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Rezumat

Psoriazisul pustulos generalizat (PPG) a fost
considerat in mod clasic o formd particulard de psoriazis
vulgar, mai ales din cauza asocierii frecvente a celor doud
afectiuni.

Cercetirile recente aratd insid ci PPG are o fiziopato-
logie distincti si ridicd problema reclasificarii bolii. Calea de
semnalizare a IL-36 este activatd excesiv in PPG si duce la
un raspuns inflamator exagerat.

Prezentim cazul unei paciente in virstd de 51 ani,
cunoscute cu psoriazis vulgar, care se prezintd pentru o
erupfie eritemato-scuamoasd generalizatd, cu pustule
sterile pe suprafafd, apdrutd in urma unui soc emotional si
a expunerii la soare. Anamneza, examenul clinic, probele de
laborator si examenul histopatologic au indicat dia-
gnosticul de psoriazis pustulos generalizat. Pacienta a fost
spitalizatd si s-a inceput tratament cu corticosteroizi topici
si sistemici in combinatie cu metotrexat, cu remiterea
semnificativd a eruptiei cutanate.

Pentru moment, prima linie de tratament in aceasti
afectiune este reprezentatd de acitretin, metotrexat,
ciclosporind si terapii biologice, dar intelegerea mai bund a
fiziopatologiei PPG si dezvoltarea de noi medicamente care
sd tinteascd specific cdile modificate aduc mari sperante
pentru folosirea de tratamente mai eficiente in viitor.
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Summary

Generalized pustular psoriasis (GPP) has tradi-
tionally been considered a variant of psoriasis vulgaris,
especially since the two conditions often occur in the same
patient.

However, recent research has proven that different
pathological mechanisms are involved in the two con-
ditions. The IL-36 in excessively activates in GPP and lead
to an aberrant inflammatory response. Thus, GPP should
be reclassified as a separate entity.

We present the case of a 51 year old patient, with a
personal history of psoriasis vulgaris, who was admitted to
our hospital for a generalized erythematous eruption, with
overlying scales and pustules, occurring after emotional
distress and excessive sun exposure. The patients history,
clinical and histopathological examination were consistent
with the diagnosis of GPP. Corticosteroids and metho-
trexate treatment was prescribed and the cutaneous
eruption significantly improved during hospitalisation.

At the moment, the first line treatments for GPP are
acitretin, methotrexate, cyclosporine and biological
therapies. A better understating of the underlying physio-
pathological mechanisms involved in this disease and the
development of new drugs that specifically target the
involved pathways could lead to a more effective disease
management in the future.
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Introducere

Psoriazisul pustulos (PP) este o afectiune
cronicd, inflamatorie, rard, cu potential fatal, care
se caracterizeazd prin aparitia de pustule sterile
pe fond eritematos, cu sau fard inflamatie
sistemicd asociata. Incidenta bolii este maxima in
grupa de varsta 30-39 de ani [1].

El este considerat in mod clasic o forma
particulara de psoriazis vulgar (PV), in parte
datorita asocierii frecvente a celor doud conditii
clinice. Tnss, noile descoperiri legate de caile
patogenice implicate in PP pun sub semnul
intrebdrii vechile clasificdri, unii autori sugerand
cd acesta s-ar incadra mai degrabd in categoria
dermatozelor neutrofilice [2,3].

in orice caz, PV este frecvent asociat cu PP,
cam 65% dintre pacienti avdnd manifestdri
sugestive pentru ambele afectiuni [4,5].

PP a fost descris pentru prima datd de
Leopold von Zumbusch, in cazul a doi frati care
aveau leziuni de PV si care au dezvoltat episoade
recurente de eritem generalizat, Insotit de edem si
multiple pustule pe suprafatd. Ei asociau semne
de inflamatie sistemica si febra. Puseurile erau de
scurtd duratd, iar vindecarea se ficea cu
descuamare. [6]

Leziunea primard in PP este pustula, definitd ca
o aglomerare vizibild macroscopic de neutrofile
la nivel epidermic sau subcornos, cu sau fara
eozinofile asociate. Sunt compatibile cu dia-
gnosticul de PP si pustulele foarte mici, care nu
sunt vizibile cu ochiul liber. Pustulele din PP sunt
sterile. [6]

Pustulele si microabcesele Munro pot fi
intalnite si In psoriazisul vulgar, dar sunt
prezente doar la nivelul plécilor de psoriazis sau
la periferia acestora. Acest tablou nu face parte
din categoria PP [6].

