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Abstract

Objectives: The aim of this study was to evaluate epidemiological data on pemphigus vulgaris and
pemphigoid, with special focus on characteristics, clinical manifestations, and treatment approach-
es. Materials and methods: This study includes patients who have been diagnosed with pemphigus
vulgaris or pemphigoid at the Dermatology Service of the Santa Maria Local Health Unit between the
years 2013 and 2022. The statistical software IBM SPSS® version 29, with Clopper-Pearson 95% con-
fidence intervals (Cl) was used for proportions. Results: The total number of patients included in this
study is 99 patients with pemphigus vulgaris (49 females, 50 males) and 227 with pemphigoid pa-
tients (108 females, 119 males). Patients who have been treated for pemphigus vulgaris, the most
prescribed medicine were corticosteroids, followed by the second most prescribed, drugs which were
immunosuppressants. Additionally rituximab was used in 21 patients. The interval of the disease
was 304 days; with an interval of no symptom disease was 415 days for relapsed patients. Similar-
ly, for pemphigoid, the primary treatment used was with corticosteroids, which were also used for
the main treatment, in many cases it was combined with other medicines, such as: antihistamines,
antibiotics, and immunosuppressants. The average cure time was 148 days, with 32.0% of patients
claiming they experienced relapse. Conclusion: To conclude, we observed that corticosteroids, par-
ticularly prednisolone, remain still the most important pharmacological treatment for pemphigus vul-
garis and pemphigoid. However, rituximab is an effective pharmacological alternative for pemphigus,
while the use of clobetasol propionate is increasing and becoming as one of the preferred treatments
for pemphigoid.
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Introduction

The Autoimmune bullous dermatoses are characterized
by blister formation due to autoantibodies targeting inter-
cellular or epithelial-connective junctions (1). There are four
variables with autoimmune origin of pemphigus, including:
pemphigus vulgaris, pemphigus vegetans, pemphigus ery-
thematosus, and pemphigus foliaceus. Pemphigus vulgaris
is the most common subtype and is a mucocutaneous auto-
immune blistering disease caused by autoantibodies against
desmogleins 1 and 3, which affect the skin and the mu-
cous membranes, including the oral, pharyngeal, larynge-
al, esophageal, nasal, conjunctival, and genital mucosa (1-3).
Oral lesions may develop further into cutaneous manifesta-

Uvod

Autoimune bulozne dermatoze obiljezava stvaranje mje-
hura zbog autoantitijela usmjerenih na medustani¢ne ili epi-
telno-vezivne spojeve (1). Cetiri su varijable s autoimunim
podrijetlom pemfigusa, ukljucuju¢i pemfigus vulgaris, pem-
figus vegetans, pemfigus eritematosus i pemfigus foliaceus.
Pemfigus vulgaris najceséi je podtip i mukokutana je auto-
imuna bolest kod koje se stvaraju mjehuri prouzroceni au-
toantitijelima protiv desmogleina 1 i 3 koji zahvaca kozu i
sluznice, uklju¢ujuci oralnu, faringealnu, laringealnu, ezo-
fagealnu, nosnu, konjunktivalnu i genitalnu sluznicu (1 - 3).
Oralne lezije mogu se dalje razviti u kozne manifestacije i
tada je, u vecini slucajeva, oralna sluznica prva zahvadena.
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tions, where the oral mucosa is the first one to be affected in
most of the cases. The most affected areas in the oral cavity
are the palate, labial mucosa, buccal mucosa, ventral tongue,
and gingiva, however, other areas of oral cavity might be af-
fected as well (3,4).

Pemphigoid, including bullous pemphigoid, cicatricial
pemphigoid, and pemphigoid gestationis, manifest with
subepithelial blisters and IgG deposits. Additionally, bullous
pemphigoid affects mostly the elderly (those above 60 years
old), however, it is very rare seen in children, and thus it
has no predisposition for ethnic groups or different biologi-
cal sexes (1). Clinically, it is characterized by a combination
of erythematous macules, papules, and pruritic bullous erup-
tions. The lesions are mainly widespread, usually symmetri-
cal, and can impact different areas of the skin such as the ex-
ternal areas of the limbs, abdomen, head and neck, and less
frequently the mucous membranes and oral mucosa (1-5).

The classical treatment of pemphigus vulgaris contains
systemic administration of corticosteroids, with purpose to
manage the disease, on the contrary, if left untreated or inad-
equately managed, the condition can be fatal due to the loss
of epidermal barrier function over a large area of skin (3,4,06).

