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SaZetak

Uvod. Solarna urtikarija je redak oblik inducibilne fiziCke urtikarije, koju karakterise iznenadna pojava promena na
koZi u vidu eritema, urtika i svraba u roku od nekoliko minuta nakon izlaganja svetlosti. Akcioni spektar varira od
ultraljubicaste do vidljive svetlosti, sa znacajnim individualnim razlikama. Prikazali smo slucaj solarne urtikarije izazvan
iskljucivo vidljivom svetlo§¢u naglasavajuci dijagnosticke izazove i znacaj razlikovanja ovog entiteta od drugih ¢es¢ih
fotodermatoza. Prikaz slu¢aja. Pacijentkinja uzrasta 19 godina, kod koje se tokom dva meseca povremeno javijalo crve-
nilo pra¢eno osec¢ajem svraba na trupu, licu i ekstremitetima i koje je trajalo 15—20 minuta. Fototestiranje ultraljubi¢astim
A i ultraljubi¢astim B zra¢enjem bilo je negativno, dok je izlaganje vidljivoj svetlosti (svetlost projektora, na rasto-
janju od 10 cm, tokom 10 minuta) izazvalo crvenilo i urtike, ¢ime je potvrdena solarna urtikarija izazvana vidljivom
svetlo$c¢u. Laboratorijske analize, kao Sto su kompletna krvna slika, C-reaktivni protein i enzimi jetre bili su u grani-
cama referetnih vrednosti. Analiza metabolizma porfirina ucinjena je u cilju iskljuivanja porfirije. Imunoloski testovi
(antinuklearna anititela, extractable nuclear antigen panel) takode su bili u referentnim granicama. Lecenje visokim
dozama antihistaminika i stroga fotoprotekcija (zaStitni faktor od sunca 50+ i zasStitna odeca) obezbedili su
zadovoljavajuc¢u kontrolu simptoma. Zakljuéak. Ovaj slucaj ilustruje izuzetno redak oblik solarne urtikarije izazvane
iskljuc¢ivo vidljivom svetloS¢u. lako retko, ovo stanje moZe znacajno narusiti svakodnevno funkcionisanje i kvalitet
Zivota. Rano prepoznavanje, sveobuhvatna dijagnosticka evaluacija i pravovremeno zapocinjanje terapije su klju¢ni
za adekvatnu kontrolu bolesti.

Kljuéne reci: solarna urtikarija; svetlost; egzantem; pruritus; eritem; ishod le¢enja; sredstva za zastitu od sunca

Abstract

Introduction. Solar urticaria is a rare form of inducible physical urticaria, characterized by the sudden onset of
erythema, wheals, and pruritus within minutes of light exposure. The action spectrum ranges from ultraviolet to
visible light, with considerable interindividual variability. We report a case of visible light-induced solar urticaria,
emphasizing the diagnostic challenges and the importance of differentiating it from other more common photo-
dermatoses. Case Report. A 19-old-female patient presented with a two-month history of recurrent pruritic ery-
thematous plaques on the trunk, face, and extremities, typically lasting 15-20 minutes. Phototesting with ultravio-
let A and ultraviolet B light was negative, while exposure to visible light (projector lamp, 10 cm distance, 10 minutes)
provoked pruritus and wheals, confirming solar urticaria induced by visible light. Laboratory investigations, includ-
ing complete blood count, C-reactive protein, and liver enzymes, were normal. Porphyrin metabolism analysis
excluded porphyrias. Immunological tests (antinuclear antibodies, extractable nuclear antigen screen) were also
within normal ranges. Management with high-dose antihistamines and strict photoprotection (sun protection factor
50+ and protective clothing) provided satisfactory symptom control. Conclusion. This case illustrates an excep-
tionally rare form of solar urticaria triggered exclusively by visible light. Although uncommon, this condition may
significantly impair daily functioning and quality of life. Early recognition, comprehensive diagnostic evaluation and
timely initiation of antihistamines with rigorous photoprotection remain essential for adequate disease control.
Key words: Urticaria, Solar; Light; Exanthema; Pruritus; Erythema; Treatment Outcome; Sunscreening Agents
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Uvod

Solarna urtikarija (SU) redak je oblik hro-
ni¢ne inducibilne urtikarije i ubraja se u grupu
fizi¢kih urtikarija [1]. Solarna urtikarija ¢ini ma-
nje od 0,5% u odnosu na ostale oblike hronic-
ne urtikarije i oko 7% svih fotodermatoza [2].
Najcesce se javija kod mladih odraslih osoba
sa ve¢om ucestalos¢u kod Zena [3]. Karakte-
rise se iznenadnom pojavom urtika, eritema i
Svraba na koZi, nekoliko minuta nakon izlaga-
nja ultraljubi¢astoj (UV) ili vidljivoj svetlosti [4].
Akcioni spektar, odnosno opseg talasnih du-
Zina koji moZe izazvati simptome, veoma vari-
ra medu pojedincima i moZe obuhvatiti UVA,
UVB i vidljivu svetlost (talasne duzine od 280
nm do 600 nm) [5]. S obzirom na to da se SU
retko javlja, treba je razlikovati od ¢escéih foto-
dermatoza, kao Sto su polimorfni svetlosni
osip, porfirije, fotosenzitivnost izazvana leko-
vima i fotosenzitivnost u sklopu sistemskih
bolesti vezivnog tkiva [6]. Novije analize studi-
ja pokazuju da je vidljiva svetlost jedna od
najcesc¢ih komponenti akcionog spektra kod
solarne urtikarije, Sto ukazuje na potrebu da
fototestiranje na vidljivu svetlost bude obave-
zni deo dijagnosti¢kog algoritma [7,8]. U da-
ljem tekstu ¢emo predstaviti dokumentovan
sluéaj solarne urtikarije, izazvane dejstvom
vidljive svetlosti, kako bismo ukazali na dija-
gnosticki pristup, znacaj fototestiranja i mo-
gucnosti lecenja.

Prikaz sluc¢aja

Devetnaestogodisnja pacijentkinja javila
se zbog povremene pojave crvenila pracenog
osecajem svraba tokom dva meseca. Prome-
ne su nastajale u roku od 5 do 10 minuta nakon
izlaganja suncevoj svetlosti, nezavisno od
godisnjeg doba i spontano su se povlacile na-
kon 15-20 minuta. Urtike i eritematozni plako-
vi bili su dominantno lokalizovani na licu, de-
kolteu, ekstenzornim stranama gornjih ekstre-
miteta i trupu (Slika 1).

U liénoj anamnezi nisu postojala hroni¢na
niti druga oboljenja od znac&aja, niti je pacijen-
tkinja uzimala redovnu terapiju. Takode, nije
bilo podataka o porodi¢noj istoriji fotoderma-
toza ili atopije. Inicijalnim fizikalnim pregledom
nisu uo¢ene promene na koZi ali je uocena
pojava dermografizma.

Sprovedena je sveobuhvatna dijagnos-
ticka obrada. Fototestiranje je uradeno prema
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Introduction

Solar urticaria (SU) is uncommon form of
chronic inducible urticaria classified within
the spectrum of physical urticarias [1]. Among
other forms of chronic urticaria it accounts for
less than 0.5% and 7% of all photodermatoses
[2]. SU typically presents in young adults with
a clear female predominance [3]. It is charac-
terized by the rapid development of wheals,
erythema and pruritus on sun-exposed skin
areas within minutes of ultraviolet (UV) or vis-
ible light exposure [4]. The action spectrum,
the range of wavelengths, that can provoke
symptoms, is highly variable among individu-
als and can include UVA, UVB and visible light
(wavelength of 280 nanometers to 600 na-
nometers) [5]. Given its low prevalence, SU
must be carefully differentiated from more
frequent photodermatoses, including poly-
morphic light eruption, porphyrias, drug-in-
duced photosensitivity, and lupus-associated
photosensitivity [6]. Although traditionally
considered rare, recent large-series analyses
demonstrate that visible light is one of the
most frequent components of the action
spectrum in solar urticaria, underscoring the
need to routinely include visible-light photo-
testing in the diagnostic algorithm [7,8]. We
present a well-documented case of visible
light-induced SU to highlight the diagnostic
pathway, the critical role of phototesting, and
the management strategies for this condition.

Case Report

A 19-year-old female presented to our
dermatology department with a two-month
history of recurrent, intensely pruritic skin
eruptions. The lesions appeared within 5-10
minutes of sun exposure, regardless of the
season, and resolved spontaneously within
15-20 minutes after seeking shade. The
wheals and erythematous plaques predomi-
nantly affected the face, the V-area of the
neck, the extensor surfaces of the arms and
the trunk (Figure 1).

Her medical history was unremarkable,
and she was not taking any regular medica-
tions. There was no personal or family history
of photodermatoses or atopic diseases. Phys-
ical examination revealed no active urticarial
lesions at the time of consultation. However,
firm stroking of the skin induced a linear
wheal, confirming the presence of sympto-

© 2025 The Serbian Association of Dermatovenereologists
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Slika 1. Urtike na koZi lica, leda i dekoltea, sa jasno izraZzenom distribucijom u zonama
izloZzenim suncevoj scetlosti
Figure 1. Urticarial lesions involving the skin of the face, back and upper chest, with a
clear predilection for photo exposed regions

standardizovanom protokolu. Izlaganje UVA
zra¢enju (u dozama od 2,4 do 6,0 J/lcm?) i UVB
zra¢enju (u dozama od 200 do 1200 mJd/cm?)
nije dovelo do pojave kozZnih reakcija.

Fototestiranje na vidljivu svetlost spro-
vedeno je pomocu kalibrisanog halogenog
projektora (talasne duzine 400-700 nm), pos-
tavljenog na udaljenosti od 10 cm od koZe. Is-
pitivana povrsina koZe bila je izloZena svetlosti
u trajanju od 10 minuta, uz unapred definisane
parametre svetlosnog toka i ozraéenja (2.500
ANSI lumena). Nakon dva uzastopna izlaganja,
u roku od 10 minuta, razvila se reakcija u vidu
urtika i eritema. KoZne promene su perzistira-
le oko sat vremena, ¢ime je postaviljena defi-
nitivna dijagnoza solarne urtikarije izazvane
vidljivom svetlos¢u (Slika 2).

Sprovedena su opsezZna laboratorijska
ispitivanja u cilju isklju¢ivanja diferencijalnih
dijagnoza. Kompletna krvna slika, C-reaktivni
protein i testovi funkcije jetre bili su u granica-
ma referentnih vrednosti. Radi isklju¢ivanja
porfirija, uradena je detaljna analiza metabo-
lizma porfirina, koja je pokazala normalne

© 2025 The Serbian Association of Dermatovenereologists

matic dermographism. The rest of the derma-
tological and systemic examination was nor-
mal. A comprehensive diagnostic workup was
initiated. Phototesting was performed using
a standardized protocol. Exposure to UVA
(doses from 2.4 to 6.0 J/cm?2) and UVB (doses
from 200 to 1200 mJ/cm?2) failed to provoke
any cutaneous reaction. Visible-light photo-
testing was performed using a calibrated
halogen projector (400-700 nm) positioned
at a 10-cm distance. The affected skin area
was exposed for 10 minutes under defined
luminous flux and irradiance parameters
(2500 ANSI Lumens), and a reproducible
wheal-and-flare reaction developed within 10
minutes after irradiation in two consecutive
exposures. The reaction persisted for approx-
imately one hour, providing definitive confir-
mation of visible light-induced solar urticaria
(Figure 2). Extensive laboratory investiga-
tions were conducted to rule out other caus-
es. Complete blood count, C-reactive protein,
and liver function tests were all within normal
limits. To exclude porphyrias, a detailed por-
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vrednosti ukupnih porfirina u urinu, kopropor-
firina, aminolevulinske kiseline i porfobilino-
gena. Imajuéi u vidu mogucée preklapanje sa
autoimunskim bolestima, sproveden je imuno-
loSki panel; antinuklearna antitela (ANA), ek-
straktibilni nuklearni antigeni (ENA) i proSireni
panel autoantitela bili su negativni.

Postavljena je dijagnoza solarne urtikarije
izazvane iskljucivo vidljivom svetlos¢u. Terapij-
ski pristup obuhvatao je primenu nesedirajucih
antihistaminika druge generacije u maksimal-
nim dozama (do Cetiri tablete dnevno), uz strik-
tne fotoprotektivne mere. One su podrazume-
vale svakodnevnu upotrebu Sirokospektralnih
zastitnih krema sa veoma visokim faktorom za-
Stite (SPF 50+), koje sadrze neprozirne fizicke
filtere (cink-oksid i titanijum-dioksid) radi blo-
kiranja vidljive svetlosti, kao i noSenje zastitne
odece, Sirokih Sesira i postavljanje fotoprotek-
tivnih folija na prozore. Uz sprovedenu terapi-
ju, pacijentkinja je navela zna¢ajno smanjenje
ucestalosti i intenziteta napada, uz postizanje
zadovoljavajuée kontrole simptoma i znacajno
poboljsanje kvaliteta Zivota.

Diskusija

Prikazani slucaj predstavija detaljno ispitani
primer solarne urtikarije izazvane iskljucivo vid-
livom svetlos¢u. Dijagnoza je sa sigurnoscu po-
stavljena na osnovu karakteristi¢ne klinicke slike,
iskljucivanja drugih fotodermatoza i ciljanog foto-
testiranja kojim je dokazana pojava eritema i
urtika prilikom izlaganja vidljivoj svetlosti i izo-
stanak reakcije na UVA i UVB svetlosno zra-
cenje.

Akcioni spektar kod nase pacijentkinje,
ogranicen iskljucivo na vidljivu svetlost, pred-
stavlja klini¢ki znacajan fenotip. Aktuelni po-
daci iz literature ukazuju da reakcija na vidljivu
svetlost nije neuobi¢ajen nalaz kod solarne
urtikarije. Naprotiv, velike klinicke serije poka-
zuju da su UVA zracCenje i vidljiva svetlost medu
najéesce identifikovanim okidac¢ima ove bolesti
[4,6—-10]. Tako je, na primer, u obimnoj $pan-
skoj studiji Pereza-Feriolsa i saradnika [7] re-
akcija isklju¢ivo na vidljivu svetlost identifiko-
vana kao najc¢eSc¢i fenotip, prisutan kod 71
pacijenta (31,7%) u kohorti od ukupno 224 is-
pitanika. Stoga, iako je solarna urtikarija u ce-
lini retko oboljenje, prikazani slu¢aj naglasava
vaZan klini¢ki imperativ: fototestiranja na vid-
ljivu svetlost bi trebalo da bude sastavni deo
standardne dijagnosti¢ke obrade, kako bi se
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Slika 2. Reakcija tipa urtike i eritema registrovana
10 minuta nakon fototestiranja primenom haloge-
nog svetlosnog projektora

Figure 2. Wheal-and-flare reaction observed 10
minutes after exposure during phototesting with
halogen light projector

phyrin metabolism analysis was performed,
showing normal levels of total urine porphy-
rins, coproporphyrin, aminolevulinic acid and
porphobilinogen. Given the potential overlap
with autoimmune conditions, an immunolog-
ical panel was requested; antinuclear antibod-
ies (ANA), extractable nuclear antigen (ENA)
screen and an extended autoantibody panel
were all negative.

The patient was diagnosed with pure vis-
ible light-induced solar urticaria. Manage-
ment consisted of high-dose, non-sedating
second-generation H1-antihistamines (up to
four times the standard dose) and rigorous
photoprotective measures. These measures
included the daily use of a broad-spectrum
sunscreen with a very high sun protection fac-
tor (SPF 50+) containing opaque physical
filters (zinc oxide/titanium dioxide) to block
visible light, as well as the use of protective
clothing, wide-brimmed hats and photopro-
tective window films. With this regimen, the
patient reported a significant reduction in the
frequency and severity of her outbreaks,
achieving satisfactory symptom control and
an improved quality of life.

Discussion

Our case provides a well-investigated
example of a pure visible light-induced form
of solar urticaria. The diagnosis was defini-

© 2025 The Serbian Association of Dermatovenereologists
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obezbedila ta¢na dijagnoza i omogucdilo efika-
sno le¢enje.