Mai multe subtipuri clinice sunt incadrate in
prezent in categoria psoriazisului pustulos, desi
nu existd un consens, iar clasificirile diferd de la
un grup de autori la altul. Dintre subtipurile
clinice de PP enumerdam: pustuloza palmo-
plantara (PPP), acrodermatita continua Hallo-
peau (ACH), psoriazisul pustulos generalizat si
impetigo herpetiformis. Pentru a evita confuzia,
unii autori prefera sa imparta simplu PP in forme
localizate si sistemice. [6-8]
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Introduction

Pustular psoriasis (PP) is a rare chronic
inflammatory disease that is characterized by the
apparition of sterile pustules on an erythematous
background, with or without accompanying
systemic inflammation. The outcome of this
condition can potentially be severe, exacerbation
episodes even leading to death in some cases. The
incidence of the disease is highest in the 30-39
years age group [1].

PP is traditionally considered to be part of
the psoriasis vulgaris spectrum, mainly because
the two conditions often occur simultaneously in
the same patient. However, in the light of
recent research regarding the pathological
mechanisms involved in PP, the old classification
systems are starting to be questioned, some
authors suggesting that PP should more
appropriately be considered part of the
neutrophilic dermatoses group [2,3]. Never-
theless, around 65% of PP patients also have
clinical manifestations of PV [4,5].

PP was first described by Leopold von
Zumbusch, in the case of two siblings who had
PV and later developed recurring episodes of
generalized erythema associated with edema and
multiple sterile pustules, as well as fever and
systemic inflammation. The exacerbation
episodes were self-limiting and extensive
desquamation occurred during healing [6].

The primary lesion seen in PP is the sterile
pustule, which is defined as a macroscopically
visible collection of neutrophils in the epidermis,
with or without associated eosinophils. Very
small pustules that can only be seen on micro-
scopic examination are also compatible with the
diagnosis of pustular psoriasis [6].

Pustules and microabscesses of Munro can
also be seen in PV, but in this condition, they are
only present within the psoriatic plaque or at its
periphery. This histopathologic picture is not
suggestive of PP [6].

Several clinical subtypes of PP have been
described, although no consensus has been
reached and classifications are slightly different
from one group of authors to the other. We
mention here the following subtypes of PP:
palmoplantar pustulosis (PPP), acrodermatitis
continua of Hallopeau (ACH), generalized pus-
tular psoriasis (GPP) and impetigo herpetiformis.




O mare parte din cazurile de PP au carac-
teristici mixte. Consensul este ca acestea sd fie
clasificate in functie de caracteristicile care
domind tabloul clinic. Toate formele de PP sunt
asociate frecvent cu placi de PV.

Consensul european [6] defineste PPG prin
aparitia de pustule sterile, vizibile macroscopic,
la nivelul pielii non-acrale (excluzand cazurile in
care pustulele apar la nivelul placilor de PV sau
la periferia acestora). Pustulele pot sau nu sa fie
asociate cu prezenta inflamatiei sistemice sau a
psoriazisului In placi si au caracter recurent (mai
mult de 1 episod) sau persistent (cu duratd de
mai mult de 3 luni). Leziunile se instaleaza brusc
si in cea mai mare parte a cazurilor se remit
spontan dupd cdteva sdptimani. Afectiunea
apare in general la adulti, dar se poate intalni si la
copii. Boala este mai frecventd la asiatici decat la
caucazieni. [6,8,9]