The treatment of the pemphigus vulgaris and pemphi-
goid diseases might often be challenging. Nowadays, there
are recommendations and universal guidelines of treatment,
however a standard therapeutic protocol is lacking. Con-
sequently, therapeutic approaches are typically determined
by the clinicians, considering the clinical history, age, dis-
ease severity, anatomical distribution of lesions, therapeu-
tic response and side effects of the patients (7, 8). To under-
stand whether a treatment requires an immunosuppressive
systemic treatment or conservative approach, it is crucial to
accurately and early diagnose the autoimmune bullous dis-
eases, considering that usually corticosteroids are the first-
line treatment (9, 10). Recent advancements for treatment
of bullous autoimmune diseases have introduced targeted
therapeutic strategies, including anti-CD20 monoclonal an-
tibodies, bruton tyrosine kinase (BTK) inhibitors, FcRn in-
hibitors (neonatal Fc receptor blockers), and chimeric au-
toantibody receptor (CAAR) T-cell therapy for pemphigus
vulgaris. The purpose of these new approaches is to modu-
late the immune response, specifically to offer more poten-
tial benefits than traditional therapies. (11-13). On the other
hand, for bullous pemphigoid, biologic agents such as du-
pilumab (IL-4Ra antagonist), omalizumab (anti-IgE mono-
clonal antibody), and IL-5/eosinophil-targeting therapies are
currently being explored. The target specific pathways of the
therapies involved in the pathogenesis of the diseases, pro-
vide promising alternatives (14). Studies need to uniform
and improve a treatment strategy for the autoimmune bul-
lous dermatoses, which is considered to be a new approach
that targets the dysfunction of the immune system, instead
of widespread immunosuppression, such as anti-CD 20 an-
ti-bodies, such as rituximab. Up to date, in Europe and the
United States, a first-line therapy for moderate and severe
pemphigus vulgaris is approved and already highlighted in
the 2020, 2022, and 2023 in the guidelines of the European
Academy of Dermatology and Venereology (EADV) (15-17).

Pemfigus i pemfigoid

Najzahvacenija podrucja u usnoj Supljini su nepce, labijalna
sluznica, bukalna sluznica, jezik i gingiva, ali mogu biti za-
hvaéena i njezina druga podrudja (3, 4). Pemfigoid, ukljucu-
juéi bulozni pemfigoid, cikatricijalni pemfigoid i gestacijski
pemfigoid, manifestira se supepitelnim mjehuri¢ima i nasla-
gama IgG-a. Istaknimo, bulozni pemfigoid uglavnom poga-
da starije osobe (starije od 60 godina), no vrlo je rijedak kod
djece i zato nema predispoziciju za etnicke skupine ili razli¢i-
te bioloske spolove (1). Klini¢ki ga karakterizira kombinacija
eritematoznih makula, papula i buloznih erupcija koje svrbe.
Lezije su uglavnom rasirene, obi¢no simetri¢ne i mogu za-
hvatiti razli¢ita podrudja koze poput vanjskih dijelova udova,
trbuha, glave i vrata, a rjede sluznice i oralnu sluznicu (1 - 5).

Klasi¢na terapija pemfigusa vulgarisa, sa svthom lije¢enja
bolesti, ukljucuje sistemsku primjenu kortikosteroida. Ako
se ne lijeci ili se neodgovarajuée lijei, stanje moze biti kobno
zbog gubitka funkcije epidermalne barijere na velikom po-
dru¢ju koze (3, 4, 6).