Patofizioloski mehanizmi kod solarne ur-
tikarije, narocito kod podtipova izazvanih vid-
ljivom svetlos¢u, jo§ uvek nisu u potpunosti
razjasSnjeni i ostaju predmet aktuelnih istraZi-
vanja. Smatra se da ukljuéuju reakciju preo-
setljivosti tipa I. Prema trenutno prihvacéenom
modelu, fotoni stupaju u interakciju sa endo-
genim hromoforom u koZzi, pri éemu se on tran-
sformise u fotoalergen. Ovaj antigen se potom
vezuje za specificna IgE antitela na povrsini
mastocita, Sto dovodi do njihove degranulaci-
je i oslobadanja histamina i drugih inflamator-
nih medijatora [1,8,11,12]. Identitet ovog hro-
mofora ostaje nepoznat i moZe varirati medu
pacijentima, $to bi moglo objasniti interindivi-
dualnu varijabilnost akcionih spektara. Kod
naSe pacijentkinje, moZe se pretpostaviti se
da je hromofor senzitivan iskljucivo na talasne
duZine unutar spektra vidljive svetlosti.

Novije studije ukazuju da, pored klasi¢ne
IgE-posredovane aktivacije mastocita i IgE-ne-
zavisni putevi, poput MRGPRX2-posredovane
degranulacije mastocita, mogu uticati na hete-
rogenost fenotipa solarne urtikarije, narocito kod
pacijenata sa slabijim odgovorom na antihista-
minike [13,14]. Prisustvo dermografizma, koje je
uoc¢eno kod nase pacijentkinje, nije neuobi-
Cajeno kod hronic¢ne urtikarije i moZe ukazivati
na generalno sniZen prag degranulacije masto-
cita, potencijalno doprinosedi intenzivnijem od-
govoru u sklopu solarne urtikarije [15].

Lecenje solarne urtikarije izazvane vidlji-
vom svetlos§¢u predstavlja poseban terapijski
izazov, pre svega zbog odsustva standardizo-
vanih smernica, $to dovodi do varijabilnosti u
terapijskim pristupima, ¢esto zasnovanim na
klinickom iskustvu lekara. Visoke doze nesedi-
rajucih antihistaminika druge generacije sma-
traju se terapijom prvog izbora i kao u slucaju
nase pacijentkinje, mogu obezbediti zadovolja-
vajuéu kontrolu simptoma [2,16]. Medutim, zna-
Cajan broj pacijenata sa solarnom urtikarijom,
narocito onih kod kojih je akcioni spektar ogra-
ni¢en na vidljivu svetlost, ¢esto pokazuje nedo-
voljan odgovor na monoterapiju antihistaminici-
ma. U takvim slu¢ajevima neop- hodno je raz-
motriti primenu drugih terapijskih opcija.

Medu ostalim terapijskim modalitetima,
omalizumab se izdvojio kao najperspektivnija
opcija, sa stopama odgovora od priblizno 50—
70% kod pacijenata sa refraktornom solarnom
urtikarijom. Ipak, kod pacijenata sa solarnom
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tively established by a characteristic clinical
history, targeted phototesting that demon-
strated a negative response to UVA and UVB
but a positive and reproducible reaction to
visible light as well as the systematic exclu-
sion of other photodermatoses.

The action spectrum in our patient, con-
fined exclusively to visible light, represents a
clinically significant phenotype. Current litera-
ture reveals that sensitivity to visible light is not
an uncommon finding in solar urticaria. In fact,
large clinical series have reported that UVA and
visible light are among the most frequently
identified triggers [4,6-10]. For instance, the
comprehensive Spanish series by Pérez-Ferri-
ols et al. [7] identified an exclusive visible light
reaction as the single most prevalent pheno-
type, accounting for 71 patients (31.7%) in their
cohort of 224. Therefore, while solar urticaria
as a whole is a rare condition, our case under-
scores a critical clinical imperative, visible light
sensitivity investigation via dedicated photo-
testing must be an integral part of the standard
diagnostic workup to ensure accurate diagno-
sis and effective management.

The pathophysiology of SU, particularly
the visible light subtype, is not yet fully under-
stood and it remains an area of active research.
It is believed to involve a type | hypersensitivity
reaction. A currently accepted model proposes
that photons interact with an endogenous
chromophore in the skin, converting it into a
photoallergen. This antigen then binds to spe-
cific IgE antibodies on mast cells, triggering
degranulation and the release of histamine and
other inflammatory mediators [1,8,11,12]. The
identity of this chromophore is unknown and
may vary between patients, which could ex-
plain the interindividual variability in action
spectra. In our patient, the chromophore ap-
pears to be sensitive exclusively to wavelengths
within the visible spectrum. Recent immuno-
logical insights suggest that, in addition to clas-
sic IgE-mediated mast cell activation, non-IgE-
dependent pathways such as MRGPRX2-me-
diated mast cell degranulation may contribute
to the heterogeneity of solar urticaria pheno-
types, particularly in patients with suboptimal
antihistamine responsiveness [13,14]. The co-
existence of symptomatic dermographism, as
observed in our patient, is not uncommon in
chronic urticaria and may indicate a generally
lower mast cell degranulation threshold, po-
tentially exacerbating the SU response [15].
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urtikarijom izazvanom vidljivom svetlos¢u odgo-
vor na terapiju je slabiji, Sto ukazuje na postoja-
nje fenotipskih razlika u terapijskoj efikasnosti
[17,18]. Optimalno le¢enje solarne urtikarije
omalizumabom najéescée zahteva duZe trajanje
terapije, pri ¢emu se klinicko poboljsanje moze
ocCekivati nakon tri do Sest meseci kontinuirane
primene, a u pojedinim slu¢ajevima i povecanje
doze kako bi se postigla zadovoljavaju¢a kon-
trola simptoma [19,20]. Druge terapijske opcije
podrazumevaju ciklosporin kao i paZljivo oda-
brane protokole fototerapije usmerene ka izazi-
vanju tolerancije. Vazno je ista¢i da je NB-UVB
fototerapija uglavnhom neefikasna kod solarne
urtikarije izazvane iskljucivo vidljivom svetlos¢u,
buduci da se talasne duzine NB-UVB fototera-
pije ne preklapaju sa akcionim spektrom paci-
jenata sa ovim oblikom SU. Nasuprot tome,
tehnike izlaganja vidljivoj svetlosti ili protokoli
zasnovani na UVAT fototerapiji mogu dati povolj-
nije rezultate u cilju desenzibilizacije [7,21]. Ipak,
i dalje su neophodne vece, kontrolisane studije
kako bi se utvrdila dugorocCna efikasnost i bez-
bednost ovih terapijskih pristupa. Fotoprotekci-
ja predstavija drugu neizostavnu komponentu
leCenja. Standardne kreme sa zastitnim fakto-
rom prvenstveno apsorbuju UV zraéenje i pru-
Zaju ograni¢enu zastitu od vidljive svetlosti, osim
ukoliko ne sadrZe neprozirne mineralne filtere,
poput titanijum-dioksida ili cink-oksida [22]. Iz
tog razloga naglasili smo primenu, Sirokospek-
tralnih zastitnih krema formulisanih sa fiziGkim
blokatorima, uz dodatne mere fotoprotekcije, kao
Sto su noSenje zaStitne odece i Sirokih Sesira,
kao i postavijanje folija za prozore koje filtriraju
vidljivu svetlost. Ove intervencije imale su kljuc¢-
nu ulogu u postizanju zadovoljavaju¢e kontrole
simptoma kod nase pacijentkinje i ostaju neizo-
stavan deo svako-dnevnog zbrinjavanja solarne
urtikarije izazva- ne vidljivom svetloscu.

Zakljuéak

Prikazani sluaj predstavija vaZan podset-
nik da je pri evaluaciji pacijenata sa sumnjom
na fotodermatoze, nheophodno razmotriti ceo
spektar svetlosti, uklju¢ujuéi i vidljivu svetlost.
Temeljan dijagnosti¢ki pristup, koji obuhvata
detaljno fototestiranje i sistemati¢no iskljuciva-
nje drugih sli¢nih stanja, od presudnog je zna-
Caja za postavljanje tacne dijagnoze. Odsu-
stvo standardizovanih protokola za fototestira-
nje na vidljivu svetlost predstavlja jedno od
glavnih ogranic¢enja savremene klini¢ke pra-
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Management of visible light-induced solar
urticaria remains particularly challenging due
to the absence of standardized treatment
guidelines, resulting in considerable variability
in therapeutic strategies that often depend on
clinician experience. High-dose, non-sedating
second-generation antihistamines are widely
regarded as first-line therapy and, as in our pa-
tient, can provide satisfactory symptom control
[2,16]. However, many patients with SU — espe-
cially those whose action spectrum is confined
to visible light - are frequently refractory to an-
tihistamines alone. In such cases, more ad-
vanced treatment options may be required.

Among second-line therapies, omalizumab
has emerged as the most promising option,
with reported response rates of approximately
50-70% in refractory SU. Nevertheless, patients
with isolated visible-light sensitivity tend to
show comparatively lower response rates, sug-
gesting phenotype-specific variability in thera-
peutic responsiveness [17,18]. Optimal manage-
ment of solar urticaria with omalizumab often
involves both an extended treatment duration
— with clinical response potentially requiring 3
to 6 months of continuous therapy — and, in
certain cases, dose escalation to achieve ad-
equate symptom control [19,20]. Other alterna-
tives include cyclosporine and carefully select-
ed phototherapy protocols aimed at inducing
tolerance. Importantly, narrowband UVB pho-
totherapy is generally ineffective in pure visible-
light SU because its wavelengths do not overlap
with the patient’s action spectrum. In contrast,
visible-light hardening techniques or UVA1-
based regimens may offer better results when
desensitization is pursued [7,21]. Larger studies
are still needed to determine the long-term ef-
ficacy and safety of these approaches.

Photoprotection is another essential com-
ponent of management. Standard sunscreens
primarily absorb UV radiation and provide little
protection against visible light unless they con-
tain opaque mineral filters such as titanium
dioxide or zinc oxide [22]. For this reason, we
emphasized the use of tinted, broad-spectrum
sunscreens formulated with physical blockers,
along with additional measures such as protec-
tive clothing, wide-brimmed hats, and visible-
light filtering window films. These interventions
played a crucial role in achieving satisfactory
symptom control in our patient and remain in-
dispensable in the daily management of visi-
ble light-induced SU.
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kse, naglasavajucéi potrebu za razvojem usag-
lasenih metodologija u budué¢im smernicama.
Kod pacijenata sa solarnom urtikarijom izazva-
nom vidljivom svetloSc¢u, terapijska strategija
koja kombinuje visoke doze antihistaminika i
rigoroznu fotoprotekciju usmerenu na blo-
kiranje vidljive svetlosti moZe efikasno kontro-
lisati simptome i znacajno unaprediti kvalitet
Zivota. Povecana svest o ovom retkom entitetu
omogucice raniju dijagnozu i pravovremenu
primenu terapije.

Skraéenice

SU - solarna urtikarija

UV — ultraljubiasta

ANSI — Americki nacionalni zavod za stan-
dardizaciju

ANA — antinuklearna antitela

ENA - ekstraktibilni nuklearni antigeni

SPF — zastitini faktor od sunca

IgE — imunoglobilin E
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Conclusion

This case serves as an important remind-
er to consider the entire light spectrum, in-
cluding visible light, when evaluating patients
with suspected photodermatoses. A meticu-
lous diagnostic approach involving detailed
phototesting and excluding other similar con-
ditions is crucial. The absence of standard-
ized visible-light phototesting protocols rep-
resents a major limitation in current clinical
practice, highlighting the necessity for har-
monized methodologies in future guidelines.
For patients with visible light-induced solar
urticaria, a management strategy combining
high-dose antihistamines and rigorous, visible
light-blocking photoprotection can effective-
ly control symptoms and significantly improve
the patient’s quality of life. Increased aware-
ness of this rare entity will facilitate earlier dia-
gnosis and appropriate intervention.
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SaZetak

Uvod. Koegzistencija melanoma i karcinoma dojke predstavija retku, ali klinicki zna¢ajnu povezanost sa potencijal-
nim zajedni¢kim genetskim i hormonskim mehanizmima. Prikaz sluéaja. Zena starosti 64 godine sa hormonski re-
ceptor—-pozitivnim invazivnim duktalnim karcinomom desne dojke (HG2, ER Allred 8, PR Allred 7, HER2 1+, Ki-67
10%), lecena letrozolom i ribociklibom, razvila je diseminovanu papuloznu erupciju na trupu tokom palijativne radi-
oterapije. Histopatolo$ki pregled potvrdio je interfejs dermatitis u skladu sa lekom indukovanom koZnom reakcijom,
koja se u potpunosti povukla uz primenu topikalne terapije. Istovremeno je u lumbosakralnoj regiji uo¢ena pigmen-
tovana lezija nepravilnih ivica, dermoskopski visokosuspektna na melanom, $to je uslovilo upuéivanje na Siroku
lokalnu reeksciziju i biopsiju sentinelnog limfnog ¢vora. Zaklju€ak. Ovaj prikaz naglasava vaZznost rutinskog
dermatoloskog pregleda kod pacijentkinja sa karcinomom dojke, radi ranog otkrivanja melanoma i adekvatnog
multidisciplinarnog zbrinjavanja.

Kljuéne reéi: melanom; tumori dojke; radioterapija; dermatitis; dermoskopija; rana dijagnoza tumora; klini¢ki zna&aj;
povezanost

Abstract

Introduction. The coexistence of melanoma and breast cancer represents a rare but clinically significant association,
potentially driven by shared genetic and hormonal mechanisms. Case Report. A 64-year-old woman with hormone recep-
tor—positive invasive ductal carcinoma of the right breast (HG2, ER Allred 8, PR Allred 7, HER2 1+, Ki-67 10%), treated with
letrozole and ribociclib, developed a disseminated papular eruption on the trunk during palliative radiotherapy. Histopatho-
logical examination confirmed interface dermatitis consistent with a treatment-related cutaneous reaction, which resolved
completely with topical therapy. During the same evaluation, a pigmented lesion with irregular borders was identified in
the lumbosacral region and was dermoscopically highly suspicious for melanoma, prompting referral for wide local re-
excision and sentinel lymph node biopsy. Conclusion. This case underscores the importance of routine dermatologic
examination in patients with breast cancer in order to facilitate early detection of melanoma and ensure appropriate multi-
disciplinary management.

Key words: Melanoma; Breast Neoplasms; Radiotherapy; Dermatitis; Dermoscopy; Early Diagnosis of Cancer;
Clinical Relevance; Association
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Uvod

Koegzistencija melanoma i karcinoma doj-
ke, ranije smatrana retkom pojavom, danas se
prepoznaje kao klini¢ki znac¢ajniji fenomen nego
Sto se pretpostavijalo. Ovi maligniteti neke za-
jednicke epidemioloske i bioloske karakteristi-
ke, uklju¢ujuéi genetsku predispoziciju, hor-
monske uticaje i poremecaje imunoloske regu-
lacije. Mutacije gena kao Sto su BRCA2, CD-
KN2A (p16) i TP53 ucestvuju u patogenezi oba
tumora, dok estrogenski uticaji i faktori sredine
dodatno povecavaju rizik. Koegzistencija se opi-
suje u 1-3% pacijenata, uz blago povec¢an obo-
Strani rizik. Prepoznavanje ovog preklapanja vaz-
no je za pracenje pacijenata, genetsko saveto-
vanje i terapijsko planiranje [1—4].

Prikaz slucaja

Prikazujemo slucaj 64-godisnje pacijentki-
nje koja se u oktobru 2025. godine javila na
dermatolosku konsultaciju zbog promena u vidu
diseminovanih eritematoznih, jasno ograni¢enih
papula lokalizovanih na trupu. Klini¢kim pregle-
dom i uvidom u medicinsku dokumentaciju utvr-
deno je da je pacijentkinji prethodno dijagno-
stikovan invazivni karcinom desne dojke. Core
needle biopsija potvrdila je invazivni duktalni
karcinom, histoloski gradus 2 (HG2). Imunohi-
stohemijskim ispitivanjem utvrdeni su ER Allred
skor 8, PR Allred skor 7, HER2 1+, uz Ki-67 pro-
liferacioni indeks od 10%, Sto je u skladu sa
bioloskim profilom luminalnog tipa.

U skladu sa smernicama za leCenje hor-
monski receptor-pozitivnog karcinoma dojke,
zapoceta je terapija letrozolom u kombinaciji
sa CDK4/6 inhibitorom ribociklibom. Pacijen-
tkinja je navela podatke o prethodnim reakci-
jama preosetljivosti na aspirin i metamizol.