Ghidul japonez [1] pentru managementul si
tratamentul PPG sustine cd diagnosticul de
certitudine poate fi formulat dacd pacientul
indeplineste simultan urmaétoarele patru conditii:

1. Prezinta simptome sistemice, cum ar fi

febra si apatia

2. Prezintd eritem generalizat sau foarte

extins, insotit de multiple pustule sterile,
care pot conflua, formand lacuri de puroi

3. La examinarea histopatologica, prezinta

pustule neutrofilice subcorneene -
pustulele spongiforme Kogoj

4. Recurenta tabloului clinic si histopatologic

de mai sus

Acelasi ghid sustine ca suspiciunea de PPG
poate fi ridicatd In cazul pacientilor care inde-
plinesc criteriile 2. si 3.

Diagnosticul diferential in cazul PPG trebuie
ficut cu pustuloza acutd exantematoasd
generalizatd (AGEP). Istoricul pacientului este
deosebit de util in acest sens, dat fiind ca tabloul
clinic este foarte asemdndtor in cele doud
afectiuni. AGEP este declansatd in general de
administrarea de medicamente cum ar fi pristi-
namicina, ampicilina, amoxicilina, quinolonele,
sulfonamidele, terbinafina si diltiazemul. Cu
toate ca AGEP si PPG sunt considerate in mod
clasic a fi afectiuni diferite, studii recente au
descoperit mutatii la nivelul IL-36RN si in AGEP,
indicand cdi patogenice comune. Este astfel
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In order to avoid confusion, some authors choose
to simply divide PP into localized or systemic
disease. [6-8]

A great part of PP cases has characteristics of
more than one subtype and should be classified
according to the dominant clinical picture. All
subtypes of PP are often associated with plaques
of PV. [6-8]

The European consensus [6] defines GPP as
the occurrence of macroscopically visible sterile
pustules on non-acral skin (excluding cases when
the pustules appear on psoriasis plaques or at
their periphery), which may or may not be
associated with systemic inflammation or PV and
which are recurring (more than one episode) or
persistent (for more than 3 months) in nature. The
lesions have a sudden onset and, in most cases,
spontaneously remit after a few weeks. PP is
generally seen in adults, but cases in children
have also been reported. The disease is more
prevalent among Asian populations than among
Caucasians [6,7,9].

According to the Japanese guide [1] for the
management and treatment of GPP, the definite
diagnosis of GPP can be made if the following
four criteria are simultaneously met:

1. The presence of systemic symptoms such

as fever and fatigue.

2. The occurrence of generalized or nearly
generalized erythema along with multiple
sterile pustules, that may or may not be
confluent, creating lakes of puss.

3. The presence, on histopathologic exami-
nation, of subcorneal neutrophilic pus-
tules - spongiform pustules of Kogoj.

4. The recurrence of the above-mentioned
clinical and histopathological pictures.

According to the same guide, the suspicion of
PP can be formulated if the second or the third
criteria are present.

The differential diagnosis with acute gene-
ralized exanthematous pustulosis (AGEP) must
be made. The personal history of the patient is
extremely useful to this end, since the clinical
picture of the two conditions is very similar.
AGEP is generally caused by the administration
of drugs such as pristinamycin, ampicillin,
amoxicillin, quinolones, sulfonamides, terbina-
fine and diltiazem. Although AGEP and GPP are
classically considered to be different diseases,
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posibil ca AGEP si PP sa fie doud manifestari
distincte ale aceleiasi entitdti patologice. [6,9-11]

S-au identificat mai multi factori declansatori
implicati in aparitia puseurilor de PPG: infectii
(mai ales streptococice si infectii virale ale cdilor
respiratorii), vaccinarea, sarcina, hipocalcemia,
hipoparatiroidismul, anumite medicamente,
oprirea tratamentului cu corticosteroizi sau cu
ciclosporind, expunerea la radiatii UV etc.
[6-9,12-17] S-au raportat si cazuri de PPG
paradoxal, indus de tratamente biologice
[9,18-21].

