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Sazetak

Generalizovana pustulozna psorijaza predstavlja retko i tesko hroni¢no inflamatorno oboljenje koZe, koje se karakterise
naglom pojavom sterilnih pustula, ¢esto udruZenih sa sistemskom inflamacijom. Sekukinumab je humano monok-
lonsko antitelo koje neutralise interleukin-17A. lako sekukinumab nije prva linija terapije niti je zvani¢no odobren za
generalizovanu pustuloznu psorijazu u nasoj zemlji, postoje podaci o njegovoj efikasnosti u ovoj indikaciji. Prikazu-
jemo slucaj pacijentkinje starosti 34 godine sa anamnezom diseminovane plak-psorijaze, povremeno komplikovane
epizodama generalizovane pustulozne i eritrodermijske forme, koju smo hospitalizovali zbog febrilnosti i malak-
salosti. Klinickim pregledom ustanovljeni su opsezni eritematozni plakovi sa izraZenom skvamom i brojnim pustu-
lama diseminovanim po trupu i ekstremitetima. Terapija je zapocCeta sekukinumabom u dozi od 300 mg nedeljno
tokom pet nedelja, zatim jednom mesecno. Pod ovim reZimom, pacijentkinja je u stabilnoj i trajnoj remisiji Sest
godina, sto potvrduje potencijalnu efikasnost i dugotrajnost sekukinumaba u terapiji generalizovane pustulozne
psorijaze.

Kljuéne reci: monoklonska antitela; psorijaza; vezikulobulozna koZna oboljenja; inflamacija; znaci i simptomi; rem-
isija; ishod lecenja

Abstract

Generalized pustular psoriasis is a rare but severe chronic inflammatory skin disorder characterized by sudden
eruptions of sterile pustules, often accompanied by systemic inflammation. Secukinumab, a human monoclonal
antibody targeting interleukin-17A, interrupts downstream inflammatory signaling in psoriasis. Although secukinu-
mab is neither a first-line therapy nor officially approved for generalized pustular psoriasis treatment in our country,
it has shown promising clinical results. we present the case of a 34-year-old woman with a longstanding history of
disseminated plaque psoriasis intermittently complicated by generalized pustular and erythrodermic flares. She
was admitted to our Department with fever and malaise, and examination revealed widespread erythematous, scaly
plaques with numerous pustules distributed over the trunk and extremities. Secukinumab was initiated at 300 mg
weekly for five weeks, followed by monthly maintenance dosing. The patient achieved rapid clinical improvement
and has remained stable remission for six years under continuous interleukin 17A antagonist therapy, demonstrat-
ing both the efficacy and durability of this therapeutic approach.

Key words: Antibodies, Monoclonal; Psoriasis; Skin Diseases, Vesiculobullous; Inflammation; Signs and Symptoms;
Remission Induction; Treatment Outcome
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Uvod

Generalizovana pustulozna psorijaza
(GPP) predstavilja retku, ali teSku hroni¢nu in-
flamatornu dermatozu, koju karakterise izne-
nadna pojava sterilnih pustula ¢esto pra¢enih
sistemskom inflamacijom. Epizode generalizo-
vane pustulozne psorijaze mogu biti Zivotno-
ugroZavajuce ukoliko se ne tretiraju blagovre-
meno, zbog mogucih komplikacija kao sto su
sepsa i kardiovaskularna insuficijencija [1]. Na-
jcesce koris¢eni lekovi u terapiji ovog oblika
psorijaze su metotreksat, ciklosporin, acitretin
i infliksimab [2]. VaZno je napomenuti da se
generalizovana pustulozna psorijaza
patofizioloski razlikuje od plak-psorijaze, jer
odraZava razli¢ite inflamatorne puteve, sto
predstavilja poseban terapijski izazov [1].

Biolo$ka terapija je napravila revoluciju u
lecenju psorijaze modulacijom klju¢nih
imunoloskih puteva i promenom prirodnog
toka bolesti [3]. Sekukinumab je humano
monoklonsko antitelo koje neutralise IL-17A,
¢ime se prekida kaskada inflamatornih sig-
nala u psorijazi [4].