Sedam dana pre pojave promena na koZi
zapocela je palijativnu radioterapiju torakalne
ki¢me (segmenti Th3-Th10, ukupna doza 20
Gy u 5 frakcija, 3D tehnika), sa planiranom
nastavnom iradijacijom regiona L3 i sakralne
oblasti, ukljucujuc¢i obostrane sakroilijacne
zglobove istim protokolom.

Medutim, dalji tok radioterapije privreme-
no je obustavljen nakon naglog razvoja dise-
minovanih jasno ogranic¢enih eritematoznih
papula na trupu, sto je pobudilo sumnju na
potencijalnu terapijski izazvanu koZnu reakci-
ju ili paraneoplasti¢nu manifestaciju. Uradena
je biopsija reprezentativne lezije. Histopato-
loSki nalaz ukazao je na promene u vidu inter-
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Introduction

The coexistence of melanoma and breast
cancer, once considered uncommon, iS now
increasingly recognized as a clinically rele-
vant association. These malignancies share
several epidemiologic and biological features,
including genetic susceptibility, hormonal in-
fluences, and alterations in immune regula-
tion. Mutations in genes such as BRCA2, CD-
KN2A (p16), and TP53 contribute to the patho-
genesis of both tumors, while estrogen expo-
sure and environmental factors may further
increase risk. The co-occurrence of these ma-
lignancies has been reported in approximate-
ly 1-3% of patients, with a modest bidirecti-
onal increase in incidence. Recognition of this
overlap is essential for optimizing surveillance
strategies, genetic counseling, and individual-
ized therapeutic decision-making [1-4].

Case Report

We present the case of a 64-year-old wo-
man who sought dermatologic consultation in
October 2025 due to multiple erythematous,
firm, non-tender papules on the trunk. Clinical
evaluation and a detailed review of her medical
history revealed that the patient had previous-
ly been diagnosed with invasive carcinoma of
the right breast. Core needle biopsy performed
on November 1, 2024 confirmed invasive duc-
tal carcinoma, histological grade 2 (HG2). Im-
munohistochemical analysis demonstrated ER
Allred score 8, PR Allred score 7, HER2 1+, and
a Ki-67 proliferation index of 10%, consistent
with luminal-type tumor biology.

In accordance with current guidelines for
the treatment of hormone receptor—positive
breast cancer, the patient initiated therapy
with letrozole in combination with a CDK4/6
inhibitor ribociclib. The patient also reported
a history of hypersensitivity reactions to aspi-
rin and metamizole.

Seven days prior to the onset of cutaneous
manifestations, the patient had begun palliative
radiotherapy targeting the thoracic spine (seg-
ments Th3-Th10) with a total dose 20 Gy deliv-
ered in five fractions using a 3D technique.
Continuation of radiotherapy to L3 and the sac-
ral region, including the bilateral sacroiliac
joints, was planned using the same regimen.

However, the scheduled radiotherapy
course was temporarily suspended following
the sudden appearance of multiple erythema-
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face dermatitisa lihenoidnog tipa. Uvedena je
lokalna terapija kortikosteroidima, nakon ¢ega
je doslo do potpunog poviacenja koZnih ma-
nifestacija, Sto je omogucilo nastavak planira-
nja onkoloskog le¢enja.

Tokom iste konsultacije, uo¢ena je pig-
mentovana plo¢a u lumbalnoj regiji (Slika 1).
Dermoskopski pregled pokazao je izraZzenu
asimetriju sa atipi¢nom pigmentnom mreZom,
radijalnim linijama i naglasenim radijalnim Sire-
njem, uz prisustvo plavobelog vela, Sto je uka-
zivalo na visoku sumnju na melanom (Slika 2).
Pacijentkinja je hitno upucéena na hirursku ek-
sciziju lezije. Histopatolo$ka analiza potvrdila
je superficijalno sire¢i melanom, Clark nivo I,
Breslow debljina 1,2 mm, stadijum pT2a (Slika 3).
U skladu sa preporukama za le¢enje melanoma,
pacijentkinja je potom upucéena na Siroku lo-
kalnu reeksciziju i biopsiju limfnog &vora stra-
Zara (SLNB).

Klini¢ki gledano, nedovoljno prepoznava-
nje ove veze ima prakticne posledice. PreZiveli
nakon karcinoma dojke retko se rutinski upu-
¢uju na dermatoloski pregled, dok se kod obo-
lelih od melanoma retko koristi procena rizika
specificna za karcinom dojke. Povecanje sve-
Sti o ovoj asocijaciji moZe doprineti ranijem
otkrivanju, boljoj koordinaciji izmedu razlicitih
specijalnosti i unapredenju genetskog save-
tovanja.

Diskusija

Koegzistencija melanoma i karcinoma dojke
i dalje nije Siroko prepoznata u klini¢koj praksi.
lako su oba maligniteta pojedinacno Cesta, nji-
hova istovremena pojava kod istog pacijenta
Cesto se smatra slucajnom i stoga se nedovoljno
razmatra u dijagnostic¢kom i terapijskom proce-
su. Najnoviji podaci ukazuju da povezanost ova
dva tumora moZe biti znaCajnija nego Sto se ra-
nije pretpostavijalo, sto naglasava potrebu za
ve¢om paznjom medu onkolozima, dermatolo-
zima i lekarima za genetsko savetovanje [1-3].

Nekoliko zajednickih mehanizama mozZe
doprineti ovoj asocijaciji. Germinativne varijan-
te gena BRCA2, CDKN2A (p16) i TP53 mogu
povecati predispoziciju za razvoj oba tumora
[4-8].

U porodicama sa BRCA2 mutacijama opi-
san je blago povecan rizik za melanom [5], dok
su CDKN2A mutacije — najpoznatije po ulozi
u hereditarnom melanomu — takode identifiko-
vane kod pacijentkinja sa karcinomom dojke

tous papules on the trunk, raising concern for
a possible treatment-related cutaneous ad-
verse reaction or a paraneoplastic dermato-
logic manifestation. A targeted dermatologic
evaluation was performed, and a biopsy of a
representative lesion was obtained.

Histopathological examination demon-
strated findings consistent with lichenoid in-
terface dermatitis, thereby excluding a para-
neoplastic process. The patient initiated
topical corticosteroid therapy, which resulted
in complete clinical resolution of the lesions,
allowing continuation of the planned onco-
logic treatment.

During the same dermatologic consulta-
tion, a pigmented plaque in the lumbar region
was incidentally identified (Figure 1). Dermo-
scopic examination revealed marked asym-
metry, an atypical pigment network, radial

Slika 1. U predelu lumbosakralne regije tamno-
smedi plak nepravilnog oblika promera oko 1.5 cm
neravnih ivica, visoko suspektan za melanom.
Figure 1. In the lumbosacral region, a dark-brown
plaque of irregular shape and uneven borders, measur-
ing approximately 1.5 cm in diameter, highly suggestive
of melanoma
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Slika 2. Dermoskopski pregled pigmentne pro-
mene na ledima. Asimetrija sa atipicnom mreZom
pigmenata, radijalnim linijama i izraZenim radijal-
nim strujanjem, uz prisustvo plavobelog vela.

Figure 2. Dermoscopic examination of the pigmented
lesion on the back. Asymmetry with an atypical pig-
ment network, radial lines and prominent radial
streaming (-), with the presence of a blue-white veil (*)

[7]. Uprkos ovim nalazima, genetski paneli na-
menjeni proceni rizika za melanom retko uklju-
¢uju gene vezane za karcinomdojke, Sto uka-
zuje na nedovoljno integrisan pristup genet-
skoj evaluaciji.

Slika 3. Histopatoloski potvrden melanom, HE bo-
jenje, uvecéanje x100

Figure 3. Histopathologically confirmed melano-
ma, H&E staining, X100 magnification
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lines with prominent radial streaming, and the
presence of a blue-white veil, all highly sug-
gestive of melanoma (Figure 2). The patient
was promptly referred for surgical excision of
the lesion. Histopathological analysis (Figure
3) confirmed superficial spreading melanoma,
Clark level Il, with a Breslow thickness of 1.2
mm, corresponding to stage pT2a. In accord-
ance with established melanoma manage-
ment guidelines, the patient was subsequent-
ly referred for wide local re-excision and sen-
tinel lymph node biopsy (SLNB).

Discussion

The coexistence of melanoma and breast
cancer remains insufficiently recognized in
routine clinical settings. Although both malig-
nancies are common individually, their occur-
rence in the same patient has traditionally
been regarded as coincidental and has there-
fore received limited attention. However, re-
cent studies suggest that the relationship
between these cancers may be stronger than
previously assumed, highlighting the need for
increased awareness among clinicians in-
volved in oncologic care [1-3].

Several shared biological mechanisms
may contribute to this association. Inherited
pathogenic variants in BRCA2, CDKN2A (p16),
and TP53 has been implicated in the develop-
ment of both malignancies [4-8]. Families
carrying BRCA2 mutations demonstrate a
modestly increased risk of melanoma [5],
while CDKN2A mutations, classically associ-
ated with hereditary melanoma syndromes,
have also been reported in patients with
breast cancer [7]. Despite this genetic over-
lap, contemporary genetic testing panels for
melanoma rarely include genes typically as-
sociated with breast cancer susceptibility,
underscoring an important gap in current ge-
netic evaluation strategies.

Hormonal and immunologic factors may
also contribute to the observed association.
Estrogen signaling pathways, which play a
key role in breast cancer pathogenesis, can
stimulate melanocyte proliferation and may
influence melanoma development and pro-
gression [9,10]. Furthermore, breast cancer
treatments — including radiotherapy and sys-
temic therapies — may modify local immune
responses within the skin, potentially increas-
ing susceptibility to the development of a sec-
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Hormonski i imunoloski faktori takode mogu
imati ulogu. Estrogenski signalni putevi, kiju¢ni u pa-
togenezi karcinoma dojke, mogu stimulisati prolife-
raciju melanocita i potencijalno uticati na biolosko
ponasanje melanoma [9,10]. Pored toga, onkoloske
terapije poput radioterapije i sistemskih tretmana
mogu narusiti koZnu imunolo$ku homeostazu, Sto u
odredenim situacijama moZe povecati rizik za nasta-
nak drugog primarnog melanoma, iako su podaci
koji to potvrduju jo§ ograniceni [3,10]. Ove interak-
cije nisu u potpunosti obuhvacene postoje¢im smer-
nicama iz oblasti onkologije i dermatologije.

Zakljucak

lako je koegzistencija melanoma i karci-
noma dojke retka, verovatno je nedovoljno
prepoznata i dijagnostikovana. Prepoznavanje
ove povezanosti vazno je za sveobuhvatno on-
kolosko zbrinjavanje jer zajednic¢ki molekular-
ni i hormonski mehanizmi mogu doprineti una-
predenju strategija nadzora i prevencije kod
pacijenata sa rizikom.
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SazZetak

Uvod. Drug Reaction with Eosinophilia and Systemic Symptoms sindrom je retka, ali potencijalno ZivotnougroZavajuca reak-
cija na lek. Karakterise je odloZeni pocetak, koZne promene, hematoloske abnormalnosti kao i zahvatanje unutrasnjih organa,
posebno jetre. Drug Reaction with Eosinophilia and Systemic Symptoms sindrom je najc¢es¢e povezan sa primenom antiepi-
leptickih lekova i alopurinola, iako su i beta-laktamski antibiotici, poput amoksicilina, takode identifikovani kao uzro¢ni agensi.
Varijabilnost klinicke slike i preklapanje sa drugim sistemskim oboljenjima oteZavaju dijagnozu, pri ¢emu se postavijanje dija-
gnoze c¢esto zasniva na kriterijumima poput RegiSCAR i J-SCAR sistema bodovanja. Prikaz slu¢aja. Predstavijamo slucaj
53-godisnje Zene sa multiplim mijelomom, koja je razvila generalizovani makulopapulozni egzantem i sistemske simptome
nakon dvonedeljne terapije amoksicilinom, propisanog za infekciju gornjih disajnih puteva. Klini¢ka slika ukljucivala je po-
visenu telesnu temperaturu, difuzni makulopapulozni osip koji je zahvatao vise od 80% povrsine tela, blagi edem lica, kao i
laboratorijski verifikovanu izraZenu eozinofiliju i povisene enzime jetre. RegiSCAR skor bio je 6, Sto potvrduje definitivnu
dijagnozu Drug Reaction with Eosinophilia and Systemic Symptoms sindroma. Zapoceta je terapija sistemskim kortikoste-
roidima (1 mg/kg TT) tokom dve nedelje, uz dalje postepeno sniZavanje doze, s$to je dovelo do potpunog povlacenja simp-
toma u roku od mesec dana. Dva meseca nakon povia¢enja simptoma sprovedeno je epikutano (patch) testiranje, kojim je
utvrdeno postojanje preosetljivosti na amoksicilin. Zaklju¢ak. Drug Reaction with Eosinophilia and Systemic Symptoms
sindrom predstavija ozbiljnu i potencijalno ZivotnougroZavajuc¢u hipersenzitivau reakciju na lek, povezanu sa znacajnim
morbiditetom i procenjenom stopom smrtnosti koja iznosi priblizno 10%, prvenstveno zbog zahvatanja vise unutrasnjih
organa. Ovaj slucaj naglasava vaZnost paZljive procene indikacije za primenu antibiotika, kao i razmatranje amoksicilina kao
potencijalnog uzro¢nog leka kod pacijenata sa Drug Reaction with Eosinophilia and Systemic Symptoms sindromom. Na-
dalje, isti¢emo znacaj patch testiranja za identifikaciju uzro¢nog leka, &ije je pravovremeno prepoznavanje klju¢no u pre-
venciji ponovne pojave ovog potencijalno ZivotnougroZavaju¢eg oboljenja.

Kljuéne recéi: sindrom preosetljivosti na lekove; amoksicilin; patch testovi; eozinofilija; lekovima izazvani osip; prog-
noza; egzantem; oStecenje jetre izazvano lekovima i hemikalijama; ishod lecenja

Abstract

Introduction. Drug Reaction with Eosinophilia and Systemic Symptoms is a rare but potentially life-threatening drug-in-
duced hypersensitivity reaction characterized by delayed onset, cutaneous eruptions, hematologic abnormalities, and
internal organ involvement, most commonly affecting the liver. Although the condition is most frequently associated with
antiepileptic medications and allopurinol, beta-lactam antibiotics such as amoxicillin have also been reported as causative
agents. Due to its clinical variability and overlap with other systemic conditions, diagnosis remains challenging and is
often supported by scoring systems such as RegiSCAR and J-SCAR. Case Report. We present a case of a 53-year-old
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female patient with multiple myeloma who developed generalized maculopapular exanthema and systemic symptoms
following a two week course of amoxicillin prescribed for an upper respiratory tract infection. Clinical presentation in-
cluded fever, a diffuse rash involving more than 80% of body surface area, mild facial edema, and laboratory findings
significant for marked eosinophilia and elevated liver enzymes. The RegiSCAR score was 6, confirming a definite diagno-
sis of Drug Reaction with Eosinophilia and Systemic Symptoms syndrome. Systemic corticosteroid therapy (1 mg/kg body
weight) was initiated, resulting in complete symptom resolution within one month. Epicutaneous (patch) testing performed
two months after clinical recovery confirmed amoxicillin as the culprit drug. No relapse was observed during the follow-up.
Conclusion. Drug Reaction with Eosinophilia and Systemic Symptoms syndrome represents a severe hypersensitivity
reaction associated with significant morbidity and an estimated mortality rate of approximately 10%, primarily due to
multiorgan involvement. This case highlights the importance of careful antibiotic prescribing and the need to consider
amoxicillin as a potential trigger of Drug Reaction with Eosinophilia and Systemic Symptoms syndrome. Furthermore,
identification of the culprit drug through patch testing is essential for preventing recurrence and ensuring patient safety.

Key words: eosinophilia; amoxicillin; RegiSCAR; maculopapular rash; systemic corticosteroids

Uvod

Drug Reaction with Eosinophilia and Syste-
mic Symptoms (DRESS) sindrom je teSka hiper-
senzitivna reakcija na lek, koja se karakterise
znacajnim morbiditetom i mortalitetom, sa pro-
cenjenom ucestalo$¢u koja se kre¢e od 1 na
1.000 do 1 na 10.000 izloZenosti lekovima [1,2].

DRESS sindrom obi¢no pocinje prodromal-
nim simptomima kao $to su opSta malaksalost,
svrab i groznica, pri ¢emu koZne manifestacije
obi¢no prethode groznici nekoliko dana i
mogu perzistirati nedeljama [3].