Lije¢enje pemfigusa vulgarisa i pemfigoidnih bolesti ¢e-
sto moze biti izazovno. Danas postoje preporuke i univer-
zalne smjernice za lijecenje, ali nedostaje standardni terapij-
ski protokol. Posljedi¢no, terapijske pristupe obi¢no odreduju
klinicari tako da uzimaju u obzir klini¢ku anamnezu, dob,
tezinu bolesti, anatomsku distribuciju lezija, terapijski odgo-
vor i nuspojave kod pacijenata (7, 8). Kako bi se razumjelo
zahtijeva li lije¢enje imunosupresivnu sistemsku terapiju ili
konzervativni pristup, klju¢na je to¢na i rana dijagnoza au-
toimunih buloznih bolesti, s obzirom na to da su kortikoste-
roidi obi¢no prva linija lije¢enja (9, 10). Napredak u lijec¢enju
buloznih autoimunih bolesti uveo je ciljane terapijske stra-
tegije, uklju¢uju¢i monoklonska antitijela protiv CD20, in-
hibitore Brutonove tirozin kinaze (BTK), inhibitore FcRn-a
(blokatore Fc receptora novorodencadi) i terapiju himernim
receptorom autoantitijela (CAAR) i T-stanicama za pemfi-
gus vulgaris. Svrha tih novih pristupa jest modulirati imu-
nosni odgovor, posebno da bi se ponudilo vise potencijal-
nih koristi od tradicionalnih vrsta terapije (11 - 13). S druge
strane, za bulozni pemfigoid trenuta¢no se istrazuju biolos-
ki agensi poput dupilumaba (antagonist IL-4Ra), omalizu-
maba (monoklonsko antitijelo protiv IgE-a) i terapije usmje-
rene na IL-5/eozinofile. Specificni putevi djelovanja terapija
uklju¢enih u patogenezu bolesti pruzaju obe¢avajuée alterna-
tive (14). Istrazivanja trebaju ujednaditi i poboljsati strategiju
lije¢enja autoimunih buloznih dermatoza, $to se smatra no-
vim pristupom koji cilja na disfunkciju imunosnog sustava,
umjesto na Siroko rasprostranjene imunosupresije, poput an-
ti-CD20 antitijela i rituksimaba. Do danas je u Europi i Sje-
dinjenim Ameri¢kim Drzavama odobrena terapija prve lini-
je za umjereni i teski pemfigus vulgaris i ve¢ je istaknuta u
smjernicama Europske akademije za dermatologiju i venero-
logiju (EADV) za 2020., 2022. i 2023. godinu (15 - 17). Svi-
ha ovog istrazivanja bila je procijeniti epidemioloske i terapij-
ske aspekte pemfigusa vulgarisa i pemfigoida, s naglaskom
na preporuke za lije¢enje, ukljucujudi rituksimab i kortiko-
steroide u specifiénoj bolnickoj populaciji unutar 10-godisnje
opservacijske studije.
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This study aimed to evaluate the epidemiological and
therapeutic aspects of pemphigus vulgaris and pemphigoid,
focusing on treatment recommendations, including ritux-
imab and corticosteroids in a specific hospital population, in
a 10 year observational study.

Objectives

The aim of this study was to assess the epidemiological
characteristics, therapeutic treatments, and remission inter-
vals of pemphigus vulgaris and pemphigoid in a hospital
population.

Materials and methods

Experimental design

This retrospective study was performed at a single insti-
tution, throughout a period of 10 years at the Dermatolo-
gy Service of the Hospital de Santa Maria (Santa Maria Lo-
cal Health Unit, ULS Santa Maria) in Lisbon, Portugal. The
collection of data was accomplished through medical records
of the patients treated in this hospital. The research was
performed following the STROBE (Strengthening the Re-
porting of Observational Studies in Epidemiology) report-
ing guidelines (18). Ethical approvals were achieved by the
Ethics Committee of the Lisbon Academic Medical Center
(CAML) with the registration numbers 30/23 and 19/23 for
both pathology groups, namely Pemphigus and Pemphigoid,
and it was approved on March 3, 2023.

Sample

The sample consisted of the patients with histopathologi-
cal diagnoses of pemphigus vulgaris or pemphigoid between
the years of 2013 and 2022 from Cutaneous Histopathology
Laboratory (LHC) of the Dermatology Service of ULS San-
ta Maria. All data used for this research purposes, includ-
ing demographic, clinical, and treatment data of the patients
were collected anonymously from medical records using the
database with exclusive purpose for study research. The data

remain confidential throughout the whole process, in accor-
dance with the Law No. 58/2019, of August 8 (19).

Statistical Analysis

For analyzing the data, we used IBM SPSS® (Statistical
Package for the Social Sciences) version 29, with Clopper-
Pearson 95% confidence intervals (CI) for proportions.

Results

Pemphigus vulgaris

Demographics: The total number of the patients was 99
(49 females, 50 males) with a range age between 51 and 80
years.

Clinical Manifestation, Treatment and Outcomes: The
overall percentage of the manifestation in patients was as fol-
lows: 56.6% with cutaneous lesions, 13.1% with mucosal le-
sions, and 30.3% with mucocutaneous involvement. Oral
lesions were mainly in the buccal mucosa (52.5%) and lips
(50%), (Figure 1). Corticosteroids were prescribed in 79 cas-

Pemphigus and Pemphigoid .

