be-
tween 1:30,000 and 1:100,000, with equal repre-
sentation of both sexes in most population studies
(1,3). Although penetrance is high, phenotypic ex-
pressivity is highly variable, even within the same
family (4,5).

In addition to cutaneous manifestations, there
are more and more data on systemic and neuropsy-

rodegenerative disorders (6), heart failure (7) and
metabolic disorders (8), which further emphasizes
the significance of a comprehensive approach to
patients with Darier disease.

The aim of this study was to present the epi-
demiological and therapeutic characteristics of pa-
tients with Darier disease treated at a tertiary care
center over a fifteen-year period.

Methods

A retrospective cohort study that included 67
patients diagnosed with Darier disease and treated
at the Clinic of Dermatovenereology, University Clin-
ical Center of Serbia, Belgrade, Republic of Serbia,
was conducted. The medical records of patients,
who were examined in 2020, during the COVID-19
pandemic, were analyzed.

© 2026 Health Care.
Published under the terms of the CC BY 4.0 license
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Dijagnoza Darierove bolesti postavljena je na
osnovu karakteristicne klinicke slike i histopatoloske
verifikacije. Iz istorija bolesti prikupljeni su podaci o
polu, uzrastu pri pojavi prvih simptoma, porodi¢noj
anamnezi, lokalizaciji promena, prisustvu komor-
biditeta i primenjenim terapijskim modalitetima.
Podaci su obradeni metodom deskriptivne statisti-
ke i prikazani kao apsolutne i relativne frekvencije.
Istrazivanje je sprovedeno u skladu sa principima
Helsinske deklaracije i odobreno od strane Etickog
odbora Univerzitetskog klinickog centra Srbije (broj
odluke: 65143/2020-E0).

Rezultati

Od ukupno 67 ispitanika sa Darierovom bo-
le$c¢u, Zenskog pola bilo je 44 (66%), a muskog 23
(34%) (grafikon 1). Prve koZne promene javile su se
kod 76% ispitanika tokom prve tri decenije Zivota,
najc¢escée u periodu puberteta (grafikon 2). Pozitivna
porodi¢na anamneza registrovana je kod 48% paci-
jenata, dok je negativna porodi¢na anamneza zabe-
leZzena kod 52% ispitanika (grafikon 3).

KoZzne promene bile su dominantno lokalizo-
vane na trupu (85%) (slika 1). Na osnovu klini¢ke
prezentacije, klasi¢ni generalizovani oblik bolesti
bio je prisutan kod 97% pacijenata, dok su linearni
i bulozni oblici registrovani kod po 1,5% ispitanika
(grafikon 4).

Grafikon 1. Polna distribucija ispitanika sa Da-
rierovom boleséu

Muskarci

Grafikon 2. Starosna distribucija ispitanika sa Darie-
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Grafikon 3. Distribucija ispitanika sa Dariero-
vom boleséu prema porodi¢noj anamnezi
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Grafikon 4. Distribucija ispitanika sa Dariero-
vom boleséu prema tipu bolesti
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The diagnosis of Darier disease was established
based on characteristic clinical presentation and
histopathological confirmation. Data on gender, age
at the onset of the first symptoms, family history,
localization of changes, presence of comorbidities
and applied therapeutic modalities were collected.
Data were analyzed using the method of descriptive
statistics and presented as absolute and relative fre-
guencies. The study was conducted in accordance
with the principles of the Declaration of Helsinki
and approved by the Ethics Committee of Univer-
sity Clinical Center of Serbia (decision number:
65143/2020-E0).

Results

Out of 67 patients with Darier disease, 44 (66%)
were women, while 23 (34%) were men (Figure 1).
The first skin lesions appeared in 76% of partici-
pants during the first three decades of life, most
often during puberty (Figure 2). Positive family his-
tory was recorded in 48% of patients, while nega-
tive family history was recorded in 52% of patients
(Figure 3).

Skin lesions were predominantly localized on
the trunk (85%) (Figure 1). Based on the clinical
presentation, the classic generalized form of the
disease was present in 97% of patients, while the
linear and bullous presentations were recorded in
1.5% of patients (Figure 4).