Klinicka slika obi¢no se karakteriSe sime-
tricnim makulopapuloznim (morbiliformnim)
egzantemom, groznicom, uvec¢anim limfnim
¢vorovima, zahvatanjem unutrasnjih organa i
laboratorijskim poremecajima koji ukljucuju
leukocitozu sa hipereozinofilijom [2,4]. lako
klini¢ka slika moZe varirati i ukljucivati urtika-
rijalne ili makulopapulozne osipe, u nekim slu-
Cajevima moZe se manifestovati pojavom bula,
pustula, vezikula, purpure, target-lezija, edema
lica i eritrodermije [5].

Kod vecine pacijenata reakcija se javija dve
do Sest nedelja nakon pocetka terapije lekom,
pri ¢emu je latentni period DRESS sindroma
duZi nego kod vecine drugih lekom izazvanih
erupcija. Medutim, kod pacijenata ponovo ek-
sponiranih uzro¢nom leku, kao i kod onih sa
hematoloskim i jetrenim poremecajima, klini¢ke
manifestacije se mogu razviti brze, u nekim slu-
Cajevima vec¢ 24 sata nakon izlaganja leku [3,4].

S obzirom na kompleksnost i heteroge-
nost klini¢ke slike, preklapajuée karakteristike
sa drugim oboljenjima, tokom poslednjih go-
dina razvijeni su razliciti kriterijumi koji pomazu
lekarima pri postavljanju dijagnoze. Prvobitne
dijagnosticke kriterijume predloZili su Boke
(Bocquet) i saradnici, ali su oni od tada zame-
njeni kriterijumima Japanskog istraZivackog
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Introduction

Drug Reaction with Eosinophilia and Sys-
temic Symptoms (DRESS) is a severe drug-
induced hypersensitivity reaction associated
with significant morbidity and mortality, with
an estimated incidence ranging from 1 in
1,000 to 1 in 10,000 drug exposures [1,2].

DRESS syndrome typically begins with
prodromal symptoms such as malaise, pruri-
tus, and fever; cutaneous manifestations usu-
ally precede systemic symptoms by several
days, while fever may persist for weeks [3].
The clinical presentation most commonly in-
cludes a symmetrical maculopapular (morbil-
liform) rash, fever, lymphadenopathy, internal
organ involvement, and hematologic abnor-
malities such as leukocytosis with hypereosi-
nophilia [2,4]. However, the clinical spectrum
is heterogeneous and may also include urti-
carial or maculopapular eruptions, bullae,
pustules, vesicles, purpura, target lesions,
facial edema, and erythroderma [5].

In most patients, symptoms developed
two to six weeks after initiation of the causa-
tive drug, reflecting a longer latency period
compared with other drug-induced eruptions.
Nevertheless, in case of re-exposure or in pa-
tients with underlying hematologic or hepatic
dysfunction, clinical manifestations may oc-
cur more rapidly, occasionally within 24 hours
[3.,4].

Due to its clinical complexity, variable
presentation, and overlap with other condi-
tions, several diagnostic criteria have been
developed to assist clinicians. The original
criteria proposed by Bocquet et al. have
largely been replaced by the Japanese Re-
search Committee on Severe Cutaneous Ad-
verse Reactions (J-SCAR) and the RegiSCAR
scoring system established by the European
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komiteta za teske koZne neZeljene reakcije na
lekove (J-SCAR) i RegiSCAR skorom koji je raz-
vijen u Evropskom registru za teske koZne ne-
Zeljene reakcije na lekove [2,3,6].

DRESS sindrom se najceSc¢e povezuje sa
antiepilepticima (fenitoin, karbamazepin, la-
motrigin), alopurinolom i antibioticima kao Sto
su sulfonamidi, cefalosporini i penicilini [7].
U preglednom radu iz 2020. godine, Sarifza-
deh (Sharifzadeh) i saradnici navode da je od
250 prijavljenih slu¢ajeva DRESS sindroma, 22
slu¢aja pripisano penicilinima, sto ¢ini 8,6%
svih slucajeva uklju¢enih u analizu [4].

Kroz ovaj prikaz slu¢aja nastojimo da po-
vec¢amo svest o klini¢koj prezentaciji DRESS
sindroma i istaknemo mogucénost da ¢ak i leko-
vi nizeg rizika mogu izazvati ovu tesku reakciju.

Prikaz slucaja

Na Klinici za koZno-veneriéne bolesti u
Novom Sadu 53-godis$nja Zena je hospitalizo-
vana zbog generalizovanog makulopapulo-
znog egzantema pra¢enog povisenom tempe-
raturom. Dve nedelje pre pojave osipa, paci-
jentkinja je imala povisenu telesnu temperatu-
ru i nazalni sekret, zbog ¢ega je pregledao
njen izabrani lekar. Zapoceta je oralna terapi-
ja amoksicilinom, nakon ¢ega se, dve nedelje
kasnije, razvio makulopapulozni egzantem Koji
je prvobitno zahvatio donji deo trupa, a potom
se prosirio na celo telo. Pacijentkinju je potom
pregledao i dermatovenerolog koji ju je uputio
na hospitalizaciju.

Pacijentkinja od ranije boluje od multiplog
mijeloma i le¢i se po VTD protokolu (bortezo-
mib, talidomid i deksametazon). Prateca tera-
pija ukljucivala je oralni aciklovir, alopurinol,
bisoprolol i acetilsalicilnu kiselinu. Prilikom pri-
jema na Kliniku, pacijentkinja je bila stabilnog
opSteg stanja, kardiopulmonalno kompenzova-
na, sa arterijskim krvnim pritiskom TA 90/50
mmHg, febrilna T 38,2 °C. Abdomen je bio mek,
u ravni grudnog kosa, bez distenzije i palpabil-
ne hepatosplenomegalije. Vidljive sluzokoZe
bile su bez patoloskih promena. Klini¢ki zna-
Cajna regionalna limfadenopatija nije uo&ena.

Pacijentkinja nije imala poznatu istoriju
alergijskih ili hipersenzitivnih reakcija, uklju-
Cujuéi i alergijske reakcije na lekove. Tokom
klinickog pregleda, pacijentkinja nije navodila
simptome u vezi sa respiratornim, kardiova-
skularnim, gastrointestinalnim, genitourinarnim
ili drugim organskim sistemima.
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Registry of Severe Cutaneous Adverse Reac-
tions [2,3,6].

DRESS syndrome is most frequently as-
sociated with antiepileptic medications (phe-
nytoin, carbamazepine, lamotrigine), allopu-
rinol, and certain antibiotics, including sul-
fonamides, cephalosporins, and penicillins
[7]. A 2020 review by Sharifzadeh et al. re-
ported that 22 out of 250 documented DRESS
cases were attributed to penicillins, repre-
senting 8.6% of cases included in the analy-
sis [4].

Through this case report, we aim to in-
crease awareness of the clinical presentation
of DRESS syndrome and emphasize that even
drugs traditionally considered to carry a low-
er risk may trigger this potentially life-threat-
ening reaction.

Case Report

A 53-year-old female patient was hospi-
talized at the Clinic of Dermatovenereology in
Novi Sad due to a generalized maculopapular
exanthema accompanied by fever. Two weeks
prior to rash onset, the patient experienced
febrile episodes and nasal discharge and was
evaluated by her primary care physician. Oral
amoxicillin therapy was initiated, after which
she developed a maculopapular eruption that
initially appeared on the lower trunk and sub-
sequently spread to involve the entire body.
She was evaluated by a dermatologist and
referred for hospital admission.

Her medical history was significant for
multiple myeloma diagnosed one year earlier,
treated according to the VTD protocol (bort-
ezomib, thalidomide, and dexamethasone).
Concomitant medications included oral acy-
clovir, allopurinol, bisoprolol, and acetylsali-
cylic acid.

Upon admission, the patient was in sta-
ble general condition, cardiopulmonary com-
pensated, with a blood pressure of 90/50
mmHg and a febrile temperature of 38.2 °C.
The abdomen was soft and non-distended on
palpation, with no hepatosplenomegaly. Vis-
ible mucous membranes showed no patho-
logical changes. No clinically significant re-
gional lymphadenopathy was observed.

The patient had no known history of al-
lergic or hypersensitivity reactions, including
medication allergies. During clinical evalua-
tion, she reported no symptoms involving the
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Slike 1, 2 i 3. Makulopapulozni egzantem koji zahvata lice, trup, leda, gornje i donje eks-

tremitete, posebno proksimalne delove

Figures 1, 2 and 3. Maculopapular exanthema involving the face, trunk, back, and both
upper and lower extremities, predominantly affecting proximal areas

Uocen je generalizovani makulopapulozni
egzantem koji je zahvatao lice, trup, leda, gor-
nje i donje ekstremitete, posebno proksimalne
delove, zahvatajuéi vise od 80% ukupne povr-
Sine tela (Slike 1, 2 i 3).

KoZne promene su u manjoj meri zahva-
tale Sake i obe potkolenice (Slika 4). Takode
je primeéen blag edem lica sa zagasitim erite-
mom (Slika 5).

Laboratorijski nalazi ukazivali su na zna-
Cajnu eozinofiliju (24,7%—1,99 x 10°/L), ¢etvo-
rostruko povisene vrednosti alanin-aminotran-
sferaze (ALT — 181 U/L), trostruko povisene
vrednosti aspartat-aminotransferaze (AST — 90
U/L) i povisene vrednosti inflamatornih marke-
ra (CRP 11,7 mg/L; PCT 0,16 ng/mL).

Parametri hemostaze, vrednosti uree i kre-
atinina bili su u granicama referentnih vredno-
sti, dok su vrednosti magnezijuma i kalcijuma
u serumu bile sniZene.

Seroloski testovi na EpStajn—Barov virus
(EBV), citomegalovirus (CMV), koksaki B virus,
viruse influence A i B, herpes simpleks virus
(HSV) tip 1i 2, parvovirus B19 kao i hepatitise
A, B i C bili su negativni.

Postavijena je dijagnoza DRESS sindroma
(reakcija na lek sa eozinofiliiom i sistemskim
simptomima), sa RegiSCAR skorom 6.

Nakon prijema, zapocCeta je parenteralna
terapija sistemskim kortikosteroidima (1 mg/
kg TT) u trajanju od dve nedelje, sa postepe-

© 2025 The Serbian Association of Dermatovenereologists

Slika 4. KoZne promene manjeg inteziteta prisutne
na Sakama i potkolenicama

Figure 4. Lesions spared the hands and both
lower legs to a minor degree
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Slika 5. Blag edem lica sa zagasitim eritemom
Figure 5. Mild facial edema with dusky erythema

nim smanjenjem doze i prelaskom na oralnu
terapiju kortikosteroidima.

Nakon mesec dana egzantem se povukao,
a vrednosti jetrenih enzima, inflamatornih mar-
kera i broja eozinofila vratile su se u granice
referentnih vrednosti.

Dva meseca nakon povlaéenja kozZnih
promena sprovedeno je pac testiranje, kojim
je potvrdena preosetljivost na amoksicilin. To-
kom perioda prac¢enja nisu uo¢ene koZzne ma-
nifestacije niti dokazi o recidivu bolesti.

Diskusija

DRESS sindrom, takode poznat i kao sin-
drom hipersenzitivnosti izazvan lekovima, ret-
ka je, ali potencijalno ZivotnougroZavajuca
neZeljena reakcija na lek, koja se karakterise
odloZzenim pocetkom i zahvatanjem koZe uz
vise unutrasnjih organa, najcesce jetre, bubre-
ga, pluc¢a i srca [8].

Aromati¢ni antikonvulzivi (npr. karbama-
zepin, fenitoin, fenobarbital) i alopurinol pred-
stavljaju najéesce lekove koji izazivaju DRESS
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respiratory, cardiovascular, gastrointestinal,
genitourinary, or other organ systems.

Dermatological examination revealed a
generalized maculopapular exanthema involv-
ing the face, trunk, back, and both upper and
lower extremities, predominantly affecting
proximal areas and involving more than 80%
of the total body surface area (Figures 1-3).

The lesions spared the hands and both
lower legs to a minor extent (Figure 4). Mild
facial edema with dusky erythema was also
observed (Figure 5).

Laboratory findings demonstrated
marked eosinophilia (24.7%; 1.99 x 10%/L), a
fourfold elevation of alanine aminotransferase
(ALT, 181 U/L), a threefold elevation of aspar-
tate aminotransferase (AST, 90 U/L), and el-
evated inflammatory markers (CRP 11.7 mg/L;
PCT 0.16 ng/mL). Hemostasis parameters,
urea, and creatinine levels were within refer-
ence ranges, whereas serum magnesium and
calcium levels were decreased.

Serological testing for Epstein—Barr virus
(EBV), cytomegalovirus (CMV), Coxsackie B
virus, influenza A and B viruses, herpes sim-
plex virus (HSV) types 1 and 2, parvovirus B19,
and hepatitis A, B, and C viruses was negative.

Based on clinical presentation and labo-
ratory findings, a diagnosis of DRESS syn-
drome was established, with a RegiSCAR
score of 6.

Following admission, systemic corticos-
teroid therapy was initiated parenterally at a
dose of 1 mg/kg body weight for two weeks,
followed by gradual tapering and transition to
oral corticosteroid therapy.

After one month, the exanthema resol-
ved, and liver enzymes, inflammatory mar-
kers, and eosinophil counts returned to with-
in reference ranges.

Two months after resolution of cutaneous
manifestations, epicutaneous (patch) testing
was performed to identify the causative drug
and confirmed hypersensitivity to amoxicillin.
During follow-up, no recurrence of cutaneous
manifestations or systemic symptoms was
observed.

Discussion

Drug Reaction with Eosinophilia and Sys-
temic Symptoms (DRESS), also known as
drug-induced hypersensitivity syndrome, is a
rare but potentially life-threatening adverse
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sindrom. Medutim, postoje razliéiti izvestaji o
DRESS sindromu izazvanom antimikrobnim
lekovima, ukljuéujuc¢i vankomicin, sulfonamide
i beta laktame [2-4,7,9,10]. Kod vecéine paci-
jenata, reakcija se razvija dve do Sest nedelja
nakon pocetka primene leka, Sto predstavlja
duZi latentni period u poredenju sa ve¢inom
drugih lekom izazvanih erupcija [3].

Ovo je u skladu sa slu¢ajem nase paci-
jentkinje, kod koje su se koZne promene po-
javile dve nedelje nakon terapije amoksicili-
nom, iako je zabeleZen sluc¢aj DRESS sindro-
ma izazvanog amoksicilinom koji se pojavio
vec¢ nakon jednog dana latentnog perioda [5].

Sunkert (Schunkert) i saradnici, u svom
preglednom ¢lanku iz 2021. godine, stoga pre-
poruéuju da se DRESS sindrom ne isklju¢uje
samo na osnovu kraceg latentnog perioda iz-
medu izlaganja leku i pojave bolesti [2].

Najkarakteristicnija osobina DRESS sindro-
ma je zahvatanje koZe, u vidu simetricnog maku-
lopapuloznog osipa. Hematoloske manifestacije
su pretezno karakterisane eozinofiliiom, koja se
Jjavlja u priblizno 66—-95% obolelih. Eozinofilni in-
filtrati u odredenim organima doprinose Sirokoj
heterogenosti simptoma i Sirokom klini¢kom
spektru bolesti. NajéeSca sistemska komplikaci-
ja DRESS-a je ostecenje jetre. lako je zabeleZeno
i zahvatanje bubrega, simptomi su obi¢no blagi
i nisu povezani sa dugoroc¢nim strukturnim ili
funkcionalnim oste¢enjem. Tre¢a najéesSca si-
stemska manifestacija je zahvatanje pluca, koje
se manifestuje kao dispneja, intersticijumska bo-
lest pluca, pleuritis ili akutni respiratorni distres
sindrom [2,6,11].

Klini¢ka slika nase pacijentkinje bila je u
Skladu sa tipi¢nim karakteristikama DRESS
sindroma, ukljuc¢ujuéi koZne, hematoloske i
jetrene poremecaje, u vidu opseZznog makulo-
papuloznog egzantema, ¢etvorostrukog i tro-
strukog porasta vrednosti ALT i AST, kao i zna-
Cajne eozinofilije.

Dijagnoza DRESS sindroma ponekad se
postavlja kasno i predstavija izazov zbog hete-
rogenosti klinicke slike, varijabilnog toka bolesti
i relativno kasnog pojavijivanja simptoma [3,
5-7,9,12].