Prikazujemo pacijentkinju sa izuzetnim
klinickim odgovorom na sekukinumab u okviru
GPP, iako ovaj lek nije terapija prvog izbora
niti je zvani¢no odobren za GPP u nasoj zem-
lji. Klini¢ko iskustvo i sve vecéi broj studija pod-
rZavaju njegovu efikasnost, sto nas je navelo
da razmotrimo znacajno klinicko pitanje u vezi
sa njegovom ulogom u lec¢enju GPP.

lako je sekukinumab primenjen van
zvani¢ne indikacije za generalizovanu pustu-
loznu psorijazu, kod naseg pacijenta koji uz-
gred ima i plak-psorijazu i psorijazni artritis,
postignuta je dugotrajna remisija. Stoga je cilj
naseg rada da prikaZzemo ovakav slucaj i
ukaZzemo na ulogu IL-17 u le¢enju GPP epizoda.

Prikaz slucaja

Predstaviljamo pacijentkinju, starosti 34
godine, sa anamnezom psorijaze od tre¢e go-
dine Zivota, inicijalno u vidu diseminovane
plak-psorijaze, povremeno prac¢ene epizoda-
ma generalizovane pustulozne i eritrodermi-
jske forme. Lecena je ciklosporinom tokom
viSse godina uz povremene prekide, nakon
cega je u terapiju uveden metotreksat, koji je
obustavljen zbog izraZene hepatotoksi¢nosti.
Nakon toga le¢enje je nastavijeno acitretinom,
koji je primenjivan narednih deset godina sa
zadovoljavaju¢im terapijskim efektom. Pre Sest
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Introduction

Generalized pustular psoriasis (GPP) is a
rare and severe inflammatory dermatosis
marked by abrupt eruptions of sterile pustules
and systemic manifestations. If left untreated,
GPP flares can be life-threatening due to com-
plications such as sepsis and cardiovascular
instability [1]. Conventional systemic therapies
— methotrexate, cyclosporine, acitretin, and
infliximab [2] — remain the most commonly
used treatments. Importantly, GPP is patho-
physiologically distinct from plaque psoriasis,
involving different inflammatory pathways and
posing significant therapeutic challenges [1].

Biologic therapies have transformed pso-
riasis management by targeting key immune
mediators [3]. Secukinumab, a monoclonal
antibody that selectively neutralizes IL-17A,
disrupts downstream inflammatory signaling
and has demonstrated clinical benefit in vari-
ous in psoriatic phenotypes [4].

We present a patient who achieved an
excellent clinical response to secukinumab in
GPP, despite its off-label status in our country.
Given the growing body of evidence support-
ing IL-17 inhibition in GPP, this case highlights
important considerations regarding its thera-
peutic role.

Case report

A 34-year-old woman with psoriasis since
age three — initially presenting as disseminat-
ed plaque psoriasis with intermittent general-
ized pustular and erythrodermic episodes —
has undergone systemic treatments. She re-
ceived cyclosporine for several years with
treatment interruptions, followed by meth-
otrexate, which was discontinued due to hepa-
totoxicity. Acitretin was subsequently intro-
duced and remained her primary therapy for
the following decade. Six years before admis-
sion, she was also diagnosed with psoriatic
arthritis. Due to lack of medical insurance, the
patient was not under regular dermatologic or
rheumatologic follow-up and self-managed
acitretin with fluctuating disease control.

She was admitted to our Department
with fever and malaise. Examination revealed
widespread erythematous plaques with thick
scaling and numerous discrete and confluent
pustules across the trunk and extremities
(Figure 1).
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godina pacijentkinji je dijagnostikovan psori-
jazni artritis. Zbog nedostatka zdravstvenog
osiguranja, pacijentkinja nije i§la na redovne
dermatoveneroloSke i reumatoloSke kontrole
vec je samoinicijativno nastavila primenu aci-
tretina, uz periode klinickog poboljsanja i po-
gorsanja koZnih promena.

Pacijentkinja je primljena u Centar za der-
matovenerologiju sa sistemskim simptomima
povisene telesne temperature i malaksalosti.
Klini¢kim pregledom uo&ena su opsezZna eri-
tematozna polja i plakovi sa izraZenom skva-
mom, ali i brojne pustule — kako diskretne,
tako i konfluentne — rasporedene po trupu i
ekstremitetima (Slika 1).