Ciljevi istrazivanja

Cilj ovog istrazivanja bio je procijeniti epidemioloske ka-
rakeeristike, terapijske opcije i intervale remisije pemfigusaa
vulgaris i pemfigoida u hospitaliziranoj populaciji.

Materijali i metode

Eksperimentalni dizajn

Ovo retrospektivno istrazivanje provedeno je u jednoj
ustanovi tijekom 10 godina u Dermatoloskoj sluzbi/ambu-
lanti bolnice Santa Maria (lokalna zdravstvena jedinica San-
ta Maria, ULS Santa Maria) u Lisabonu (Portugal). Podat-
ci su prikupljeni iz medicinskih kartona pacijenata lije¢enih
u toj zdravstvenoj ustanovi. Istrazivanje je obavljeno pre-
ma smjernicama za izvjeStavanje STROBE (Strengthening
the Reporting of Observational Studies in Epidemiology)
(18). Eticko odobrenje za obje patoloske skupine — pemfigus
i pemfigoid — dalo je 3. ozujka 2023. Eticko povjerenstvo
Akademskog medicinskog centra u Lisabonu (CAML) s re-
gistracijskim brojevima 30/23 i 19/23,.

Uzorak

Uzorak se sastojao od pacijenata s patohistoloskim dija-
gnozama pemfigusa vulgarisa ili pemfigoida izmedu 2013. i
2022. godine iz Laboratorija za koznu patohistologiju (LHC)
Dermatoloske sluzbe/ambulante Sveucilista San Francisco u
Santa Mariji. Svi podatci koristeni u ovom istrazivanju, uk-
ljucujuéi demografske, klinicke i one o lije¢enju pacijenata,
prikupljeni su anonimno iz medicinske dokumentacije upi-
sane u bazu podataka iskljucivo za studijsko istrazivanje. Po-
datci su ostali povjerljivi tijekom cijelog procesa, u skladu sa
Zakonom br. 58/2019. od 8. kolovoza (19).

Statisti¢ka analiza

Za analizu podataka koristen je IBM SPSS® (Statistical
Package for the Social Sciences) verzija 29, s Clopper-Pear-
sonovim 95-postotnim intervalima pouzdanosti (CI) za pro-
porcije.

Rezultati

Pemfigus vulgaris

Demagrafija: Ukupan broj pacijenata bio je 99 (49 Zena,
50 muskaraca) u dobi izmedu 51 i 80 godina.

Klinicka manifestacija, lijecene i ishodi: Ukupni postotak
manifestacija kod pacijenata bio je sljedeci: 56,6 % s koznim
lezijama, 13,1 % s mukoznim lezijama i 30,3 % s mukoku-
tanim zahvacanjem. Lokalizacija oralnih lezija bila je uglav-
nom na bukalnoj sluznici (52,5 %) i usnama (50 %) (slika 1.).
Kortikosteroidi su propisani u 79 slu¢ajeva (63,4 %), najcesée
prednizolon (84,8 %) (slika 2.). Vjerojatnost da ¢e pacijent
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es (63.4%), prednisolone being the most common one pre-
scribed (84.8%), (Figure 2). The probability of an individu-
al being medicated with prednisolone varies between 40.9%
and 58.4%, betamethasone between 16.2% and 31.0%, clo-
betasol propionate from 6.9% to 18.5%, and hydrocortisone
between 4.1% to 14.1% (95% CI). Given the CI presented, it
was observed that there were significant differences between
the prescription of prednisolone and the other active ingre-
dients. The most common dose of prednisolone used was 20
mg (n=65) being the route of administration exclusively sys-
temic. Out of 79 individuals who underwent systemic cor-
ticosteroid therapy, 59 (74.7%) of them were reported being
tapered. However, the therapeutic regimen for weaning was
different for every individual that was included in this study.
Additionally, azathioprine was the most prescribed immu-
nosuppressant (59,6%), whereas antihistamines were used
in 31 patients (31.3%), the most used one was hydroxyzine
(54.8%). The probability of the active ingredient used to be
hydroxyzine ranged from 36.0% to 72.7%. For ebastine, the
values ranged from 7.5% to 37.5%, bilastine between 3.6%
and 29.8% (95% CI), and rituximab was used in 21 patients
(21.2%). On the other hand, intravenous immunoglobulin
cycles were a therapeutic option for 16 patients (16.2%), from
which 6 underwent both therapies. Mean remission time was
304 days, with 35.4% of patients experiencing relapse. The
first-line use of therapeutic regimen by patients was the same
at the time of complete remission (Figure 3).