Tokom poslednjih godina razvijeni su razli-
Citi kriterijumi u cilju dijagnostikovanja DRESS
sindroma. Dva najces¢e koris¢ena sistema su
J-SCAR (Japanese Severe Cutaneous Adverse
Reactions) i RegiSCAR (European Registry of
Severe Cutaneous Adverse Reactions) [4].
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drug reaction characterized by a delayed on-
set and multisystem involvement, typically
affecting the skin, liver, kidneys, lungs, and
heart [8].

Aromatic anticonvulsants (e.g., car-
bamazepine, phenytoin, phenobarbital) and
allopurinol are the most commonly implicated
medications. However, increasing evidence
demonstrates that antimicrobial agents, in-
cluding vancomycin, sulfonamides, and beta-
lactam antibiotics, may also trigger DRESS
syndrome [2-4,7,9,10].

In most cases, clinical manifestations de-
velop two to six weeks after initiation of the
offending drug, representing a longer latency
period compared with other drug-induced
eruptions [3]. This timeline corresponds with
our patient, who developed cutaneous symp-
toms following a two-week course of amoxicil-
lin therapy. Nevertheless, shorter latency pe-
riods have been described, including cases
of amoxicillin-induced DRESS occurring with-
in 24 hours [5]. Consequently, as emphasized
by Schunkert et al. in their 2021 review article,
clinicians should avoid excluding the diagno-
sis solely based on a shorter interval between
drug exposure and symptom onset [2].

Cutaneous involvement is the hallmark of
DRESS syndrome and typically presents as
a symmetrical maculopapular (morbilliform)
eruption. Hematologic abnormalities, particu-
larly eosinophilia, occur in approximately
66-95% of patients. Eosinophilic infiltrates of
various organs contributes to the heterogene-
ous clinical presentation and broad disease
spectrum. Hepatic involvement represents the
most frequent systemic complication, while
renal manifestations are generally mild and
rarely associated with long-term functional
impairment. Pulmonary involvement, the third
most common systemic manifestation, may
presents as dyspnea, interstitial lung disease,
pleuritis, or acute respiratory distress syn-
drome [2,6,11].

The clinical presentation of our patient
was consistent with typical features of DRESS
syndrome, including extensive cutaneous in-
volvement, significant eosinophilia, and he-
patic dysfunction, as evidenced by markedly
elevated ALT and AST levels.

Diagnosis can be challenging due to
clinical heterogeneity, variable disease
course, and delayed onset following drug ex-
posure [3,5-7,9,12]. Several diagnostic crite-
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Tabela 1. RegiSCAR kriterijumi za postavijanje dijagnoze DRESS sindroma
Table 1. Registry of Severe Cutaneous Adverse Reaction (RegiSCAR) criteria

1. Zahvacenost koZe sa akutnim osipom/Skin involvement with acute rash

2. Groznica iznad 38,5 °C (u sredisnjem delu tela) ili =38 °C (u aksilarnom delu)/Fever above 38.5 °C

(core) or =38 °C (axillary)

3. Limfadenopatija na najmanje dve razlicite lokacije/Lymphadenopathy in at least two different sites

4. Uklju¢enost najmanje jednog unutra$njeg organa/Involvement of at least one internal organ

5. Limfocitoza ili limfocitopenija/Lymphocytosis or lymphocytopenia

6. Eozinofilija/Eosinophilia

7. Trombocitopenija/Thrombocytopenia

Do danas, klini¢ki skor sistem koji je pred-
stavila RegiSCAR grupa 2007. godine ostaje
jedno od najéesce koris¢enih sredstava za di-
jagnozu DRESS sindroma.

Prema RegiSCAR kriterijumima, potenci-
jalni slu¢aj mora ispunjavati najmanje tri od
sledecih uslova (Tabela 1).

Prema ukupnom skoru, pacijenti se klasifi-
kuju kao definitivni slucaj (skor > 5), verovatni
(skor 4-5), moguci (skor 2-3) ili se DRESS sin-
drom iskljucuje (skor < 2) [9].

Trenutno znanje o leCenju DRESS sindro-
ma preteZno se zasniva na prikazima slucaje-
va i serijama slucajeva, uz nedostatak rando-
mizovanih klini¢kih ispitivanja i dokazanih
smernica zasnovanih na dokazima [8].

Najvazniji korak u le¢enju DRESS sindro-
ma je obustava primene uzro¢nog leka. Tre-
nutno ne postoji dijagnosticki test koji bi u
aktivnoj fazi bolesti pouzdano identifikovao lek
koji izaziva reakciju. Stoga zlatni standard
ostaje klinicka procena lekara zasnovana na
detalinoj anamnezi i prepoznavanju lekova vi-
sokog rizika za razvoj DRESS sindroma [2]. S
obzirom na poteskoce u identifikaciji uzrocénog
leka, preporucuje se sprovodenje pac testira-
nja dva do Sest meseci nakon povlacenja
simptoma radi utvrdivanja uzroénog leka [9].

Sistemski kortikosteroidi su terapija izbora
za DRESS sindrom. Sunkert i saradnici prepo-
rucuju lecenje intravenskim metilprednizolonom
u dozi od 1 mg/kg TT, a potencijalno i 1,5 mg/
kg TT, u zavisnosti od teZine bolesti [2].

Kao i u naSem slucaju, pacijentkinja je
inicijalno lecena sistemskim kortikosteroidima
(1 mg/kg TT) primenjenim parenteralno tokom
dve nedelje, nakon ¢ega je usledilo postepe-
no smanjenje doze i prelazak na peroralnu
kortikosteroidnu terapiju, sa uspesnim isho-
dom bez relapsa tokom perioda pracenja.
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ria have been proposed, among which the
Japanese Research Committee on Severe
Cutaneous Adverse Reaction (J-SCAR) crite-
ria and the European Registry on Severe Cu-
taneous Adverse Reactions (RegiSCAR) scor-
ing system are most widely used [4]. The
RegiSCAR scoring system, introduced in
2007, remains one of the most commonly ap-
plied diagnostic tools.

According to the RegiSCAR criteria, a po-
tential case must present with at least three of
the following independent findings (Table 1).

According to the total score, cases are
classified as definite (>5 points), probable
(4-5 points), possible (2-3 points), or exclud-
ed (<2 points) [9].

Current treatment strategies for DRESS
syndrome are primarily based on case reports
and observational studies, as randomized
controlled trials and standardized evidence-
based guidelines remain limited [8].

The cornerstone of management is im-
mediate discontinuation of the suspected cul-
prit drug. At present, no diagnostic test reli-
ably identifies the causative agent during the
acute phase; therefore, clinical judgment
based on detailed medication history and
awareness of high-risk drugs remains essen-
tial [2].

Patch testing is recommended two to six
months after complete clinical resolution to
help confirm drug causality [9]. In our case,
epicutaneous testing performed two months
after symptom resolution confirmed hyper-
sensitivity to amoxicillin. The test was conduc-
ted using amoxicillin in petrolatum applied to
the upper back, with readings obtained at 48
and 72 hours, consistent with recommenda-
tions for evaluation of delayed hypersensitiv-
ity reactions to beta-lactam antibiotics [13].
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Dva meseca nakon potpune regresije koZnih
promena sprovedeno je pac testiranje u cilju iden-
tifikacije uzro¢nog leka, kojim je potvrdena preo-
setljivost na amoksicilin. Pac testiranje je izvedeno
primenom amoksicilina u petrolatumu na koZi gor-
njeg dela leda, uz oCitavanje reakcija nakon 48 i
72 Casa, u skladu sa preporukama za ispitivanje
odloZenih hipersenzitivnih reakcija na beta lak-
tamske antibiotike [13].

Zakljucak

Zaklju¢no, autori istiCu da je Drug Reaction
with Eosinophilia and Systemic Symptoms sin-
drom ozbiljna i potencijalno ZivotnougroZavajuc¢a
reakcija na lek, povezana sa znac¢ajnim morbidi-
tetom i procenjenom stopom mortaliteta od oko
10%, prvenstveno zbog zahvatanja vise unutras-
njih organa.

lako se Reaction with Eosinophilia and Sy-
stemic Symptoms sindrom naj¢esc¢e povezuje
sa primenom antiepilepti¢kih lekova, lekari
treba da imaju u vidu da i lekovi koji se gene-
ralno smatraju niskorizi¢nim, poput antibiotika,
narocito amoksicilina, mogu predstavljati po-
tencijalne uzro&nike ovog oboljenja.

Predstavijeni slucaj isti¢e znacaj paZijive pro-
cene indikacije za primenu antibiotika, kao i raz-
matranje amoksicilina kao potencijalnog uzroc-
nog leka kod pacijenata sa Reaction with Eosi-
nophilia and Systemic Symptoms sindromom.

Takode, autori naglasavaju znacaj pac te-
stiranja u utvrdivanju etiologije Reaction with
Eosinophilia and Systemic Symptoms sindro-
ma, jer je identifikacija uzro¢nog leka klju¢na
za prevenciju ponovne pojave ove potencijalno
ZivotnougroZavajuce reakcije na lek. lako se
ne smatra zlatnim standardom, pac test pred-
stavlja bezbednu metodu koja moZze pomoci
pri utvrdivanju uzro¢nika Reaction with Eosi-
nophilia and Systemic Symptoms sindroma.
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SaZetak

Uvod. Generalizovana pustulozna psorijaza je redak, teZak i potencijalno ZivotnougroZavajuci oblik psorijaze, ¢esto
pracen izraZenom sistemskom inflamacijom i razvojem eritrodermije. Poremecayji funkcije jetre tokom le¢enja genera-
lizovane pustulozne psorijaze predstavljaju zna¢ajan dijagnostiCki i terapijski izazov. Prikaz slu€aja. Bolesnik star 69
godina hospitalizovan je zbog eritematoznih plakova sa sterilnim pustulama na trupu, ekstremitetima, sakama, sto-
palima i razvojem eritrodermije, sistemske inflamacije i prolaznom hepati¢nom disfunkcijom. Tokom le¢enja aci-
tretinom i antibioticima zabeleZen je znaajan porast jetrenih enzima i holestaznih parametara, uz uredan radioloski
nalaz jetre i negativne virusolo$ke analize. Privremena obustava potencijalno hepatotoksi¢nih lekova i korekcija te-
rapije doveli su do normalizacije laboratorijskih parametara i klinickog poboljsanja. Zaklju€ak. Ovaj prikaz naglasa-
va znacaj paZljivog laboratorijskog i klinickog pracenja, kao i individualizovanog terapijskog pristupa kod bolesnika
sa generalizovanom pustuloznom psorijazom u prisustvu sistemskih komplikacija.

Kljuéne reci: psorijaza; vezikulobulozne dermatoze; sindrom sistemskog inflamatornog odgovora; jetra; enzimi;
eksfolijativni dermatitis; acitretin; oStec¢enje jetre izazvano lekovima i hemikalijama; citokini

Abstract

Introduction. Generalized pustular psoriasis is a rare, severe, and potentially life-threatening form of psoriasis,
frequently accompanied by marked systemic inflammation and erythroderma. Liver function abnormalities occur-
ring during the treatment of generalized pustular psoriasis represent a significant diagnostic and therapeutic chal-
lenge. Case Report. A 69-year-old patient was hospitalized due to erythematous plaques with sterile pustules
involving the trunk, extremities, hands, and feet, accompanied by erythroderma, systemic inflammation, and tran-
sient hepatic dysfunction. During treatment with acitretin and antibiotics, a significant elevation of liver enzymes
and cholestatic parameters was observed, despite normal liver imaging and negative virological findings. Tempo-
rary discontinuation of potentially hepatotoxic agents and adjustment of therapy resulted in normalization of labo-
ratory parameters and clinical improvement. Conclusion. This case underscores the importance of careful clinical
and laboratory monitoring, as well as an individualized therapeutic approach in patients with generalized pustular
psoriasis complicated by systemic manifestations.

Key words: Psoriasis; Skin Diseases, Vesiculobullous; Systemic Inflammatory Response Syndrome; Liver; Enzymes;
Dermatitis, Exfoliative; Acitretin; Chemical and Drug Induced Liver Injury; Cytokines
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Uvod

Generalizovana pustulozna psorijaza (GPP),
poznata i kao Von Zumbusch tip, je akutna forma
pustulozne psorijaze. Predstavlja retku, inflama-
tornu, multisistemsku i potencijalno Zivotnougro-
Zavajucu varijantu psorijaze, karakterisanu epizo-
dama sterilnih pustula na eritematoznoj koZi uz
izrazen sistemski inflamatorni odgovor. GPP
moZe zahvatiti sve starosne grupe, ali se naj-
cesce dijagnostikuje kod odraslih izmedu 36. i
50. godine Zivota, sa nesto ve¢om ucestalos¢u
kod Zena [1,2]. Prvi opis ove akutne forme prip-
isuje se austriiskom dermatologu Leopoldu fon
Cumbuhu (Zumbusch) 1910. godine [2]. Etiolog-
ija i patogeneza GPP-a jos nisu u potpunosti raz-
jasnjene; poznato je da genetske predispozicije,
pre svega poremecaj IL-36 signalnog puta i
posledi¢ni poremecaji citokinskog odgovora i
neutrofilna inflamacija doprinose razvoju bolesti,
dok okidaci poput infekcija, kortikosteroida, trud-
noce i stresa mogu podstaci akutne epizode [3].
GPP se klinicki manifestuje groznicom i difuznim
sterilnim pustulama koje se javljaju u talasima na
eritematoznoj koZi trupa i ekstremiteta, ¢esto
zahvatajuci Sake, stopala i nokte, uz rizik od eri-
trodermije i ozbiljnih sistemskih komplikacija [2].
lako je povisena telesna temperatura Cesta kara-
kteristika GPP, kod starijih i imunokompromito-
vanih pacijenata moZe izostati, pri ¢emu se bo-
lest moZe manifestovati heterogenim klinickim
simptomima i varijabilnom uéestalos¢u sistem-
skih manifestacija [4,5]. Zbog tipi¢nog akutnog
toka, dijagnoza se uglavnom postavija klinicki,
bez potrebe za histopatoloskom potvrdom [6].
Lecenje GPP-a je kompleksno, ne postoje stand-
ardni algoritmi leCenja, ve¢ samo preporucene
terapijske opcije. Terapijski izbor zavisi od teZine
bolesti, komorbiditeta i sistemskih manifestacija,
te zahteva individualizovan pristup uz paZljivo
pracenje inflamatornih parametara i funkcije or-
gana, ukljuc¢ujudi jetru [7].

Cilj ovog prikaza slucaja je opisati komple-
ksan klini¢ki tok GPP pracen izraZenim sistem-
skim inflamatornim odgovorom i razvojem
hepati¢ne disfunkcije, sa posebnim fokusom na
ulogu multidisciplinarnog pristupa u diferenci-
jalnoj dijagnostici izmedu citokinski posredova-
nog ostecenja jetre i lekovima indukovane
hepatotoksicnosti.

Prikaz slucaja

Muskarac starosti 69 godina, javio se u
septembru 2023. godine zbog fokalno prisutnih
pustula i eritemo-edematoznih plakova sa
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Introduction

Generalized pustular psoriasis (GPP), also
known as the von Zumbusch type, is an acute
and severe variant of pustular psoriasis. It rep-
resents a rare, inflammatory, multisystem, and
potentially life-threatening disease character-
ized by recurrent eruptions of sterile pustules
on an erythematous background, accompa-
nied by a pronounced systemic inflammatory
response. GPP may occur at any age but is
most commonly diagnosed in adults between
36 and 50 years, with a slight female predomi-
nance [1,2]. The condition was first described
by the Austrian dermatologist Leopold von
Zumbusch in 1910 [2]. Although the exact etiol-
ogy remains incompletely understood, genetic
predisposition — particularly dysregulation of
the IL-36 signaling pathway — plays a central
role, leading to cytokine imbalance and neu-
trophil-driven inflammation. Various triggers,
including infections, corticosteroid use, preg-
nancy, and psychological stress, may precipi-
tate acute episodes [3]. Clinically, GPP presents
with fever and widespread sterile pustules ap-
pearing in waves on erythematous skin of the
trunk and extremities, often involving the palms,
soles, and nails. of the disease may progress
to erythroderma and is associated with a high
risk of severe systemic complications [2]. No-
tably, fever may be absent in elderly or immu-
nocompromised patients, who may exhibit
atypical or attenuated systemic symptoms
[4,5]. Diagnosis is primarily clinical, based on
characteristic morphology and disease course,
although histopathological confirmation may
be required in atypical cases [6]. The manage-
ment of GPP is complex, as standardized treat-
ment algorithms are lacking; current emphasize
individualized therapy guided by disease sever-
ity, comorbidities, and systemic involvement,
with close monitoring of inflammatory markers
and organ function, particularly hepatic param-
eters [7]. The aim of this case report is to
present a complex clinical course of GPP as-
sociated with pronounced systemic inflamma-
tion and transient hepatic dysfunction, with
particular emphasis on differentiating cytokine-
mediated liver injury from drug-induced hepa-
totoxicity within a multidisciplinary framework.