Laboratorijske analize pokazale su leu-
kocitozu uz povisenu sedimentaciju i C-reak-
tivni protein. BakterioloSki pregled brisa pus-
tula bio je sterilan. Kvantiferon test je bio ne-
gativan, kao i seroloski testovi na hepatitis B i
C. Ultrazvuk abdomena i rendgenski snimak
grudnog kosa bili su uredni. U terapiju je uve-
den sekukinumab u dozi od 300 mg nedeljno
tokom prvih pet nedelja, a zatim jednom me-
sec¢no. Nakon pet nedeljnih doza zapazen je
izuzetan terapijski odgovor — poboljsanje op-
Steg stanja, regresija pustula i eritematoznih
polja i plakova (Slika 2), kao i znacajno sman-
jenje bolova u zglobovima. Sest meseci kasn-
ije, bile su prisutne samo rezidualne hiperpig-
mentacije. Kod nase pacijentkinje se odrZava
stabilna, dugotrajna remisija tokom vise godi-
na kontinuirane terapije antagonistom IL-17,
Sto istice kako efikasnost, tako i dugoro¢nu
odrZivost ovog terapijskog pristupa.

Diskusija

Generalizovana pustulozna psorijaza
moZe se manifestovati kao samostalno obo-
ljenje ili udruZzeno sa plak-psorijazom. Dok se
vecina slucajeva psorijaze, oko 90%, javlja u
obliku vulgarne ili plak-psorijaze, pustulozna
psorijaza ostaje redak kliniCki entitet [5]. lako
plak i pustulozna psorijaza dele odredene ka-
rakteristike, GPP je sloZenija bolest koja uklju-
cuje dodatne puteve i specificne inflamatorne
procese.

I plak i pustulozna psorijaza pokazuju
povecanu ekspresiju gena i imunohistohemi-
jske nivoe ¢lanova IL-36 familije [6]. Nedosta-
tak IL36RN povezan je sa nastankom gener-
alizovane pustulozne psorijaze. IL-36 je proin-
flamatorni citokin ukljué¢en u urodeni imunski
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Slika 1. Eritematozna polja i plakovi prekriveni sk-
vamom, pojedinac¢nim i gusto grupisanim pustu-
lama, mestimi¢no konfluiranim u jezerca purulent-
nog sadrzZaja

Figure 1. Erythematous areas and plaques cov-
ered with scales, with solitary and densely gro-
uped pustules, occasionally coalescing into pu-
rulent lakes

Laboratory tests showed leukocytosis,
elevated ESR, and increased C-reactive pro-
tein, while pustule swabs were negative.
Quantiferon, hepatitis B/C tests, abdominal
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odgovor, a mutacije u IL36RN genima zabele-
Zene su u 40—80% slucajeva GPP [7].
Poviseni nivoi antagonista IL-36 recep-
tora pomaZzu u suzbijanju proinflamatornog
odgovora koji prirodno pokrec¢e IL-36. Misens
mutacije u IL36RN genu, identifikovane ranije,
pojacavaju IL-36 signalizaciju. Posledi¢no, ke-
ratinociti pacijenata koji nose ove mutacije
proizvode vece kolicine CXCL8, hemokina koji
privlac¢i neutrofile i stimuliSe formiranje pus-
tula, ¢ime se lokalna inflamacija pojacava.
Studije takode pokazuju da pacijenti sa jednim
ili oba mutirana alela imaju teZi klini¢ki fenotip.
Doznozavisni efekat gena je evidentan, jer het-
erozigoti razvijaju bolest kasnije nego ho-
mozigoti, kod kojih se bolest manifestuje rano
u Zivotu. Ovi nalazi naglasavaju kljué¢nu ulogu
genetike i regrutacije neutrofila posredovane
CXCL8 u oblikovanju klinickog toka GPP [8].
Prethodna istraZivanja pokazala su da je
ekspresija IL-18, IL-1RN, IL-36q, IL-3683, IL-36y
i IL-36Ra znacajno povisena u obe forme — ge-
neralizovanoj pustuloznoj i plak-psorijazi — u
poredenju sa zdravom koZom, pri ¢emu su IL-
1B, IL-36a i IL-36y posebno poviseni u GPP u
odnosu na plak-psorijazu. Sa druge strane,
citokini povezani sa Th17/Th1 linijama — uklju-
cujuci IL-17A, IL-22, IL-23p19, IFN-y i IL-18 —