Figure 1. Sex distribution of patients with Darier
disease
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Figure 4. Distribution of clinical forms of Darier
disease
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Slika 1. Karakteristi¢ne hiperkeratoti¢ne papule u ti-
picnoj distribuciji (presternalno i submamarno) kod
pacijentkinje sa Darierovom boles¢u

Analiza lokalizacije lezija pokazala je dominan-
tnu zahvadenost seboroicnih regija, pre svega trupa,
vrata i ekstremiteta (grafikon 5). Neuropsihijatrijski
komorbiditeti evidentirani su kod 16% ispitanika.

Lokalna terapija primenjivana je kod svih paci-
jenata, naj¢escée u vidu emolijensa (79%) i lokalnih
kortikosteroida (58%). Sistemski retinoidi korisc¢eni
su kod 51% pacijenata, uglavnom kod generalizova-
nih i klinicki izraZenijih formi bolesti (grafikon 6).

Grafikon 6. Distribucija ispitanika sa Darierovom
boles¢u prema vrsti terapije
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Rezultati naSe retrospektivne serije slucajeva
potvrduju da se Morbus Darier najéesée manife-
stuje u adolescenciji i ranoj odrasloj dobi, Sto je u
skladu sa klini¢kim opisima iz savremenih pregleda
literature. Takagi i sar. (1) navode da se prve lezije u
najvecem broju slucajeva javljaju tokom druge de-
cenije Zivota, dok Ettinger i sar. (3) potvrduju da se
bolest tipi¢no ispoljava u pubertetu, uz hronican i
relapsno-remitentni tok. Nasi podaci, prema kojima
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Grafikon 5. Ucestalost lokalizacije Darierove bolesti na predilekcionim mestima
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Figure 1. Characteristic hyperkeratotic papules in a
typical distribution (presternal and submammary
regions) in a patient with Darier disease

The analysis of the localization of lesions
showed a predominant involvement of seborrheic
regions, primarily the trunk, neck and extremities
(Figure 5). Neuropsychiatric comorbidities were ob-
served in 16% of patients.

Topical therapy was used in all patients, most
frequently in the form of emollients (79%) and lo-
cal corticosteroids (58%). Systemic retinoids were
administered in 51% of patients, predominantly in
generalized and clinically more pronounced forms
of the disease (Figure 6).

Figure 6. Therapeutic modalities in patients with
Darier disease
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Discussion

The results of the retrospective case series con-
firm that Morbus Darier most commonly appears
during adolescence and early adulthood, which is
consistent with clinical descriptions from contempo-
rary literature reviews. Takagi et al. (1) state that the
first lesions in most cases appear during the second
decade of life, while Ettinger et al. (3) confirm that
the disease typically occurs in puberty, and is charac-
terized by a chronic relapsing-remitting course. Our
data, according to which 76% of patients first pre-
sented with lesions in the first three decades of life,
are consistent with this pattern.
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Figure 5. Predilection sites of lesions in patients with Darier disease
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se 76% pacijenata prvi put javilo sa promenama u
prve tri decenije Zivota, uklapaju se u ovaj obrazac.

Polna distribucija u nasoj seriji pokazala je bla-
gu predominaciju Zenskog pola. Medutim, vecina
preglednih radova ukazuje na priblizno jednaku za-
stupljenost oba pola (1,9). S obzirom na relativno
mali uzorak i jednocentri¢ni karakter studije, razlika
u nasoj populaciji verovatno odrazava distribuciju
upucenih pacijenata, a ne stvarnu epidemioloSku
razliku.

Genetska osnova bolesti danas je dobro defini-
sana kroz mutacije gena ATP2A2, koji kodira SERCA2
pumpu i ima kljuénu ulogu u regulaciji intracelular-
ne homeostaze kalcijuma. Moschella i sar. (2) isticu
da poremedaj kalcijumske signalizacije dovodi do
gubitka dezmozomalne adhezije i abnormalne ke-
ratinizacije, Sto objasnjava histopatoloski nalaz su-
prabazalne akantolize i diskeratoze. lako u nasoj se-
riji nije sprovodena molekularna analiza, prisustvo
pozitivne porodi¢ne anamneze kod gotovo polovine
pacijenata potvrduje autozomno dominantni obra-
zac nasledivanja.