Case Report

A 69-year-old man presented in Septem-
ber 2023 with focally distributed pustules and
erythematous-edematous plaques featuring
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grupisanim, periferno rasporedenim sterilnim
pustulama, mestimi¢no konfluirajuéi u jezerca
pusa, lokalizovanim na trupu i ekstremitetima
(Slika 1). Pored toga, na dlanovima i tabanima,
prisutni su bili eritem i fisure sa eksfolijativnom
deskvamacijom, uz oniholizu nokatnih ploc¢a
Saka i stopala. Pet meseci pre pojave koZnih
promena imao je gusobolje i vise puta ambu-
lantno je le¢en amoksicilinom. Zbog peritonzi-
larnog apscesa, lecen je amoksicilinom i met-
ronidazolom, poslednji put sedam dana pre
hospitalizacije. U li¢noj anamnezi zabeleZena je
operacija tumora mokracne besSike 2019. god-
ine, nakon koje je preporucena Bacillus Cal-
mette—Guérin (BCG) terapija, ali je obustavijena
zbog hematurije. Osim toga, zabeleZene su i:
operacija obostrane preponske kile, lumbo-
sakralna diskopatija, hronic¢na ulkusna bolest
Zeluca i depresija na redovnoj terapiji. Do sada
nije imao alergiju na lekove i hranu. Imao je
pozitivnu porodi¢nu anamnezu za psorijazu, od
koje mu je bolovao otac.

Na prijemu je afebrilan. Laboratorijskim
analizama utvrdene su blago povisene vred-
nosti zapaljenskih parametara, parametara
jetre i holestaze (Tabela 1).

Ostali biohemijski parametri, uklju¢ujuci
funkciju bubrega, elektrolite i proteine, vari-
rali su u granicama dozvoljenih odstupanja.
ReumatolosSke analize (ASTO, RF, Waaler Ro-
se) bile su negativne. Virusoloski testovi (HBV,

grouped, peripherally arranged sterile pus-
tules, occasionally coalescing into “pustular
lakes”, localized on the trunk and extremities
(Figure 1). Erythema, fissures, and exfoliative
scaling were noted on the palms and soles,
along with onycholysis affecting both finger-
nails and toenails. Five months prior to the
onset of dermatologic symptoms, the patient
experienced a sore throat and received mul-
tiple outpatient courses of amoxicillin. Subse-
quently, he was treated for a peritonsillar ab-
scess with amoxicillin and metronidazole, with
the final course completed seven days before
hospitalization. His medical history included
surgery for a bladder tumor in 2019 (with Ba-
cillus Calmette—Guérin (BCG) therapy discon-
tinued due to hematuria), bilateral inguinal
hernia repair, lumbosacral disc disease, chro-
nic peptic ulcer disease, and depression un-
der regular pharmacological management.
There was not history of drug or food aller-
gies. A positive family history of psoriasis was
noted in his father.

On admission, the patient was afebrile.
Laboratory findings revealed mild elevations
in inflammatory markers, liver enzymes, and
cholestasis parameters (Table 1), while renal
function, electrolytes, and serum proteins we-
re within acceptable limits. Rheumatologic
testing (ASO, RF, Waaler—Rose test) was neg-
ative. Virological screening (HBV, HCV, HIV,

Slika 1. Klini¢ki nalaz pri prvom pregledu: sterilne pustule i eritemo-edematozni plakovi sa
grupisanim, centrifugalno rasporedenim pustulama i jezercima pusa, mestimi¢no prisutni na
koZi trupa i ekstremiteta
Figure 1. Clinical findings at initial examination: sterile pustules and erythematous-ede-
matous plaques with grouped, centrifugally distributed pustules and pus lakes, focally
present on the skin of the trunk and extremities
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Tabela 1. Zapaljenski parametri, parametri funkcije jetre i holestaze
Table 1. Inflammatory, hepatic, and cholestatic parameters

Laboratorijske vrednosti tokom hospitalizacije

Laboratory values during hospitalization

Parametar Jedinica Referentne vrednosti  Na prijemu Maksimalna Na otpustu
Parameter Unit Reference values Admission Peak Discharge
CRP mg/L <6 24 192 48
Leukociti/Leukocytes x10%/L 3.6-10.5 15.5 21.2 15.5
Neutrofili/Neutrophils % 36-71 85.1 87.2 80.2
Limfociti/lLymphocytes % 20-50 5.5 11.8 10
Prokalcitonin/Procalcitonin pg/mL < 0,05 0.66 0.08
AST IU/L 5-34 90 236 34
ALT IU/L 5-50 58 121 31
ALP IU/L <140 156 527 180
GGT IU/L 3-55 110 594 190
LDH IU/L <250 378 677 168
Direktni bilirubin/Direct bilirubin ~ umol/L 0-4 9.7 18.3 3.2

Legenda: CRP — C-reaktivni protein; AST — aspartat aminotransferaza; ALT — alanin aminotransferaza; ALP — alkalna fosfa-
taza; GGT — gama-glutamil transferaza; LDH — laktat dehidrogenaza.
Legend: CRP — C-reactive protein; AST — aspartate aminotransferase; ALT — alanine aminotransferase; ALP — alkaline

phosphatase; GGT — gamma-glutamyl transferase; LDH — lactate dehydrogenase.

HCV, HIV, CMV, EBV) nisu ukazivali na aktivnu
infekciju, ¢ime je isklju¢ena infektivna etiologi-
ja hepatitisa. Bakterioloskim brisom grla i no-
sa izolovan je Proteus mirabilis, hemokultu-
rama Staphylococcus koagulaza-negativan,
dok su bakteriolo$ki bris koZe i urinokultura
ostali negativni. Sediment urina ukazivao je na
prisustvo sveZih eritrocita i leukocita.

Tokom prvih sedam dana hospitalizacije
doslo je do naglog pogorsanja klini¢ke slike
sa blagim porastom telesne temperature (do
37,3 °C) i pojavom novih sterilnih pustula, njiho-
vim grupisanjem u klastere i formiranjem ,jeze-
raca pusa“, sto je rezultovalo progresijom u
eritrodermiju (Slika 2). Promene su bile pra-
¢ene izraZenim subjektivnim osecajem pe-
¢enja i bola, zbog ¢ega je kontinuirano tretiran
paracetamolom u dozi do 1 g na dan oralno i
diklofenakom 50 mg na dan parenteralno. Pa-
cijent je bio pod multidisciplinarnim nadzorom
lekara razli¢itih specijalnosti.

Terapija je zapocCeta acitretinom u dozi od
50 mg dnevno, uz parenteralnu trojnu antibiotsku
terapiju, koja je korigovana u skladu sa antibio-
gramom briseva grla i nosa te terapijskim odgo-
vorom. Tokom le¢enja zabeleZeno je smanjenje
inflamatornih parametara (CRP 96 mg/L, Le 14,2
x 10%/L, Ne 86,7%), ali uz znaCajno pogorsanje
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CMV, EBV) excluded active infection. Micro-
biological cultures identified Proteus mirabilis
in throat and nasal swabs and coagulase-
negative Staphylococcus in blood cultures,
while skin swabs and urine cultures were ne-
gative. Urinalysis showed erythrocyturia and
leukocyturia. During the first seven days of
hospitalization, the patient’s condition dete-
riorated, with a mild increase in body tempe-
rature (up to 37.3°C) and rapid dissemination
of sterile pustules forming confluent “pustular
lakes,” leading to progression to erythroder-
ma (Figure 2). The lesions were associated
with significant burning and pain, managed
with oral paracetamol (up to 1 g daily) and
parenteral diclofenac (50 mg daily). The patient
was managed under a multidisciplinary team.

Systemic therapy was initiated with aci-
tretin at a dose of 50 mg daily, along with
parenteral triple antibiotic therapy tailored ac-
cording to antibiogram results and clinical
response. Although inflammatory markers de-
creased (CRP 96 mg/L, leukocytes 14.2 X
10%/L, neutrophils 86.7%), a marked deteriora-
tion of liver function was observed (Table 1).
Abdominal ultrasonography and multislice
computed tomography (MSCT) revealed no
structural liver abnormalities, biliary obstruc-
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Slika 2. Eritrodermija, eksfolijativna deskvamacija i oniholiza nokatnih plo¢a dlanova i tabana
Figure 2. Erythroderma, exfoliative desquamation, and onycholysis of both finger a toe nails

parametara jetre (Tabela 1). Ultrazvuénim pre-
gledom abdomena i multislajsnom kompjuteri-
zovanom tomografijom (MSCT) abdomena i male
karlice nisu uocene fokalne lezije jetre, patoloski
uvecani limfni ¢vorovi, niti strukturne promene
jetre, kao ni znakovi bilijarne opstrukcije ili ma-
ligniteta, Sto je u korelaciji sa klini¢kim tokom
govorilo u prilog lekovima indukovane hepati¢ne
disfunkcije. Terapija je korigovana, kratkotrajno
su obustavijeni hepatotksi¢ni lekovi medu kojima
i acitretin tokom sedam dana, potom doziran u
dozi od 25 mg dnevno, uz parenteralnu antibiot-
sku terapiju ceftriaksonom i ciprofloksacinom.
Na ordiniranu terapiju dolazi do znacajnog
poboljsanja laboratorijskih parametara (Tabela
1) kao i znacajne klinicke regresije kozZnih lezija
u toku narednih mesec dana (Slika 3). Tokom
perioda prac¢enja od 24 meseca, zabeleZeno je
prolazno pogorsanje klini¢ke slike, koje je
uspesno kontrolisano korekcijom doze acitretina,
bez potrebe za rehospitalizacijom.

Diskusija

Generalizovana pustulozna psorijaza pred-
stavlja retku, teSku inflamatornu dermatozu,
klini¢ki jasno razli¢itu od hroni¢ne plak psorijaze,
sa sistemskom inflamacijom i potencijalno
ZivotnougroZavajucim tokom [8]. Prema konsen-
zusnoj definiciji European Rare and Severe Pso-
riasis Expert Network (ERASPEN) iz 2017. god-
ine, GPP se definiSe pojavom makroskopski
vidljivih primarnih sterilnih pustula na neakralnoj
koZi (iskljuéujuci slucajeve gde su pustule
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tion, lymphadenopathy, or malignancy. In con-
junction with the clinical course, these find-
ings supported a diagnosis of drug-induced
hepatic dysfunction. Therapy was subse-
quently modified, and potentially hepatotoxic
drugs, including acitretin, were temporarily
discontinued for seven days. Acitretin was
then reintroduced at a reduced dose of 25 mg
daily, alongside parenteral antibiotic therapy
with ceftriaxone and ciprofloxacin. The adjust-
ment resulted in improvement in laboratory
parameters (Table 1) and significant clinical
improvement, with regression of cutaneous
lesions over the following month (Figure 3).
During a 24-month follow-up period, a tran-
sient exacerbation occurred but was success-
fully managed by dose adjustment of acitretin
without the need for rehospitalization.

Discussion

Generalized pustular psoriasis is a rare
and severe inflammatory dermatosis distinct
from chronic plaque psoriasis, characterized
by systemic inflammation and a potentially
life-threatening course [8]. According to the
2017 consensus definition of the European
Rare and Severe Psoriasis Expert Network
(ERASPEN), GPP is defined by the presence
of macroscopically visible primary sterile
pustules on non-acral skin (excluding cases
where pustulation is restricted to psoriatic
plagues), with mandatory exclusion of acute
generalized exanthematous pustulosis
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Slika 3. Znacajna klini¢ka regresija koZnih lezija nakon mesec dana terapije acitretinom
Figure 3. Significant clinical regression of skin lesions after one month of acitretin therapy

ograni¢ene samo na psorijazne plakove), uz
obavezno iskljuCivanje akutne generalizovane
egzantematozne pustuloze (AGEP). U kliniCki
tipi¢nim slucajevima, dijagnoza se zasniva na
konsenzusno definisanim klini¢kim kriterijumima
[9]. lako je pacijent bio izloZen antibioticima i
analgoantipireticima koji su opisani kao poten-
cijalni okida¢i AGEP-a, klinicki tok bolesti, mor-
fologija koZnih lezija, odsustvo visoke tempera-
ture i izostanak eozinofilije, pozitivne porodi¢ne
anamneze na psorijazu, teskog i relapsnog toka
bolesti sa razvojem eritrodermije i sistemskih
komplikacija, kao i izraZen terapijski odgovor na
acitretin, snazno ,,govore u prilog“ dijagnozi GPP.
Pored toga, za razliku od AGEP-a, koji se tipicno
brzo povia&i nakon obustavljanja uzro¢nog leka,
kod naseg pacijenta je, uprkos prekidu terapije,
zabeleZen perzistentan i relapsirajuci tok boles-
ti, Sto dodatno potvrduje dijagnozu GPP dok
AGEP moZe biti sa velikom sigurnoscu isklju¢en
(Tabela 2) [10]. Klini¢ka slika sa naglim pocet-
kom, generalizovanim sterilnim pustulama, izra-
Zenim sistemskim inflamatornim odgovorom i
relapsnim tokom u potpunosti je odgovarala kri-
terijumima akutne GPP (Fon Cumbuh) [8,9].
Razvoj eritrodermije predstavija jednu od
najteZzih manifestacija GPP i odraZava inten-
zitet sistemske inflamacije, uz povecan rizik od
metabolickih poremecaja, sekundarnih infek-
cija i multiorganskih komplikacija [11].
IzraZena, ali prolazna hepati¢na disfunkci-
ja zabeleZena tokom akutne faze bolesti moZe
se objasniti kombinacijom snaznog inflamator-
nog odgovora, citokinski posredovanog oste-
cenja jetre i terapijskog opterecenja, Sto je veé
opisano u teskim oblicima GPP. Normalizacija
jetrenih parametara nakon korekcije terapije i
klini¢kog smirivanja bolesti dodatno potvrduje
reverzibilni karakter ovog poremecaja [12,13].
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(AGEP) [9]. Although the patient had been
exposed to medications known to trigger
AGEP, including antibiotics and analgesics,
several factors support the diagnosis of GPP:
characteristic morphology of lesions, ab-
sence of high fever and eosinophilia, positive
family history of psoriasis, severe and relaps-
ing disease course, progression of erythro-
derma, and favorable response to acitretin
therapy. In contrast to AGEP, which typically
resolves rapidly after withdrawal of the of-
fending drug, the persistent and relapsing
course observed in this case further supports
the diagnosis of GPP (Table 2) [10]. The de-
velopment of erythroderma reflects the sever-
ity of systemic inflammation and is associ-
ated with increased risk of metabolic distur-
bances, secondary infections, and multior-
gan complications [11].

The transient hepatic dysfunction ob-
served in this case likely reflects a multifacto-
rial process involving systemic inflammation,
cytokine-mediated hepatocellular injury, and
drug-induced hepatotoxicity The normaliza-
tion of liver parameters following therapeutic
adjustment supports the reversible nature of
this condition [12,13].