ultrasound, and chest radiography were all
normal. Secukinumab 300 mg weekly for five
weeks was initiated, followed by 300 mg
monthly. After the loading phase, rapid im-
provement was observed, with resolution of
pustules, marked reduction in erythema (Fig-
ure 2), improvement in general condition, and
diminished joint pain. Six months later, only
residual post-inflammatory hyperpigmentation
persisted. The patient has maintained in sus-
tained remission for several years on continu-
ous IL-17 blockade.

Discussion

GPP may occur as an independent condi-
tion or in association with plaque psoriasis.
While approximately 90% of psoriasis cases
manifest as plaque psoriasis, pustular forms
remain rare [5]. Although the two phenotypes
share some pathogenic features, GPP is more
complex, with distinct inflammatory pathways.

Both plaque psoriasis and GPP show el-
evated gene expression of IL-36 cytokines [6].

Deficiency in IL36RN — the gene encoding
the IL-36 receptor antagonist — has been
strongly linked to GPP, with mutations identi-
fied in 40-80% of cases [7].

Slika 2. Bledo eritematozne postinflamatorne hiperpigmentacije, stanje nakon Sest meseci

Figure 2. Pale erythematous postinflammatory hyperpigmentation, six months after treat-
ment
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znacajno su visi u plak-psorijazi nego u GPP
ili zdravoj koZi [9].

S obzirom na povoljan odgovor nase pac-
ijentkinje na inhibiciju IL-17, fokusirali smo se
na ulogu IL-17 u patogenezi generalizovane
pustulozne psorijaze. Zanimljiva istraZivanja
ukazuju na tzv. cross-talk izmedu IL-17 i IL-36,
koji deluju sinergisticki, pri c¢emu IL-17 po-
jacava ekspresiju IL-36 u keratinocitima,
stvarajuéi pozitivnu povratnu spregu.
Posledi¢no, regrutacija neutrofila i lokalna in-
flamacija se povecavaju. Vazno je da blokada
IL-17A moZe prigusiti ovu spregu, pruzajuci
mehanisticko objasnjenje za ve¢ dobro doku-
mentovanu klini¢ku efikasnost u GPP [10]. IL-
17, IL-22 | TNF-a deluju kao snazni induktori
ekspresije IL-36a, IL-368 i IL-36Yy u ljudskim
keratinocitima, ¢ime se pojacava inflamatorni
odgovor koze [11].

Antagonisti IL-36 receptora predstavijaju
obecavajucu terapijsku opciju u GPP, jer IL-36
ima centralnu ulogu u patofiziologiji bolesti.
Spesolimab je humanizovano monoklonsko
antitelo koje selektivno blokira IL-36 receptor,
sprecavajuci vezivanje IL-36 citokina i time
smanjujuéi inflamaciju posredovanu keratinoc-
itima, produkciju hemokina i regrutaciju neu-
trofila u GPP [7]. NaZalost, ovaj lek nije dos-
tupan u nasoj zemlji, $to naglasava znacaj os-
lanjanja na globalno klini¢ko iskustvo i objav-
ljenu literaturu u pruZanju optimalne terapije
pacijentima u ovakvim izazovnim situacijama.

U trenutku epizode GPP kod naSe paci-
jentkinje, sekukinumab je bio odobren samo
u Japanu. Do danas, sekukinumab je zvani¢no
odobren za leCenje GPP u Japanu i Kini. U EU
i SAD, njegova primena u GPP van registrovane
indikacije i zasniva se na klini¢kom iskustvu i
objavljenim studijama.

Oslanjajuci se na japansku literaturu, koja
se ¢ini najopsezZnijom u ovoj oblasti, Behner
(Bohner) i saradnici objavili su prikaz sluc¢aja
muskarca sa epizodom GPP le¢enog sekuki-
numabom, naglasavajucéi izuzetan i brz tera-
pijski odgovor nakon pocetka tretmana [12],
pri ¢emu su rezultati ostali stabilni i konzistent-
ni u narednom periodu.