PPG are in general un caracter evolutiv
intermitent, marcat de episoade de exacerbare cu
debut brusc, cu remitere completd a leziunilor in
citeva sdptdmani. Perioadele de acalmie dureaza
luni sau ani. Uneori, Insd, PPG poate avea
caracter persistent, cu leziuni reziduale si in
perioadele dintre puseuri. PPG poate fi asociat cu
PV sau cu aparitia inflamatiei sistemice si a
febrei. [6,8,9]

Tabloul paraclinic constd in aparitia leuco-
citozei cu neutrofilie si cresterea markerilor
inflamatorii. In cazul instalarii de complicatii pot
aparea hipoproteinemia si hipocalcemia. Se mai
poate observa cresterea nivelurilor de IgA sau
IgG. ASLO crescut poate indica o infectie
streptococicd ca potential factor declansator. Se
recomandd evaluarea pentru prezenta unei
eventuale amigdalite sau a altei infectii conco-
mitente, a unei artrite, a afectdrii oculare,
hepatice sau renale, prezenta amiloidozei secun-
dare. Afectarea hepaticd sau renald influenteaza
alegerea tratamentului.[1]

Complicatiile care pot apdrea includ insufi-
cienta respiratorie, hepaticd sau renala si
suprainfectiile bacteriene. PPG se asociaza
frecvent cu inflamatie sistemica, dar si cu
manifestari mucoase si cu artritd. Ocazional,
boala se poate asocia cu insuficientd respiratorie,
simptome oculare si amiloidozd secundara. [1]

PPG are potential fatal, decesul aparand in
general din cauza insuficientei cardiace sau
respiratorii sau a suprainfectiilor bacteriene.
Mortalitatea estimata este de 3-7%. [9,22]

Adesea se observa citolizd hepaticd sau
colestaza In timpul puseurilor acute sau la ceva
timp dupd acestea. S-au demonstrat infiltrate
inflamatorii neutrofilice la nivelul cdilor biliare si
al spatiilor portale si periportale la acesti pacienti,
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recent studies have uncovered mutations of the
IL-36RN in AGEP as well, indicating similar
pathogenic mechanisms in the two entities. It
may thus be possible that AGEP and GPP be
different clinical manifestations of the same
disease [6,9-11].

Several triggering factors of GPP exacerbations
have been identified: infections, especially strep-
tococcal and viral upper airway infections, vacci-
nation, pregnancy, hypocalcemia, hypopara-
thyroidism, certain drugs, corticosteroid or
cyclosporine treatment discontinuation, UV
radiation exposure etc. [6-9,12-17]. Paradoxical
GPP cases, triggered by biologic medications,
have also been reported [9,18-21].

GPP generally has an intermittent course,
with sudden onset of exacerbation episodes that
then completely resolve in a matter of weeks and
are followed by remission periods that last for
months or even years. Sometimes, however, GPP
can have a persistent course, with some
characteristic lesions present even between
exacerbation episodes. GPP can be associated
with lesions of PV or with systemic inflammation
and fever [6,7,9].

The characteristic laboratory findings are
leukocytosis with neutrophilia and elevated
inflammatory markers. If antistreptolysin O
antibodies are raised, we can presume that a
streptococcal infection triggered the exa-
cerbation. The patient should also be evaluated
for the presence of tonsilitis or another infection.
If complications occur, hypocalcemia and
hypoproteinemia can also be seen. IgA and IgG
levels can be elevated. The choice of treatment
should take into account the presence of kidney
or liver function abnormalities [1].

Potential complications are bacterial super-
infections and respiratory, liver or kidney failure.
GPP is frequently associated with systemic
inflammation, mucosal manifestations and
arthritis. Respiratory failure, eye manifestations
and secondary amyloidosis can also occasionally
occur [1].

GPP can potentially be fatal. The cause of
death is usually cardiac or respiratory failure or is
related to bacterial superinfections. Estimated
disease mortality is of 3-7% [9,22].