Management of GPP requires prompt
initiation of systemic therapy, close clinical
observation, and continuous laboratory mon-
itoring due to the high risk of systemic com-
plications and therapy-induced toxicity. This
case underscores the importance of clinical
identification of GPP in accordance with ERA-
SPEN criteria, a multidisciplinary approach,
and individualized therapy, even in the ab-
sence of histopathological confirmation (Ta-
ble 3). Acitretin remains management corner-
stone therapy for severe psoriasis, including
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Tabela 2. Diferencijalna dijagnostika: AGEP vs GPP
Table 2. Differential diagnosis: AGEP vs. GPP

AGEP (uobiCajene karakteristike)

Pacijent (GPP nalazi)

AGEP (Common features)
Tok bolesti
Disease course

Patient (GPP findings)

Brza rezolucija nakon prekida leka/Rapid Perzistentan, relapsni tok (24-mese&ni monitoring)
resolution after drug discontinuation Persistent, relapsing course (24-month monitoring)

Latenca i ekspozicija

Nastaje unutar 24-48 h od leka
Latency and exposure Occurs within 24-48 h of drug exposure

Progresija uprkos prekidu antibiotika pre 7 dana
Progression despite antibiotic discontinuation
7 days prior

Telesna temperatura
Body temperature

Visoka febrilnost (>38,5 °C)
High fever (>38.5 °C)

Supfebrilnost (37,3° C) - tipi¢no za stariji uzrast
Low-grade fever (37.3° C) —typical for elderly patients

Eozinofilija Cesto prisutna

. I. . P Odsutna/Absent
Eosinophilia Often present
Porodi¢na anamneza Negativna za psorijazu Pozitivna (otac bolovao od psorijaze)

Family history Negative for psoriasis

Positive (father had been affected by psoriasis)

Odgovor na acitretin

Nije indikovan; spontano povlacenje
Response to acitretin Not indicated; spontaneous resolution

Izrazita terapijska zavisnost i validacija
Marked therapeutic dependence and validation

Terapijski pristup GPP zahteva brzo uvodenje
sistemske terapije uz paZljivo laboratorijsko
pracenje. Prikazani slu¢aj naglasava vaznost
klini¢kog prepoznavanja GPP u skladu sa ERA-
SPEN kriterijumima, multidisciplinarnog pristupa
i individualizovane terapije, ¢ak i u odsustvu
histopatoloske potvrde (Tabela 3). Terapijski pris-
tup GPP podrazumeva hitno prepoznavanje boles-
ti i pravovremeno uvodenje sistemske terapije, uz
kontinuirano i paZljivo laboratorijsko pracenje
zbog izraZenog rizika od sistemskih komplikacija
i terapijom indukovane toksicnosti. Acitretin pred-
stavlja jednu od standardnih i Sirokoprihvacenih
terapijskih opcija u le¢enju teskih oblika psorijaze,
uklju¢ujuéi GPP, ali njegova primena zahteva
poseban oprez kod bolesnika sa postojec¢om ili
tokom bolesti razvienom hepaticnom disfunkci-
jom, uz redovno pracenje enzima jetre i prilago-
davanje terapije u skladu s klini¢kim i biohemi-
jskim nalazima [7]. S obzirom na to da noviji
bioloski lekovi usmereni na specificne citokine
nisu uvek lako dostupni niti dovoljno istraZeni, ovaj
prikaz slucaja pruZa uvid u efikasnost acitretina u
le¢enju pustuloznih oblika psorijaze.

ZakljuCak

Ovaj prikaz slucaja ukazuje na potencijalno
ZivotnougroZavajuci tok generalizovane pustu-
lozne psorijaze, komplikovan eritrodermijom,
izraZenim sistemskim inflamatornim odgovorom
i prolaznom hepati¢cnom disfunkcijom. Dijag-
noza je u klini¢ki tipi¢nim slu¢ajevima pouzdano
postavijena u skladu sa European Rare and Se-
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GPP; however, its use necessitates careful
monitoring of hepatic function and dose ad-
justment as needed [7]. In the setting where
biologic therapies targeting specific cytokines
are not readily available, this case highlights
the continued relevance and effectiveness of
conventional systemic agents such as acitre-
tin in the management of pustular psoriasis.

Conclusion

This case illustrated the potentially life-
threatening nature of generalized pustular
psoriasis, particularly when complicated by
erythroderma, systemic inflammation, and
transient hepatic dysfunction. In clinically
typical presentations, diagnosis can be reli-
ably established according to ERAPSEN cri-
teria without the need for histopathological
confirmation. Despite the occurrence of liver
function abnormalities during systemic ther-
apy, careful monitoring and timely therapeutic
adjustments enabled safe continuation of
treatment and long-term disease control.
These findings underscore the importance of
an individualized, multidisciplinary approach
in the management of complex GPP cases.

Abbreviations

AGEP - acute generalized exanthema-
tous pustulosis

ALP - alkaline phosphatase

ALT — alanine aminotransferase
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Tabela 3. Korelacija ERASPEN konsenzus Kriterijuma sa klini¢kim i laboratorijskim nalazima prika-

zanog slucaja [9]

Table 3. Correlation of ERASPEN consensus criteria with clinical and laboratory findings of the

reported case [9]

Konsenzusna definicija i preporuke

(ERASPEN 2017)/Consensus definition & recom-

Rezultati u prikazanom sluc¢aju (muskarac, 69
godina)/Findings in the present case

mendations (ERASPEN 2017)
Prisustvo makroskopski vidljivih primarnih

(69-year-old male)

Eritemo-edematozni plakovi sa grupisanim

Konsenzusna - A . . P -
definicia sterilnih pustula na neakralnoj koZi, uz obavezno sterilnim pustulama koje formiraju ,jezerca gnoja
Consensus isklju¢ivanje AGEP-a/Presence of macroscopi- na trupu i ekstremitetima/Erythematous-edema-
definition cally visible primary sterile pustules on non-acraltous plaques with grouped sterile pustules form-
skin, with mandatory exclusion of AGEP ing “pustular lakes” on the trunk and extremities
| aboratoriiske IzraZen sistemski inflamatorni odgovor. Kontinu- Teska inflamacija sa vrednostima: CRP 192 mg/L,
analize / irano pracenje CRP-a, leukocita i prokalcitonina leukociti 21,2 x 10°/L i prokalcitonin 0,66 ug/mL/
Marked systemic inflammatory response. Con- Severe inflammation with CRP 192 mg/L,
Laboratory . .
testin tinuous monitoring of CRP, leukocytes, and pro- Leukocytes 21.2 x 10%/L, and
9 calcitonin is required Procalcitonin 0.66 pg/mL
Pracenje Procena enzima jetre (AST, ALT) i parametara - 3 .
funkci'é holestaze (ALZ/,D GIGT) zt(30 rizika)c:cl; multiorgan-  ~"12¢@n0 povecane vrednosti AST (236 IULL),
/ ” g NURIOTGAN: A T (121 1UJL), ALP (527 IU/L) | GGT (594 IUJL)
organa skog zahvatanja/Assessment of hepatic enzymes _. . .
Organ function  (AST, ALT) and cholestatic parameters (ALP, Significant elevation of AST (236 IU/L), ALT (121
gan ’ © parame ' |U/L), ALP (527 IU/L), and GGT (594 IU/L)
monitoring GGT) due to multi-organ risk
Sistemske Rizik od eritrodermije, metabolickih poremecéajai Brza progresija u eritrodermiju i razvoj prolazne
komplikacije  prolazne ili lekovima izazvane hepati¢ne disfunkci- hepaticne disfunkcije
Systemic je/Risk of erythroderma, metabolic disturbances, Rapid progression to erythroderma and

complications and transient or drug-induced hepatic dysfunction development of transient hepatic dysfunction

vere Psoriasis Expert Network kriterijumima, bez
histopatoloske potvrde. Uprkos pojavi
poremecaja jetrene funkcije tokom sistemske
terapije, uz paZzljivo laboratorijsko pra¢enje i
pravovremenu korekciju doze, lecenje je bez-
bedno nastavljeno uz dugoroc¢nu klini¢ku stabi-
lizaciju bolesti, $to naglasava znacaj individu-
alizovanog i multidisciplinarnog pristupa.

Skraéenice

AGEP - akutna generalizovana egzantema-
tozna pustuloza

ALP - alkalna fosfataza

ALT — alanin aminotransferaza

AST - aspartat aminotransferaza

BCG - Bacillus Calmette—Guérin

CRP — C reaktivni protein

ERASPEN — European Rare And Severe
Psoriasis Expert Network

GGT - gama-glutamil transferaza

GPP — generalizovana pustulozna psorijaza

LDH — laktat dehidrogenaza
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AST - aspartate aminotransferase

BCG - Bacillus Calmette—Guérin

CRP — C-reactive protein

ERASPEN - European Rare and Severe
Psoriasis Expert Network

GGT — gamma-glutamyl transferase

GPP — generalized pustular psoriasis

LDH - lactate dehydrogenase
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SaZetak

Uvod. Postoperativna pioderma gangrenozum predstavlja podtip pioderme gangrenozum koji se javlja na mestima
hirurske traume. Rec je o retkoj neutrofilnoj dermatozi koju karakteriSu bolne papulopustule koje evoluiraju u bolne
ulceracije sa lividnim, podrivenim rubom, koje se periferno Sire. Prikaz sluéaja. Prikazujemo pacijentkinju starosti
67 godina, bez prethodne anamneze pioderme gangrenozum, kod koje su se novonastale ulceracije razvile na me-
stima hirurske traume nakon perkutane kolostomije i torakocenteze. Dijagnoza posthirurske pioderme gangrenozum
postavljena je na osnovu klinicke slike i histopatoloskog pregleda biopsije koZe uzete sa ivice ulceracije. Pacijent-
kinja je leCena sedam meseci kortikosteroidima, a potom ciklosporinom A, sto je dovelo do potpune reepitelizacije.
Zakljucak. Ovaj entitet moZe imitirati atipicnu infekciju hirurske rane, Sto moZe dovesti do neadekvatnog lecenja i
brze progresije bolesti. Od suStinskog je znacaja izbeci nepotrebne agresivne debridmane i zapoceti adekvatnu
terapiju na vreme.

Kljuéne reci: pioderma gangrenozum; postoperativne komplikacije; hirur§ke stome; ulceracija koZe; torakocenteza;
ishod le¢enja; diferencijalna dijagnoza; vezikulobulozne dermatoze

Abstract

Introduction. Postsurgical pyoderma gangrenosum is a distinct subtype of pyoderma gangrenosum which occurs
at sites of surgical trauma. It is a rare neutrophilic dermatosis characterized by tender papulopustules that evolve
into painful ulcers with a violaceous, undermined borders and peripheral extension. Case Report. We present a
67-year-old woman with no prior history of pyoderma gangrenosum who developed ulcerative lesions at sites of
surgical trauma following percutaneous colostomy and thoracocentesis. The diagnosis of postsurgical pyoderma
gangrenosum was established based on clinical presentation and histopathological examination of a skin biopsy
obtained from the ulcer margin. The patient was treated with systemic corticosteroids followed by cyclosporine A
over a seven-month period, resulting in complete re-epithelialization. Conclusion. Postsurgical pyoderma gan-
grenosum may mimic atypical wound infection, potentially leading to inappropriate treatment and rapid disease
progression. Recognition of this entity is essential to avoid unnecessary surgical debridement and to ensure
timely initiation of appropriate immunosuppressive therapy.

Key words: Pyoderma Gangrenosum; Postoperative Complications; Surgical Stomas; Skin Ulcer; Thoracentesis;
Treatment Outcome; Diagnosis, Differential; Skin Diseases, Vesiculobullous
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Uvod

Pioderma gangrenozum (PG) je idiopatsko,
hroni¢no i rekurentno ulcerativno oboljenje
koze, koje karakteriSu bolne papulopustule
koje evoluiraju u jasno ograni¢ene, bolne ul-
ceracije sa lividnim, podrivenim ivicama, koje
se periferno Sire [1,2]. Lezije se najcesée raz-
vijaju na trupu i donjim ekstremitetima [3].
Moze se javiti u svim Zivotnim dobima, sa naj-
vecom ucestalo$¢u izmedu 40. i 59. godine
zivota, ¢esSc¢e kod zena. Cesto je udruzena sa
sistemskim bolestima, naj¢e$¢e reumatoidnim
artritisom, hematoloskim poremecajimaili in-
flamatornim bolestima creva [1,4]. Posto-
perativha pioderma gangrenozum (PSPGQG)
specifiCan je entitet koji se moze javiti na
mestima trauma na kozi, ukljuCujuci hirurske
rezove, laparoskopiju i venepunkciju [2,3].
PSPG se manifestuje u vidu ulceracije sa ne-
kroti¢nim centrom, purulentnim debrisom i ka-
rakteristicnom ivicom [5]. Patergija predstav-
lia klju¢ni faktor u patogenezi i klinickoj mani-
festaciji ovog podtipa PG i ozna¢ava nastanak
ili pogorSanje promena na kozi nakon traume
[6]. Kod ovih pacijenata PG moze biti pogresno
dijagnostikovana kao infekcija hirur§ke rane i
le€ena sistemskim antibioticima i nepotrebnim
debridmanom, Sto moze dovesti do brzog po-
gorsanja lezija usled patergije [2,3].

Prikaz slucaja

Pacijentkinja starosti 67 godina podvrg-
nuta je perkutanoj transverzalnoj kolostomiji i
medijalnoj laparotomiji sa resekcijom distal-
nog kolona zbog klini¢ke slike akutnog ileusa,
uzrokovanog divertikulozom, Sto je potvrdeno
histopatolo§kom analizom. Kao komplikacija
postavljanja centralnog venskog katetera raz-
vio se jatrogeni pneumotoraks, te je ucinjena
desnostrana torakocenteza.

Cetvrtog postoperativnog dana javlja se
eritem i papule na mestima postaviljenog ab-
dominalnog i torakalnog drena, nakon &ega
su se brzo razvile bolne ulceracije. Pacijentki-
nja je bila afebrilna, biomarkeri inflamacije bili
su blago poviseni (sedimentacija eritrocita 34
mm/h, C-reaktivni protein 9,91 mg/L), dok su
kompletna krvna slika, biohemijski parametri,
jetreni enzimi i analiza urina bili u referentnim
vrednostima. Serologija na virusne hepatitise,
anti-HIV antitela, kao i VDRL i TPHA testovi bili
su negativni.

© 2025 The Serbian Association of Dermatovenereologists

Introduction

Pyoderma gangrenosum (PG) is an idi-
opathic, chronic, and recurrent ulcerative skin
disorder characterized by tender papulopus-
tules that progress into well-demarcated,
painful ulcers with violaceous, undermined
borders and peripheral extension [1,2]. Le-
sions most commonly affect the trunk and
lower extremities [3]. PG can occur at any
age, with a peak incidence between 40 and
59 years, and shoes a female predominance.
It is frequently associated with systemic dis-
ease, particularly hematologic disorders,
inflammatory bowel disease, and rheumatoid
arthritis [1,4]. Postsurgical pyoderma gan-
grenosum (PSPQG) represents a specific sub-
type that develops at sites of cutaneous trau-
ma, including surgical incisions, laparoscop-
ic ports, and venipuncture sites [2,3]. Clini-
cally, PSPG typically presents as rapidly pro-
gressive ulceration with a necrotic base, pu-
rulent exudate, and a characteristic viola-
ceous border [5]. Pathergy — defined as lesion
development or exacerbation following minor
trauma - is key pathogenic mechanism in this
condition [6]. Due to its clinical resemblance
to surgical site infection, PSPG is frequently
misdiagnosed, leading to inappropriate treat-
ment with systemic antibiotic and surgical
debridement, both of which may exacerbate
the disease through pathergy [2,3].

Case Report

A 67-year-old female patient underwent
percutaneous transverse colostomy and mid-
line laparotomy with distal colon resection
due to acute ileus caused by diverticulosis,
confirmed histopathologically. As a complica-
tion of central venous catheter placement, an
iatrogenic pneumothorax developed, neces-
sitating right-sided thoracocentesis. On the
fourth postoperative day, erythema and pa-
pular lesions appeared at the sites of abdom-
inal and thoracic drain insertion, followed by
rapid progression into painful ulcerations. The
patient was afebrile. Laboratory findings re-
vealed mildly elevated inflammatory markers
(erythrocyte sedimentation rate 34 mm/h, C-
reactive protein 9.91 mg/L), while complete
blood count, biochemical parameters, liver
function tests, and urinalysis were within nor-
mal limits. Serology tests for viral hepatitis,

77



Serbian Journal of Dermatology and Venereology 2025; 14 (2): 76-82.