Pri odlucivanju o primeni sekukinumaba
kod nase pacijentkinje, oslonili smo se i na
iskustva autora iz Indije, koji su 2018. objavili
prikaz sluéaja upotrebe sekukinumaba kod
dojilje, isti¢uci brz terapijski odgovor i sig-
urnost leka tokom laktacije. Ovim je naglasen
brzi terapijski odgovor ali i bezbednost leka

© 2025 The Serbian Association of Dermatovenereologists

These mutations enhance IL-36 signaling,
increasing CXCL8 production by keratinoc-
ytes, promoting neutrophil recruitment, and
driving pustule formation [8]. Disease severity
correlates with gene dosage, with homozy-
gotes mutations manifesting earlier and more
severely.

Previous research has demonstrated that
IL-18, IL-1RN, IL-36a, IL-36f, IL-36Y, and IL-
36Ra are markedly elevated in GPP and plaque
psoriasis compared with healthy skin, with IL-
18, IL-36a, and IL-36Y significantly higher in
GPP. Conversely, Th17/Thi-related cytokines
such as IL-17A, IL-22, IL-23p19, IFN-y, and IL-18
are more elevated in plaque psoriasis [9].

Given our patient’s excellent response to
IL-17 inhibition, of the interplay between IL-17
and IL-36 is particularly relevant. Recent stud-
ies describe a synergic “cross-talk” mecha-
nism in which IL-17 enhances IL-36 expression
in keratinocytes, amplifying neutrophil recruit-
ment and local inflammation via a positive
feedback loop. Interrupting this loop through
IL-17A blockade offers plausible mechanistic
explanation for secukinumab’s clinical efficacy
in GPP [10]. IL-17, IL-22, and TNF-a act as po-
tent inducers of IL-36q, IL-36(3, and IL-36Y ex-
pression in human keratinocytes amplifying
thus cutaneous inflammatory responses [11].

Anti-lIL-36 receptor antagonists represent
a promising therapeutic option in GPP, as IL-
36 plays a central role in its pathophysiology.
Spesolimab is a humanized monoclonal anti-
body that selectively blocks the IL-36 receptor,
prevents IL-36 cytokine binding and reduces
keratinocyte-driven inflammation, chemokine
production, and neutrophil recruitment [7].
Unfortunately, this medication is not available
in our country, underscoring the importance
of relying on global clinical experience and
published literature to guide optimal patient
care in such challenging situations.

At the time of our patient’s flare, secuki-
numab was approved for GPP only in Japan.
To date, it is officially approved for GPP in Ja-
pan and China, while its use remains off-label
in the EU and the USA.

Relying on the Japanese literature —
which remains the most comprehensive in this
field — Bohner et al. described a man with a
GPP flare treated with sekukinumab, highlight-
ing the rapid and impressive therapeutic re-
sponse and the stability of outcomes over
time [12].
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tokom laktacije, Sto predstavlja vaZzan aspekt
posebno kod pacijentkinja koje se lec¢e od
psorijaze a u reproduktivnom su dobu [13].

Poulesi (Polesie) i Lidholm (2017) su pri-
kazali slucaj Zene srednjih godina sa plak-pso-
rifazom od detinjstva i povremenim epizodama
GPP. Zbog nedovoljnog odgovora na konven-
cionalnu terapiju i sve ¢es¢ih epizoda GPP,
lekari u Svedskoj primenili su sekukinumab off-
label. Terapijski odgovor bio je zadovoljavajuci,
ali je prime¢eno da se maniji broj pustula javl-
jao svakog meseca pre sledece injekcije, sto
je pokrenulo diskusiju o skracivanju intervala
doziranja, sto nije neuobi¢ajena strategija u
klini¢koj praksi sa ovim biolos$kim agensom
[14]. Suprotno ovom slucaju, gde je primeéena
pojava i odrZavanje pustula i nakon primene
sekukinumaba, kod naSe pacijentkinje nije
doslo do pojave pustula te isti¢emo povoljan
i dugotrajan terapijski odgovor.