Hepatic cytolysis or cholestasis can often be
seen during or after acute episodes of




precum si stricturi pe cdile biliare la investigatiile
imagistice. Acest tip de afectare a fost denumit
colangitd neutrofilicd si pare sa aibd o evolutie
autolimitatd, benigna [8,23,24].

Severitatea crescutd a episodului de exacer-
bare este indicatd de extensia afectdrii cutanate,
de magnitudinea inflamatiei sistemice si de
prezenta edemelor. Acestea din urmd au fost
asociate cu aparitia complicatiilor, cum ar fi
insuficienta cardiacd, sindromul de detresa
respiratorie sau sindromul de extravazare
capilara. [1]

Se recomandd efectuarea unui examen histo-
patologic din leziuni pentru formularea dia-
gnosticului de certitudine. [1]

Desi PP a fost considerat multd vreme o
formd clinicd de PV, descoperiri recente au
evidentiat diferente in evenimentele patogenice
implicate in cele doua afectiuni.

O mutatie care a fost bine studiata in PP, desi
este responsabild doar de o minoritate din cazuri,
se gdseste la nivelul genei IL-36RN, care codificad
antagonistul receptorului IL-36. IL-36RN face
parte din familia IL-1, impreund cu alte citokine
implicate in imunitatea Innascutd, si are rol
antiinflamator prin inhibarea activarii NF-kf
(nuclear factor 'kappa-light-chain-enhancer’ of activated
B-cells) [3,6]. Mutatia responsabild pentru PP
inactiveazd IL-36RN, conducidnd astfel la
activarea cdii IL-36 si la stimularea consecutiva a
keratinocitelor si a celulelor prezentatoare de
antigen, cu activarea cailor inflamatorii implicate
in patogenia PP [25].

IL-36RN se transmite autozomal recesiv, dar
PPG a fost diagnosticat si la pacienti care aveau o
singurd aleld mutata, boala fiind probabil cauzata
de aparitia de mutatii in alti loci [6,25].

Mutatiile la nivelul acestei gene sunt impli-
cate in aproximativ 25% din cazurile de PPG si in
20% din cazurile de acrodermatitd continua
Hallopeau. Asocierea cu PPP este mai slabd, iar
unii autori neagd chiar existenta ei. [2,6]

Mutatiile la nivelul IL-36RN par sd se
asocieze cu o varsta mai micd la debutul bolii si
cu un nivel mai crescut al inflamatiei sistemice.
Boala debuteazd mai tarziu in cazul pacientilor
cu mutatii la nivelul unei singure alele, dar
nivelul inflamatiei sistemice este comparabil cu
cel intalnit la pacientii cu mutatii homozigote.
Mutatiile la nivelul IL-36RN sunt mai rar
intalnite la pacientii care au PV asociat. [6,25-27]
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exacerbation. In these patients, neutrophilic
infiltrates have been shown in the biliary ducts as
well as in the portal and periportal spaces and
imaging studies have demonstrated the presence
of strictures on the biliary ducts. This pre-
sentation has been named neutrophilic
cholangitis and it seems to have a benign, self-
resolving nature [7,23,24].

The presence of extensive cutaneous
manifestations, high levels of inflammatory
markers or edema indicates the increased
severity of the episode of exacerbation. The
presence of edema has been associated with
complications such as cardiac failure, respiratory
distress syndrome or capillary leak syndrome
[1].

It is recommended to perform a histo-
pathologic exam of the lesions in order to
formulate the definite diagnosis [1].

Although PP has long been considered just
another clinical presentation of PV, recent
research has uncovered differences in the
inflammatory pathways involved in the two
diseases.

The inactivating mutation of IL-36RN, a gene
that codes for the IL-36 receptor antagonist, has
been well studied in PP, even though it is only
responsible for a minority of cases. IL-36RN, as
well as other cytokines involved in the innate
immunity, is part of the IL-1 family. It has an anti-
inflammatory role, through inhibition of NF-kB
(nuclear factor ‘kappa-light-chain-enhancer’ of activated
B-cells) [2,6]. When IL-36RN is inactivated, this
leads to the abnormal activation of the IL-36
pathway and, consequently, to the stimulation of
keratinocytes and antigen presenting cells and
the activation of the inflammatory pathways
involved in PP [25].