Vasic¢ N, et al.
Postoperativna pioderma gangrenozum

Slika 1. Peristomalna jasno ograni¢ena ulceracija
sa lividnim rubom, granulacionim i nekroti¢nim
tkivom na levoj strani abdomena

Figure 1. Peristomal well-demarcated ulceration
with violaceous border, granulation, and necrotic
tissue on the left side of abdomen

Brisevi rana su uzeti za mikrobiolosku kul-
turu, pri ¢emu su izolovani Staphylococcus au-
reus i Acinetobacter. Pacijentkinja je leCena kom-
binovanom sistemskom antibiotskom terapijom
(vankomicin i meropenem) bez klinickog efekta.
Nakon dermatoloske konsultacije indikovana je
biopsija koZe sa perifernog ruba ulceracije, koja
je upuéena na histopatolosku analizu (Slike 1 i
2). Nalaz je pokazao gust neutrofilni infiltrat i
znake leukocitoklasti¢nog vaskulitisa, sugestivne
za PG (Slika 2). Direktna imunofluorescencija,
kao i kulture na tipi¢ne i atipi¢ne mikobakterije i
duboke mikoze bile su negativne. Testiranja na
antinuklearna antitela, ekstraktabilne nuklearne
antigene, p- i c-anti-neutrofilna antitela, cirkuli-
Sucée imunokomplekse i krioglobuline bila su u
referentnim granicama. Kompjuterizovana tom-
ografija grudnog kosa, abdomena i karlice nije
pokazala znake zahvatanja unutrasnjih organa.
Lecenje je zapocCeto metilprednizolonom u dozi
od 40 mg (0,8 mg/kg/tt) i dapsonom 50 mg
dnevno. Sestog dana terapije dapson je obus-
tavljen zbog hepatotoksi¢nosti. Terapija je nas-
tavljena kombinacijom kortikosteroida i ciklospo-
rina u dozi od 5 mg/kg/tt tokom prvog meseca,
uz postepeno smanjenje doze tokom narednih
sedam meseci. Lokalno su primenjivani antisep-
tici i hidrokoloidni zavoji. Nakon sedam meseci
terapije i potpune reepitelizacije, ucinjeno je
hirursko zatvaranje kolostome (Slika 3). Pacijent-
kinja je primala profilaktiCku terapiju predni-
zonom u dozi od 20 mg/dnevno, jednu nedelju
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HIV, VDRL, and TPHA were negative. Wound
cultures grew Staphylococcus aureus and Aci-
netobacter species. Despite treatment with
broad-spectrum antibiotics (vancomycin and
meropenem), no clinical improvement was
observed. Dermatologic consultation prompt-
ed a skin biopsy from the ulcer margin. His-
topathological analysis (Figures 1 and 2)
revealed a dense neutrophilic infiltrate with
features of leukocytoclastic vasculitis, con-
sistent with PG (Figure 2). Direct immunoflu-
orescence and microbiological investigations
for atypical mycobacteria and deep fungal
infections were negative. Autoimmune work-
up, including antinuclear antibodies, extract-
able nuclear antigens, p- and c- anti-neu-
trophil antibodies (ANCA), circulating immune
complexes, and cryoglobulins, were unre-
markable. Computed tomography of the tho-
rax, abdomen, and pelvis showed no evi-
dence of systemic involvement. Systemic
treatment was initiated with methylprednisolo-
ne 40 mg/day (0.8 mg/kg BW) and dapsone
50 mg/day. Dapsone, however, was discon-
tinued after six days due to hepatotoxicity.
Treatment was continued with corticosteroids
in combination with cyclosporine A (5 mg/kg/

R . s
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Slika 2. Neutrofilni infiltrat i leukocitoklasti¢ni vas-
kulitis, sugestivni za piodermu gangrenozum
Figure 2. A neutrophilic infiltrate and leukocyto-
clastic vasculitis suggestive of PG

© 2025 The Serbian Association of Dermatovenereologists
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Slika 3. Potpuna epitelizacija nakon sedmomesec-
nog lec¢enja ciklosporinom A

Figure 3. Complete epithelialization after 7-mon-
ths of treatment with cyclosporin A

pre i tri nedelje nakon operacije. Tokom daljeg
pracenja nije bilo znakova pogorsanja PG.

Diskusija

Pioderma gangrenozum (PG) je retka neu-
trofilna dermatoza koja se moZe razviti spon-
tano ili nakon povreda koZe [2]. Velika studija
sprovedena 2018. godine, koja je obuhvatila
2.273 pacijenta sa piodermom gangrenozum
tokom trogodisnjeg perioda od 2008. do 20170.
godine, pokazala je da se bolest javlja u svim
starosnim grupama, sa najve¢om ucestalos¢u
kod osoba uzrasta od 40 do 59 godina, kao i da
su 66,4% obolelih ¢inile Zene. Kod 61 pacijenta
(2,7%) postoperativna infekcija ili komplikacija
bila je inicijalna dijagnoza [4]. Pridruzena sis-
temska bolest bila je prisutna kod vise 50—70%
slucajeva pioderme gangrenozum, najcesce u
vidu inflamatorne bolesti creva, reumatoidnog
artritisa i mijeloproliferativnih poremecaja [7].
Dva odvojena sistematska pregleda literature na
temu PSPG objavili su 2015. i 2016. godine Uni-

© 2025 The Serbian Association of Dermatovenereologists

day) during the first month, followed by grad-
ual dose tapering over seven months. Topical
antiseptics and hydrocolloid dressings were
applied. Complete re-epithelialization was
achieved after seven months of therapy. Sub-
sequently, the patient underwent colostomy
closure (Figure 3) under prophylactic corti-
costeroid therapy (prednisone 20 mg/day)
initiated one week preoperatively and contin-
ued for three weeks postoperatively. No recur-
rence was observed during follow-up.

Discussion

Pyoderma gangrenosum (PG) is a rare
neutrophilic dermatosis that may arise spon-
taneously or following cutaneous injury [2]. A
large study conducted between 2008 and
2010, including 2,273 patients, demonstrated
that PG affects all age groups, with a peak
incidence between 40 and 59 years, and a
predominance in females (66.4%). Postopera-
tive onset was reported in 2.7% of cases [4].
An associated systemic disease is present in
50-70% of cases, most commonly inflamma-
tory bowel disease, rheumatoid arthritis, and
myeloproliferative disorders [7]. Two system-
atic reviews of PSPG were conducted by the
University of Alberta and the Mayo Clinic, re-
ported consistent findings regarding mean
age, female predominance, mean time to on-
set, comorbidities and surgical procedures
(Table 1) [2,8]. In contrast, our patient had
confirmed diagnosis of colon diverticulosis,
and no identifiable systemic comorbidity at
diagnosis. PSPG occurred on the sites of ab-
dominal incision and thoracocentesis on the
fourth postoperative day. PSPG typically be-
gins with erythema with excessive pain [3].
Rapid progression to ulceration with viola-
ceous, undermined borders presents as the
inflammatory process extend within the der-
mis [2,5]. Misdiagnosis as wound infection is
common, particularly in peristomal cases,
where lesions may resemble irritant dermati-
tis or stitch abscess [9]. Histopathological
findings are nonspecific; leukocytoclastic vas-
culitis is present in approximately 40% of
cases [10]. The lack of response to antibiotic
therapy and worsening after debridement
should rise suspicion for PSPG. In such cas-
es, PSPG should be included in the differen-
tial diagnosis [1]. The pathogenesis of PG is
complex and not fully understood. Pathergy
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Tabela 1. Rezultati dva sistematska pregleda literature na temu postoperativne pioderme gangrenozum
Table 1. Results of two systematic reviews of post-surgical pyoderma gangrenosum

Pacijenti/Patients

Prosecna starost/Mean age

Zene : Muskarci/Female : male

Istorija PG/History of PG

Prosecno vreme do pocetka/Mean time to onset
Komorbiteti/Comorbidities

Hematoloski poremecaji/Hematological disorders
Inflamatorna bolest creva/Inflammatory bowel disease
Reumatoidni artrits/Rheumatoid arthritis

Hirurske procedure/Surgical procedures
Grudi/Breast

Abdominalni/Abdominal

Kardiotorakalni/Cardiothoracic

Univerzitet Alberta Klinika Mayo
University of Alberta (2015) Mayo Clinic (2016)
220 140
45y 501y
65% : 35% 72% : 28%
37 (16.8%) 6 (4.2%)
7.2 days 7 days
40 (18%) 46 (34%)
19 (8.6%) 20 (14.7%)
13 (5.9%) 12 (8.8%)
8 (3.6%) 4 (2.9%)
56 (25%) 45 (32.1%)
30 (14%) 44 (31.4%)
30 (14%) 13 (9.3%)

verzitet u Alberti i Mejo klinika, sa sli¢nim rezul-
tatima u pogledu prosecne starosti bolesnika,
predominacije Zenskog pola, prosec¢nog vre-
mena neophodnog za razvoj bolesti, naj¢esc¢ih
komorbiditeta i hirurskih intervencija (Tabela 1)
[2,8]. Kod nase pacijentkinje potvrdena je dijag-
noza divertikuloze kolona, uz negativnu anamn-
ezu na sistemska oboljenja, dok detaljna
difagnosticka obrada u trenutku postavijanja di-
jagnoze nije ukazala na postojanje komorbiditeta.
Bolest se razvila na mestima abdominalnog reza
i torakocenteze Cetvrtog postoperativnog dana.
Tipicno, prvi znak PSPG je eritem pracen
izraZzenim bolom [3]. Klasi¢no se PSPG prezen-
tuje karakteristi¢nim lividnim, podrivenim rubovi-
ma oko centralne ulceracije sa purulentnim deb-
risom [2,5]. PSPG se &esto pogresno dijagnos-
tikuje kao infekcija hirurske rane. Kod peristoma-
Ine PG moZe se zameniti za kontaktni dermatitis,
iritaciju usled curenja fecesa ili urina ili apsces
oko Sava [9]. Histopatolo$ki nalaz nije specifi¢an,
a leukocitoklasticni vaskulitis se vida kod 40%
pacijenata [10]. Sistemski antibiotici su neefikasni,
a agresivni hirurski debridman moZe izazvati pa-
tergiju i brzo pogorsanje bolesti. U takvim sluca-
Jjevima PSPG treba ukljuciti u diferencijalnu dijag-
nozu [1]. Patogeneza je kompleksna i jos uvek
nedovoljno razjasnjena. Patergija je kljucni faktor
u patogenezi ovog podtipa PG i javija se kod do
30% pacijenata [6]. Poznata je uloga poremecaja
funkcije neutrofila i T-limfocita, kao i uloga in-
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plays a central role and occurs in up to 30%
of patients [9]. Immunological mechanisms
involve dysregulated neutrophil function and
T-cell activity, with increased expression of
pro-inflammatory mediators such as inter-
leukin-1B, IL-8, IL-17, tumor necrosis factor-q,
matrix metalloproteinase (MMP) 2, MMP-9,
and vascular endothelial growth factor (VEGF)
[11]. Increased migration of neutrophils to the
dermis, resulting from intrinsic neutrophil ab-
normalities or altered integrin-endothelial in-
teractions, may play a major role in the patho-
genesis of pyoderma gangrenosum. An as-
sociation has been described between PG
and leukocyte adhesion deficiency type
(LAD)-1, a hereditary disorder of neutrophil
trafficking characterized by reduced expres-
sion of the CD18 integrin and the develop-
ment of PG-like lesions. Abnormal T-cell func-
tion is also implicated, likely driven by an
imbalance between pro-inflammatory Th17
cells and regulatory T-cells, with decreased
proportion of Tregs observed in PG lesions
[11]. Several studies have demonstrated that
T-cell overactivity and increased IL-17 levels
promote neutrophil recruitment and activation
[12,13]. Emerging evidence further highlights
the role of the innate immunity, particularly
inflammasome activation, in disease patho-
genesis [11]. In patients without associated
comorbidities, systemic corticosteroids — ei-
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flamatornih medijatora poput interleukin-13, IL-8,
IL-17, faktor nekroze tumora-a, matriks metalo-
proteinaze (MMP) 2, MMP-9 i vaskularni endo-
telni faktor rasta (VEGF) [11]. Pove¢ana migraci-
ja neutrofila u dermis, usled abnormalnih neutro-
fila ili poremecenih interakcija izmedu integrina
i endotela, moZe imati klju¢nu ulogu. Utvrdena
je povezanost izmedu PG i deficijencije adhezije
leukocita tipa 1 (LAD-1), naslednog poremecaja
migracije neutrofila. Kod ovih pacijenata prisutna
je smanjena ekspresija integrina CD18 i razvoj
PG sli¢nih lezija. Poremecena funkcija T-limfoc-
ita potencijalno je posledica neravnoteze izmedu
proinflamatornih Th17 ¢elija i regulatornih T-¢elija,
uz smanjen udeo Treg Celija u PG lezijama [11].
Dve odvojene studije pokazale su da prekomer-
na aktivnost T-limfocita i poviseni nivoi IL-17
dovode do priviacenja neutrofila [12,13]. Novija
istraZivanja takode ukazuju na ulogu urodenog
imuniteta, narodito inflamazoma [11]. Za PG bez
komorbiditeta sistemski kortikosteroidi, samostal-
no ili u kombinaciji sa ciklosporinom, smatraju
se terapijom prvog izbora [4]. Dapson, antineu-
trofilni lek, pokazuje efikasnost u kombinaciji sa
kortikosteroidima [4]. Ostale terapijske opcije
ukljiuéuju ciklofosfamid, metotreksat, azatioprin,
sulfasalazin i hiperbari¢nu oksigenoterapiju [1,2].
Bioloska terapija inhibitorima TNF-a (infliksimab,
adalimumab) i IL-1 antagonistima pokazala je
efikasnost, a infliksimab je terapija prvog izbora
kod pacijenata sa PG i inflamatornom boles¢u
creva [14,15]. Uz sistemsku terapiju, lokalno
leGenje ima za cilj prevenciju sekundarne bak-
terijske infekcije, smanjenje bola i obezbedivanje
optimalnih uslova za epitelizaciju [4]. ProfilaktiCka
terapija kortikosteroidima preporucéuje se kod
svih pacijenata sa anamnezom PSPG pre nared-
nih hirurskih zahvata. Kod nasSe pacijentkinje nije
doslo do relapsa PG nakon ponoviljenog
hirurskog zahvata, uz profilaktiCku primenu sis-
temskih kortikosteroida zapocetu nedelju dana
pre operacije i nastavijenu tri nedelje nakon op-
eracije.

Zaklju¢ak

Postoperativna pioderma gangrenozum
je redak, ali ozbiljan oblik pioderme gangreno-
zum koji se javlja na mestima hirurskih zahvata,
najcesc¢e na abdomenu i toraksu. MoZe imitirati
infekciju rane, a neadekvatno lecenje moZe
dovesti do brze progresije bolesti. Dermatolozi i
hirurzi treba da imaju ovaj entitet u vidu kako bi
se izbegli nepotrebni agresivni zahvati. Rana di-
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ther as monotherapy or in combination with
cyclosporine — are considered to be the first-
line treatment [4]. Dapsone, as anti-neu-
trophilic agent, has demonstrated efficacy
when used in combination with corticoster-
oids [4]. Additional therapeutic options in-
clude cyclophosphamide, methotrexate, aza-
thioprine, sulfasalazine, and hyperbaric oxy-
gen therapy [1,2]. In the present case, the
patient was treated with a combination of
methylprednisolone (40 mg/day) and cy-
closporine A (5 mg/kg/day) during the initial
month, followed by gradual dose tapering.
Complete re-epithelialization was achieved
after seven months of therapy. Biologic
agents, including TNF inhibitors such as inf-
liximab and adalimumab, as well as IL-1 an-
tagonists, have also demonstrated efficacy in
PG. Notably, infliximab is considered a first-
line therapy in PG associated with inflamma-
tory bowel disease [14,15]. In addition to sys-
temic therapy, appropriate topical manage-
ment is essential to prevent secondary infec-
tion, reduce pain, and provide an optimal
environment for epithelization [4]. Prophylac-
tic corticosteroid therapy is recommended in
patients with a history of PSPG prior to sub-
sequent surgical procedures. In our case, no
recurrence was observed following repeated
surgery performed under prophylactic sys-
temic corticosteroid therapy initiated one
week preoperatively and continued for three
weeks postoperatively.

Conclusion

Postsurgical pyoderma gangrenosum is
a rare but serious complication of surgical
procedures, most commonly affecting the
abdomen and thorax. Its clinical resemblance
to wound infection may lead to inappropriate
management and rapid disease progression.
Early recognition, avoidance of unnecessary
surgical intervention, and timely initiation of
immunosuppressive therapy are essential for
favorable outcomes.

Abbreviations

PG - Pioderma gangrenozum

PSPG - Post-surgical pyoderma gan-
grenosum

ANCA - Antineutrophil cytoplasmic anti-
bodies
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jagnoza i pravovremena imunosupresivna tera-
pija kljuéni su za povoljan ishod.
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