Godine 2021, istraZivaci u Kini objavili su
efikasnost sekukinumaba kod trogodisnje
devojcice sa GPP, kod koje je identifikovana i
mutacija antagonista IL-36 receptora. ReZim
doziranja prilagoden je pedijatrijskoj popu-
laciji: prva doza sekukinumaba (150 mg) sup-
kutano, zatim 75 mg supkutano jednom ne-
deljno tokom C&etiri nedelje, a potom 75 mg na
svake Cetiri nedelje [15].

Druga studija, koju su predstavili Gao i
saradnici (2022), dodatno potvrduje efikasnost
sekukinumaba u osetljivim Zivotnim fazama
kao Sto je puerperijum. Radi se o pacijent-
kinji koja je imala carski rez mesec dana pre
pojave GPP; ordiniran je antibiotik. Po¢etno
stanje je pogresno tumaceno kao akutna gen-
eralizovana egzantematozna pustuloza (AGEP)
i le¢eno kortikosteroidima, Sto je verovatno
dodatno pogorsalo klini¢ki tok. Lekari koji su
zapoceli terapiju sekukinumabom takode su
se oslanjali na japansku literaturu kao vaznu
referencu u procesu odlucéivanja [16].

Takode je primeéeno da GPP nije retko
pogresno dijagnostikovana kao AGEP, Sto je
potvrdeno u objavlijenom slucaju, gde je ko-
nacna dijagnoza postavljena naknadno, a pri-
mena sekukinumaba dovela do znacajnog kli-
ni¢kog poboljsanja kod sestogodisnjeg paci-
jenta [17].

Podaci iz stvarne klinicke prakse u Japa-
nu, prikupljeni izmedu 2019. i 2022. godine,
uporedivali su efikasnost i sigurnost acitretina
i sekukinumaba kod adolescenata sa GPP,
pokazujuéi jasne prednosti bioloskog agensa.

16

At the time we initiated secukinumab ther-
apy in our patient, we also drew upon clinical
experience from India, where authors reported
successful secukinumab use in a breastfeed-
ing woman in 2018. The authors emphasized
the rapid improvement as well as the drug’s
safety during lactation — an important consid-
eration in women of reproductive age under-
going systemic therapy for psoriasis [13].

Polesie and Lidholm (2017) reported on
a middle-aged woman with a long history of
plaque psoriasis and recurrent GPP flares.
Due to an inadequate response to conven-
tional therapies and increasing flare frequen-
cy, clinicians in Sweden employed off-label
secukinumab. The therapeutic effect was sat-
isfactory; however, limited small number of
pustules reappeared monthly before the next
injection. This raised the question on shorten-
ing the dosing interval — a strategy occasion-
ally adopted in clinical practice [14]. In con-
trast to this report, where residual pustulation
persisted after initiating secukinumab, our pa-
tient experienced a rapid resolution of all pus-
tules without new lesion formation, supporting
a particularly favorable and sustained re-
sponse.

In 2021, researchers in China demonstrat-
ed secukinumab efficacy in a 3-year-old girl
with GPP carrying a mutation of the IL-36 re-
ceptor antagonist gene. The dosing regimen
was adjusted for the pediatric population: an
initial 150 mg subcutaneous dose, followed by
75 mg weekly for four weeks and 75 mg every
four weeks thereafter [15].

Further support comes from a case re-
ported by Gao et al. in 2022, involving a post-
partum patient who developed GPP one
month after caesarean section and antibiotic
therapy. The condition was initially misdiag-
nosed as acute generalized exanthematous
pustulosis (AGEP) and treated with corticos-
teroids, likely worsening the clinical course.
The decision to initiate secukinumab was
again guided by Japanese data and resulted
in significant clinical improvement [16].

Misdiagnosis of GPP as AGEP is not un-
common. In a 6-year-old patient, an initial
AGEP diagnosis was later revised to GPP, and
secukinumab therapy led to marked improve-
ment [17].

Additionally, real-world data from Japan
(2019-2022) comparing acitretin and secuki-
numab in adolescents with GPP demonstrated
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Ovi podaci su posebno relevantni za klini¢are
u zemljama gde bioloske terapije za GPP jos
nisu dostupne, jer pruZaju znacajnu podrsku
u odlucivanju izbora terapije.