Pemphigoid

Demaographics: The total number of the patients was 227
(108 females, 119 males) with a mean age of 70-89 years.

Clinical Manifestations, Treatment and Outcomes: 98.2%
of patients had skin lesions, with 6.2% of them presenting
oral lesions (Table 1). Prednisolone (90.5%) and clobetasol
propionate (66.0%) were the most prescribed treatments.
The most relevant dose associated was 20 mg for prednis-
olone (90.1%) and 0.5 mg/g (99.2%) for clobetasol propi-
onate. Most of the individuals who underwent systemic
corticosteroid therapy reported that they had been weaned
(84.4%), but the regimen applied varied considerably. Hy-
droxyzine was the most prescribed antihistamine (57.9%),
(Figure 4). Azathioprine was the most common immuno-
suppressant (76.8%), followed by methotrexate (15.9%). In
the group of antibiotics, the most prescribed one was doxy-
cycline (42.3%). Overall, the probability of prednisolone be-
ing prescribed is between 18.1% and 23.6%, clobetasol pro-
pionate between 12.8% and 17.7%, hydroxyzine between
11.6% and 16.3%, and doxycycline between 5.1% and 8.5%
(95% CI). Statistically, a significant relationship between the
prescription of prednisolone and other drugs was observed
(Table 2). Mean cure time was 148 days, with 28.7% of pa-

tients experiencing relapse.

Discussion

This study found no significant predilection for pemphi-
gus vulgaris among biological sexes, with 49 females and 50
males diagnosed, which is consistent with findings in the lit-
erature (20-22). However, most retrospective studies suggest

Pemphigus and Pemphigoid .

biti lije¢en prednizolonom varira izmedu 40,9 % i 58,4 %,
betametazonom izmedu 16,2 % i 31,0 %, klobetazol propio-
natom od 6,9 % do 18,5 % i hidrokortizonom izmedu 4,1 %
i 14,1 % (95 % CI). S obzirom na prikazani CI, uocavaju se
znacajne razlike izmedu propisivanja prednizolona i ostalih
aktivnih sastojaka. Najcesce koristena doza prednizolona bi-
laje 20 mg (n = 65), a put primjene bio je iskljucivo sistemski.
Od 79 pacijenata podvrgnutih sistemskoj kortikosteroidnoj
terapiji, njih 59 (74,7 %) izvijestilo je o postupnom smanje-
nju doze. No terapijski rezim za ukidanje doze bio je druk-
¢iji za svakog pacijenta uklju¢enog u ovo istrazivanje. Uz to,
azatioprin je bio najées¢e ordinirani imunosupresiv (59,6 %),
antihistaminike je dobio 31 pacijent (31,3 %), a najcesce je
primijenjen hidroksizin (54,8 %). Vjerojatnost da je aktivni
sastojak bio hidroksizin iznosila je od 36,0 % do 72,7 %, za
ebastin su se vrijednosti kretale od 7,5 % do 37,5 %, za bila-
stin izmedu 3,6 % i 29,8 % (95 % CI), a rituksimab je pro-
pisan 21 pacijentu (21,2 %). S druge strane, intravenski ci-
klusi imunoglobulina bili su terapijska opcija za 16 pacijenata
(16,2 %), od kojih je 6 podvrgnuto objema terapijama. Pro-
sje¢no vrijeme remisije bilo je 304 dana, s time da je 35,4 %
pacijenata doZivjelo recidiv. Pacijenti su primjenjivali jednak
terapijski rezim tijekom potpune remisije (slika 3.).

Pemfigoid

Demagrafija: Ukupan broj pacijenata bio je 227 (108 ze-
na, 119 muskaraca), a njihova prosje¢na dob bila je od 70 do
89 godina.