Znacajna fenotipska varijabilnost, ukljucujudi
intrafamilijarne razlike, dobro je dokumentovana.
Onozuka i sar. (4) pokazali su da ¢lanovi iste poro-
dice sa identicnom mutacijom mogu imati razlicitu
klinicku ekspresiju. Ruiz-Perez i sar. (10) ukazali su
da odredene missense mutacije mogu biti poveza-
ne sa varijabilnim koZznim fenotipom, dok neurop-
sihijatrijske manifestacije nisu striktno vezane za tip
mutacije. ldentifikacija novih mutacija, ukljuéujuci
sporadicne slucajeve (11) i teske fenotipe povezane
sa specificnim mutacijama (12), dodatno potvrduje
genetsku heterogenost bolesti.

U nasoj seriji slu¢ajeva registrovana je ucesta-
lost neuropsihijatrijskih poremecaja od 16%. Ovaj
nalaz je u skladu sa savremenim populacionim istra-
Zivanjima. Curman i sar. (6) pokazali su povecan rizik
za neurodegenerativne poremedaje i epilepsiju kod
pacijenata sa Darierovom bole$éu, dok su ranije stu-
dije ukazivale na povezanost sa afektivnim i kogni-
tivnim poremecajima (13). Ovi podaci sugerisu da
Darierovu bolest ne treba posmatrati iskljuéivo kao
dermatolosko oboljenje, veé kao sistemsku bolest
sa moguéim neuroloskim implikacijama.

Pored neuropsihijatrijskih komorbiditeta, u li-
teraturi su opisane i druge sistemske asocijacije.
Bachar-Wikstrom i sar. (7) identifikovali su poveéan
rizik od sréane insuficijencije, dok su Ahanian i sar.
(8) ukazali na specifican metabolicki fenotip pove-
zan sa Darierovom boles¢u. lako u nasoj studiji ove

asocijacije nisu sistematski analizirane, one ukazuju
na potrebu Sire klinicke procene pacijenata. Tera-
pijski pristup u nasoj seriji oslanjao se na standar-
dne mere. Lokalna terapija, ukljucujuéi emolijense
i kortikosteroide, predstavlja osnovu lecenja (9).
Sistemski retinoidi ostaju terapija izbora kod ume-
renih i teSkih formi bolesti, uz znacajno poboljsanje
klinicke slike, ali i mogucnost nezeljenih efekata koji
zahtevaju paZljivo pracenje (9). Takagi i sar. (1) tako-
de navode da retinoidi efikasno redukuju hiperke-
ratozu i inflamaciju, bez uticaja na osnovni genetski
poremeda;.

Ettinger i sar. (3) naglasavaju da, uprkos napret-
ku u razumevanju molekularne patogeneze, tera-
pijske opcije i dalje ostaju ogranicene i uglavhom
simptomatske. U tom kontekstu, istraZivanja ciljanih
terapija usmerenih na regulaciju kalcijumske home-
ostaze predstavljaju potencijalni iskorak. Hunt i sar.
(14) pokazali su da dantrolen moZe korigovati celij-
ske poremecaje karakteristi¢ne za Darierovu bolest
u eksperimentalnim modelima, dok je u pojedinac-
nim klini¢kim izvestajima opisana uspes$na primena
naltreksona (15). Ipak, ove terapije su jo$ uvek u
fazi evaluacije i ne predstavljaju standardnu klinic¢ku
praksu.

Nasi rezultati potvrduju da je u klinickoj prak-
si terapija i dalje usmerena na kontrolu relapsa i
ublaZzavanje simptoma, uz zadovoljavajudi terapijski
odgovor kod veéine pacijenata. Medutim, hroni¢an
tok bolesti i povremene egzacerbacije ukazuju na
potrebu razvoja ciljane terapije zasnovane na mole-
kularnim mehanizmima bolesti.