Uzimajuéi u obzir sve navedene primere,
neophodno je ponovo razmotriti cross-talk
izmedu IL-17A i IL-36, koje ima klju¢nu ulogu
u amplifikaciji inflamatornog odgovora, pri
¢emu se prekid ovog povratnog mehanizma
¢ini od sustinskog znacaja za stabilizaciju in-
flamatornog procesa.

Logic¢no je da vec¢ina podataka iz litera-
ture potice iz zemalja u kojima je sekukinumab
zvani¢no odobren za le¢enje GPP, te se klini-
Cari najcesc¢e oslanjaju upravo na te izvore.
Medutim, primena leka van zvani¢nih indikac-
ija i iskustva prijavijena iz drugih zemalja ima-
ju poseban znacaj u zbrinjavanju kompleksnih
sluc¢ajeva, narocito kada su sve druge terapi-
jske opcije iscrpljene.

Nas pristup je bio voden postojeé¢im kli-
nickim iskustvom i podacima iz literature koji
su podrZali racionalnost primene ove terapije
kod naSe pacijentkinje.

Uzimajuéi u obzir citokinski milje i nasto-
jeci da se klinicke manifestacije objasne na
osnovu patofiziolo§kih mehanizama, neophod-
no je osvrnuti se na sledecu ¢injenicu. Naime,
blokada IL-17A dovodi do citokinskog imbal-
ansa, sto mozZe dovesti do posledi¢nog po-
vecanja IL-23 n TNF-a, ¢ime se objasnjava
pojava paradoksalne psorijaze [19].

U kontekstu GPP iIL-17A blokade, u lite-
raturi se opisuju i sluCajevi egzacerbacije ek-
cemskih reakcija Sto su Jatsuzuka (Yatsuzuka)
i saradnici prikazali u svom radu [20]. Stoga
prilikom inhibicije Th1/Th17 puta kod osoba
kod kojih je dominantno aktivan Th2 imunski
odgovor, potreban je oprez kako bi se izbeglo
potenciranje ekcemskih reakcija koZe.

Zakljucak

Broj objavljenih izvestaja o primeni seku-
kinumaba u generalizovanoj pustuloznoj pso-
rijazi kontinuirano raste. Uzimajuéi u obzir do-
sadasnje podatke, ovo predstavlja prvi slucaj
iz Srbije, naglasavajuc¢i potencijal inhibicije IL-
17 kao visokoefikasne terapijske strategije u
ovoj izazovnoj klini¢koj situaciji.

© 2025 The Serbian Association of Dermatovenereologists

clear advantages of the biologic agent. Such
evidence is especially valuable in countries
where biologic therapies for GPP remain inac-
cessible [18].

Considering these examples, it is impor-
tant to return to the IL-17A/IL-36 cross-talk,
which plays a pivotal role in amplifying inflam-
mation. Interrupting this feedback loop ap-
pears essential for stabilizing the inflamma-
tory response.

It is expected that most available data
come from countries where secukinumab is
officially approved for GPP, and clinicians
worldwide often rely on these experiences.
Off-label use and case reports from other re-
gions are particularly informative when man-
aging complex cases, especially after exhaus-
tion of standard therapeutic options.

Our therapeutic decision was guided by
existing clinical experience and the growing
body of evidence supporting secukinumab in
GPP.

Finally, when interpreting the cytokine
milieu and attempting to correlate clinical
manifestations with underlying mechanisms,
one additional point warrants discussion: IL-
17A blockade can shift cytokine balance, lead-
ing to increased IL-23 and TNF-a levels [19].
This phenomenon may explain paradoxical
psoriasis. Moreover, cases of exacerbated ec-
zematous reactions have been reported in
patients receiving secukinumab, as described
by Yatsuzuka et al. [20]. It may therefore be
prudent to exercise caution when targeting
Th1/Th17 pathways in individuals predisposed
to Th2-dominant immune response to avoid
triggering eczematous skin reactions.

Conclusion

The number of published reports on
secukinumab use in GPP continues to grow.
To the best of our knowledge, this is the first
documented case from Serbia and under-
scores IL-17 inhibition as a highly effective
therapeutic strategy for this rare and challeng-
ing condition.
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