Klinicka manifestacija, lijecenje i ishodi: Ukupno je 98,2
% pacijenata imalo kozne lezije, a 6,2 % oralne (tablica 1.).
Prednizolon (90,5 %) i klobetazol propionat (66,0 %) bili
su najéesée propisivani lijekovi. Najrelevantnija doza bila je
20 mg za prednizolon (90,1 %) i 0,5 mg/g (99,2 %) za klo-
betazol propionat. Vecina pacijentica podvrgnutih sistem-
skoj kortikosteroidnoj terapiji izvijestila je da su prestale s
dojenjem (84,4 %), ali primijenjeni rezim znatno je varirao.
Hidroksizin je bio najée$¢e propisivani antihistaminik (57,9
%) (slika 4.). Najces¢i imunosupresiv bio je azatriopin (76,8
%), a slijedio ga je metotreksat (15,9 %). U skupini antibio-
tika naj¢esce je bio propisivan doksiciklin (42,3 %). Sveuku-
pno, vjerojatnost propisivanja prednizolona je izmedu 18,1
% i 23,6 %, klobetasol propionata izmedu 12,8 % i 17,7 %,
hidroksizina izmedu 11,6 % i 16,3 %, a doksiciklina izmedu
5,1 % 18,5 % (95 % CI). Statisticki je uo¢ena znacajna po-
vezanost izmedu propisivanja prednizolona i drugih lijekova
(tablica 2.). Prosjecno vrijeme izlje¢enja bilo je 148 dana, a
28,7 % pacijenata dozivjelo je recidiv.

Rasprava

Autori ovog istrazivanja nisu pronasli znacajnu predilek-
ciju pemfigusa vulgarisa medu bioloskim spolovima, s dija-
gnozom 49 Zena i 50 muskaraca, $to je u skladu s nalazima
iz literature (20 — 22). No u velini retrospektivnih istraziva-
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Pemfigus i pemfigoid

Table 1. Topographic distribution of appearance by pemphigoid subtype
Tablica 1. Topografska distribucija prema podtipu pemfigoida
il Bull(?us . Gestati'om.tl Cicatr.icia.l Total

pemphigoid pemphigoid pemphigoid
Cutaneous 3 198 5 1 207
Oral 0 0 0 2 2
Ocular 1 0 0 0 1
Cutaneous + Oral 0 7 1 0 8
Cutaneous + Oral + Genital 0 1 0 0 1
Cutaneous + Genital 0 5 0 0 5
Cutaneous + Oral + Nasal 0 1 0 0 1
Cutaneous + Oral + Nasal + Gastointerstinal 0 1 0 0 1
Oral + Ocular 0 0 0 1 1
Total 4 213 6 4 227
Table 2. Confidence intervals for the prescribed drugs
Tablica 2. Intervali pouzdanosti za propisane lijekove

Lower limit Upper limit

Prednisolone 18,1% 23,6%
Clobetasol propionate 12,8% 17,7%
Hydroxyzine 11,6% 16,3%
Doxycycline 5,1% 8,5%
Azathioprine 4,6% 7:9%
Fusidic Acid 4,0% 7,1%
Betamethasone 3,7% 6,7%
Bilastine 3,5% 6,4%
Ebastina 2,9% 4,3%

95 % Confidence intervals

a higher prevalence in females, possibly due to greater health-
secking behavior (6, 23-28). Similarly, bullous pemphigoid
showed no difference between biological sexes (102 females,
111 males; p=0.584), although some studies report female
predominance (29-31).

Contrary to the literature suggesting that the primary
initial manifestation of pemphigus vulgaris is oral mucosa,
this study found that cutaneous and mucocutaneous lesions
were more prevalent (86.9%). Mucocutaneous involvement
was observed in 30.3% of cases, while exclusively mucosal
manifestations occurred in 13.1%, aligning with studies by
Cura et al. (21.9%) and Baican et al. (13.9%) (6, 24, 25, 32).
Among pemphigus vulgaris patients, 40.4% of them had
oral lesions, most commonly in the buccal mucosa (52.2%)
and lips (50%). In bullous pemphigoid, mucosal involvement
was rare (4.2% oral lesions), lower than the 10-20% report-
ed in some studies (8, 33-35).

Corticosteroids, often combined with immunosuppres-
sants were the primary treatment for pemphigus vulgaris,
which is consistent with the literature (2, 6, 25, 26, 33, 36).
Rituximab, approved in 2018 for moderate to severe pem-
phigus vulgaris, was used in 21.2% of patients, thus demon-
strating high efficacy and safety (3, 5, 13, 33, 37). Notably, it
induced remission in a 10-year-old child within two months.
Intravenous immunoglobulin (IVIG) was used as an adju-
vant in severe or refractory cases, with studies showing its po-
tential to reduce corticosteroid dependence (38, 39). Emerg-

nja sugerira se veca prevalencija kod zena, mozda zbog vece
skrbi o zdravlju (6, 23 — 28). Sli¢no tomu, bulozni pemfigoid
nije pokazao razliku izmedu bioloskih spolova (102 Zene, 111
muskaraca; p = 0,584), iako se u nekim studijama izvjestava
o Zenskoj predominaciji (29 — 31).