Fenotipska varijabilnost, od blagih do disemino-
vanih formi, znacajno uti¢e na kvalitet Zivota i oteza-
va standardizaciju terapijskog pristupa (5).

Ova studija ima odredena ograni¢enja koja
treba uzeti u obzir pri tumacenju rezultata. Retros-
pektivni dizajn i oslanjanje na medicinsku doku-
mentaciju podrazumevaju moguénost nepotpunih
podataka. Tokom petnaestogodisnjeg perioda do-
kumentacija nije bila potpuno standardizovana, Sto
je ogranicilo dostupnost pojedinih varijabli.

Iz navedenog razloga nije sprovedena inferenci-
jalna statisticka obrada. S obzirom na nepotpunost
podataka, primena sloZenijih statistickih modela
mogla bi dovesti do parcijalne analize i potencijalno
pogresnih zaklju¢aka. Stoga je primenjen deskriptiv-
ni pristup, koji najverodostojnije prikazuje raspolo-
Zive podatke.

Studija je jednocentri¢na, Sto ograni¢ava mo-
guénost generalizacije rezultata. Ipak, imajuci u vidu
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Sex distribution in our case series showed a slight
female predominance. However, the majority of re-
view articles indicate approximately equal distribu-
tion of both sexes (1,9). Given the relatively small
sample and the single-center character of the study,
the difference in our population probably reflects the
distribution of referred patients, rather than a true
epidemiological difference.

The genetic basis of the disease is today well de-
fined through mutations in the ATP2A2 gene, which
encodes the SERCA2 pump and plays a key role in
the regulation of intracellular calcium homeostasis.
Moschella et al (2) point out that the disruption in
calcium signaling leads to the loss of desmosomal ad-
hesion and abnormal keratinization, confirmed by the
histopathological findings of suprabasal acantholysis
and dyskeratosis. Although molecular analysis was
not conducted in our case series, the presence of pos-
itive family history in almost half of patients confirms
the autosomal dominant inheritance pattern.

Considerable variability in the disease phenotype,
including intra-familial variability, is well documented.
Onozuka et al. (4) showed that members of the same
family with an identical mutation can have different
clinical expression. Ruiz-Perez et al. (10) indicated that
certain missence mutations may be associated with
variant cutaneous phenotypes, while neuropsychiat-
ric features are independent of mutation class. The
identification of new mutations, including sporadic
cases (11) and severe phenotypes associated with
specific mutations (12), further confirms the genetic
heterogeneity of the disease.

In our case series, the frequency of neuropsy-
chiatric disorders of 16% was registered. This finding
gains additional importance in the light of contem-
porary population studies. Curman et al. (6) showed
an increased risk of neurodegenerative disorders and
epilepsy in patients with Darier disease, while pre-
vious studies indicated an association with affective
and cognitive disorders (13). These data suggest that
Darier disease should not be observed solely as a der-
matological disease, but as a systemic disease with
possible neurological implications.

In addition to neuropsychiatric comorbidities,
other systemic associations have been described in
the literature. Bachar-Wikstrom et al. (7) identified an
increased risk of heart failure in the population with
Darier disease, whereas Ahanian et al. (8) pointed
to the specific metabolic phenotype associated with
the disease. Although these associations were not
systematically analyzed in our study, the above men-
tioned data indicated the need for a broader clinical
assessment of patients. The therapeutic approach

in our case series relied on standard measures that
are recommended in the literature. Topical therapy,
including emollients and corticosteroids, is the main-
stay of treatment (9). Haber and Dib (9) point out that
systemic retinoids remain the therapy of choice in
moderate and severe forms of the disease with a sig-
nificant improvement in the clinical presentation, but
also with potential side effects that require careful
monitoring. Takagi et al. (1) also report that retinoids
effectively reduce hyperkeratosis and inflammation,
but do not affect the underlying genetic disorder.