Suprotno podatcima iz literature koji sugeriraju da je po-
¢etna manifestacija pemfigusa vulgarisa oralna sluznica, au-
tori ovog istrazivanja otkrili su da su kozne i mukokutane le-
zije bile ¢esée (86,9 %). Mukokutana zahvacenost uocena je
u 30,3 % slucajeva, a isklju¢ivo mukozne manifestacije poja-
vile su se u 13,1 %, $to je u skladu s istrazivanjima Cure i su-
radnika (21,9 %) i Baicana i suradnika (13,9 %) (6, 24, 25,
32). Medu pacijentima s pemfigusom vulgarisom njih 40,4
% imalo je oralne lezije, naj¢es¢e na bukalnoj sluznici (52,2
%) i usnama (50 %). Kod buloznog pemfigoida zahvac¢enost
sluznice bila je rijetka (4,2 % oralnih lezija), niza od 10 do
20 % koliko je zabiljezeno u nekim studijama (8, 33 — 35).

Kortikosteroidi, ¢esto u kombinaciji s imunosupresivima,
bili su primarni tretman za pemfigus vulgaris, $to je u skla-
du s literaturom (2, 6, 25, 26, 33, 36). Rituksimab, odobren
2018. za umjereni do teski pemfigus vulgaris, primijenjen je
kod 21,2 % pacijenata i pokazao je visoku u¢inkovitost i si-
gurnost (3, 5, 13, 33, 37). Znacajno je da je izazvao remi-
siju kod 10-godisnjeg djeteta unutar dva mjeseca. Intraven-
ski imunoglobulin (IVIG) kori$ten je kao adjuvant u teskim
ili refraktornim slu¢ajevima, a u istrazivanjima se isti¢e nje-
gov potencijal za smanjenje ovisnosti o kortikosteroidima
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ing research highlights biomarkers such as TNF-a and
anti-Dsg antibodies as promising tools for diagnosis and
monitoring, although this study did not explore them (40).

For bullous pemphigoid, corticosteroids remained the
first-line treatment, with prednisolone (90.5%) and clobeta-
sol propionate (66.0%) being the most prescribed medica-
tions. While systemic corticosteroids have been standard for
a long period of time, recent evidence supports the superior-
ity of potent topical corticosteroids such as clobetasol pro-
pionate control and reduced side effects (38—40). Antihis-
tamines were the second most prescribed group, primarily
for pruritus, although the literature is limited when it comes
to their usage. Immunosuppressants and antibiotics, such
as doxycycline, were also widely used, particularly in cases
where corticosteroids were contraindicated (41, 44—48).

Treatment decisions for pemphigus vulgaris and bullous
pemphigoid remain individualized, influenced by factors
such as disease severity, patient comorbidities, and clinician
experience (5, 26, 27, 46-48).

This study highlights the predominance of corticoste-
roids in treating pemphigus vulgaris and pemphigoid, which
is consistent with the current literature. Rituximab, ap-
proved for pemphigus vulgaris in 2018, has shown efficacy as
an alternative treatment. For pemphigoid, prednisolone and
clobetasol propionate remain the primary treatments, with
emerging evidence supporting the use of topical corticoste-
roids over systemic options.

Since these epidemiological studies are retrospective
from the collection of clinical information from one unique
hospital, ULS Santa Maria, the results cannot be extrapolat-
ed to the general population.

Conclusions

First-line treatments for conditions such as pemphigus
include the use of systemic prednisolone and topical beta-
methasone as corticosteroids, while azathioprine is the most
common non-steroid immunosuppressive therapy. Hydroxy-
zine is the first-line antihistamine, and rituximab is reserved
for refractory cases. It is administered to approximately 25%
of patients. In the case of pemphigoid, prednisolone is the
most prescribed systemic corticosteroid, and clobetasol pro-
pionate is the preferred topical option. These approaches
highlight the importance of combined and individualized
therapies for the effective management of these conditions.
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(38, 39). Autori novih istrazivanja isticu biomarkere poput
TNE-a i anti-Dsg antitijela kao obecavajuée za dijagnozu i
pracenje, iako ih se u ovoj studiji nije istrazivalo (40).

Za bulozni pemfigoid kortikosteroidi su ostali terapija
prve linije, s prednizolonom (90,5 %) i klobetasol propiona-
tom (66,0 %) koji su se najéesée propisivali. Dok su sistemski
kortikosteroidi dugo bili standard, nedavni dokazi podupiru
superiornost potentnih lokalnih kortikosteroida, poput klo-
betasol propionata, u kontroli i smanjenju nuspojava (38 —
40). Antihistaminici su bili druga najces¢e propisivana sku-
pina, uglavnom za svrbez, iako je literatura ograni¢ena kada
je u pitanju njihova upotreba. Imunosupresivi i antibiotici,
poput doksiciklina, takoder su se ¢esto primjenjivali, poseb-
no kada su kortikosteroidi bili kontraindicirani (41, 44 — 48).

Odluke o lije¢enju pemfigusa vulgarisa i buloznog pem-
figoida ostaju individualne, pod utjecajem ¢imbenika kao $to
su tezina bolesti, komorbiditeti pacijenta i iskustvo klinic¢ara
(5, 26, 27, 46 — 48).

U ovom istrazivanju isti¢e se prevladavanje kortikoste-
roida u lije¢enju pemfigusa vulgarisa i pemfigoida, $to je u
skladu s aktualnom literaturom. Rituksimab, odobren za
pemfigus vulgaris 2018. godine, pokazao je u¢inkovitost kao
alternativna terapija. Za pemfigoid primarna terapija je i da-
lje prednizolon i klobetasol propionat, s novim dokazima ko-
ji podupiru upotrebu lokalnih kortikosteroida u usporedbi sa
sistemskim opcijama.

Budu¢i da su ove epidemioloske studije retrospektivne na
temelju prikupljanja klinickih podataka iz jedne jedinstvene
bolnice, ULS Santa Maria, rezultati se ne mogu primijeniti
na op¢u populaciju.

Zakljuéci

Lije¢enje prve linije za stanja poput pemfigusa ukljucu-
je upotrebu sistemskog prednizolona i lokalnoga betameta-
zona kao kortikosteroida, a azatioprin je najées¢a nesteroid-
na imunosupresivna terapija. Hidroksizin je antihistaminik
prve linije, a rituksimab se propisuje za refraktorne slucaje-
ve i primjenjuje se kod otprilike 25 % pacijenata. U sluca-
ju pemfigoida, prednizolon je naj¢esée propisivani sistemski
kortikosteroid, a klobetazol propionat preferirana je lokalna
opcija. U tim pristupima istice se vaznost kombiniranih i in-
dividualiziranih terapija za uc¢inkovito lije¢enje ovih stanja.
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figoid, s posebnim naglaskom na karakteristike, klinicke manifestacije i pristupe lijecenju. Materija-

li i metode: Istrazivanje je obuhvacalo pacijente kojima je dijagnosticiran pemfigus vulgaris ili pem-
figoid u dermatoloskoj sluzbi/ambulanti lokalne zdravstvene jedinice Santa Maria izmedu 2013. i
2022. godine. Za analizu je koristen statisticki softver IBM SPSS® verzija 29, s Clopper-Pearsonovim
95-postotnim intervalima pouzdanosti (Cl). Rezultati: Ukupan broj pacijenata uklju¢enih u ovo istra-
Zivanje bio je 99 s pemfigusom vulgarisom (49 Zena, 50 muskaraca) i 227 s pemfigoidom (108 Zena,
119 muskaraca). Pacijentima lije¢enima od pemfigusa vulgarisa najcesce propisivani lijekovi bili su
kortikosteroidi, a slijede imunosupresivi. Dodatno je rituksimab ordiniran 21 pacijentu. Interval bo-
lesti bio je 304 dana, s intervalom bez simptoma od 415 dana za pacijente s relapsom. Za pemfigo-
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1600-277 Lisboa, Portugal
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id primarno se lije¢enje sastojalo od primjene kortikosteroida koji su bili glavna terapija, a u mnogim

slucajevima kombinirani su s drugim lijekovima kao $to su antihistaminici, antibiotici i imunosupresi-
vi. Prosjecno vrijeme izljecenja bilo je 148 dana, pri ¢emu je 32,0 % pacijenata tvrdilo da su dozivje-
li relaps. Zaklju¢ak: Zakljucno, uoceno je da kortikosteroidi, posebno prednizolon, ostaju najvaznija
farmakoloska terapija za pemfigus vulgaris i pemfigoid. Medutim, rituksimab je ucinkovita farmako-
loska alternativa za pemfigus, a klobetazol propionat postaje sve popularniji i sve je ¢e3cée jedan od

preferiranih lijekova za pemfigoid.
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