In a contemporary review by Ettinger et al. (3),
it is emphasized that despite advances made in the
understanding of molecular pathogenesis, therapeu-
tic options still remain limited and mostly symptom-
atic. In this context, research into new therapeutic
approaches aimed at regulating calcium homeostasis
represents a significant step forward. Hunt et al. (14)
showed that dantrolene can correct cellular disease
features of Darier disease in experimental models,
while in individual clinical reports, the successful ad-
ministration of naltrexone was described (15). How-
ever, these therapies are still in the evaluation phase
and do not represent standard clinical practice.

Our results confirm that in real clinical conditions,
therapy is still aimed at relapse control and symptom
relief, with a satisfactory therapeutic response in
most patients. However, the chronic cause of disease
and occasional exacerbations indicate the need for
further research into targeted therapies based on the
molecular mechanisms of the disease.

Considerable variability in the disease phenotype
described in clinical case reports confirms that the
clinical spectrum of the disease can be diverse, from
mild forms to pronounced, disseminated lesions that
significantly affect the quality of life. This variability
further complicates the standardization of the thera-
peutic approach (5).

This study has certain limitations that should be
considered when interpreting the results. The study
is retrospective and based on the analysis of medical
records, which implies that it depends on the quali-
ty and completeness of existing data. During the ob-
served period of fifteen years, the documentation
was not completely standardized, and therefore,
certain clinical and therapeutic parameters were not
available for all patients.

Due to this, a more detailed inferential statistical
analysis was not carried out. Given that the database
did not contain complete and uniform variables for all
patients, the application of more complex statistical
models could lead to partial analysis and potentially
wrong conclusions. Therefore, a descriptive approach,
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retkost oboljenja, prikazana serija predstavlja zna-
¢ajan doprinos razumevanju klinicko-epidemiolos-
kih karakteristika Darierove bolesti u praksi tercijar-
ne zdravstvene zastite.

Zakljucak

Ova retrospektivna studija pruza sveobuhvatan
prikaz epidemioloskih i terapijskih karakteristika
pacijenata sa Darierovom boles¢u u uslovima terci-
jarne zdravstvene zastite. Rezultati potvrduju da se
bolest najéesée manifestuje u adolescenciji i ranoj
odrasloj dobi, sa izrazenom fenotipskom varijabil-
nos$céu i znacajnim udelom pozitivne porodi¢ne ana-
mneze. Dominantna lokalizacija promena na trupu
i potreba za kontinuiranom lokalnom terapijom u
skladu su sa poznatim klinickim obrascem bolesti.
Uocen procenat neuropsihijatrijskih komorbiditeta
dodatno naglasava potrebu za multidisciplinarnim
pristupom u pracenju ovih pacijenata. Terapijski pri-
stup je pretezno simptomatski, pri cemu sistemski
retinoidi predstavljaju terapiju izbora kod tezih for-
mi. S obzirom na hronican tok bolesti i ogranic¢ene
kauzalne terapijske mogucnosti, buduca istrazivanja
trebalo bi da budu usmerena ka ciljanom delovanju
na molekularne mehanizme bolest
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which shows the available data most faithfully, was
applied.

In addition, the study is a single-center study,
which may limit the possibility of generalization of
results. However, taking into consideration the rarity
of this disease, the presented series represents a sig-
nificant contribution to the understanding of clinical
and epidemiological characteristics of Morbus Darier
in the practice of the tertiary healthcare center.

Conclusion

This retrospective study provides a comprehen-
sive review of epidemiological and therapeutic char-
acteristics of patients with Morbus Darier at the ter-
tiary healthcare center. The results confirm that the
disease most commonly appears in adolescence and
early adulthood with pronounced variability in the
disease phenotype and a significant share of positive
family history. The predominant localization of lesions
on the trunk and the need for continuous topical ther-
apy are consistent with the known clinical pattern of
the disease. The observed percentage of neuropsy-
chiatric comorbidities further emphasizes the need
for a multidisciplinary approach in the follow-up of
these patients. The therapeutic approach is predom-
inantly symptomatic, with systemic retinoids being
the treatment of choice for more severe forms. Con-
sidering the chronic course of the disease and the lim-
ited causal therapeutic possibilities, future research
should be directed towards targeting the molecular
mechanisms of the disease.
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