Even though IL-36RN has an autosomal
recessive mode of transmission, GPP has
also been described in patients that only had one
mutant allele. In these cases, the disease was
likely caused by mutations occurring in addi-
tional loci [6,25].

IL-36RN mutations were found in about 25%
of GPP cases and 20% of ACH cases. Its
association with PPP is less clear and some
authors even deny its existence [3,6].

The presence of IL-36RN mutations seems to
be associated with an earlier disease onset and
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S-au mai gasit si mutatii ale CARD-14 (caspase
recruitment domain family member 14 gene) in PP,
dar si In PV si in pitiriazis rubra pilaris. Proteina
codificatd de aceastd gena are rol in apoptoza si in
semnalizarea pe calea NF-kf. Mutatiile CARD-14
descrise in PP duc la o activare anormald a NF-
kp.[6]

O altd gena implicata in patogenia PP este
AP1S3. Aceasta codificdA o subunitate a com-
plexului de proteine cu rol in adaptare, AP-1.
Rolul sdu este promovarea traficului de vezicule
intre aparatul Golgi si endozomi. [6]

Spre deosebire de PV, in PP se regdsesc
niveluri mai mari de IL-1 si calea imunitatii
inndscute este activatd mai puternic. [28]

Prezentare de caz

Vom ilustra mai jos cazul unei paciente in
varstd de 51 de ani, care s-a prezentat in clinica
noastrd pentru eritem generalizat, cu mici arii de
crutare, cu pustule vizibile pe suprafata.
Leziunile au apdrut cu 2 zile anterior prezentarii
si s-au extins cu rapiditate. Starea generald a
pacientei era usor alteratd, dar aceasta era
afebrild. Episodul in curs a debutat la cateva zile
dupd un eveniment personal supdrator si la o
sdptdimand dupd ce pacienta a revenit din
concediu la mare. De altfel, la examenul clinic se
remarca prezenta unor zone de descuamare,
datorate cel mai probabil injuriei actinice. Se
decide internarea pentru investigatii, monito-
rizare si instituirea tratamentului sistemic.

Din antecedentele personale patologice
retinem prezenta psoriazisului vulgar tratat topic
intermitent cu corticosteroizi (placi la nivelul
scalpului si coatelor), a unui episod anterior de
PPG, a hipertensiunii arteriale neglijate tera-
peutic si a unei tulburdri anxioase-depresive.
Pacienta nu urma niciun tratament la momentul
aparitiei simptomatologiei descrise mai sus.

In plus, cu 4 ani anterior prezentarii actuale,
ea a mai avut un episod asemdnator, cu eritem
extins, peste care se suprapuneau pustule sterile.
Leziunile aveau aspect circinat, care a devenit
evident mai ales dupa initierea tratamentului si
restrangerea ariei afectate de eritem. Pacienta a
fost febrila la prezentare, cu alterarea starii
generale. La acel moment s-au identificat ca
factori declansatori o infectie respiratorie, un alt
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higher levels of systemic inflammation. In
heterozygous patients, the disease seems to have
a later onset, but the systemic inflammation
levels are similar to those seen in homozygous
patients. IL-36RN mutations are less often seen in
patients who have concomitant psoriasis vulgaris
[6,25-27].

CARD-14 (caspase recruitment domain family
member 14 gene) mutations have also been
described in PP, as well as in PV and pityriasis
rubra pilaris. This gene codes for a protein that is
involved in apoptosis and NF-kB signaling.
When CARD-14 is mutated in PP, this leads to an
abnormal activation of the NF-kB pathway [6].

Another gene involved in PP is AP1S3, which
codes for the AP-1 (activating protein-1) subunit of
the adaptor related protein complex. Its role is the
promotion of vesicular transport between the
Golgi apparatus and endosomes [6].

As opposed to PV, PP also has higher levels of
IL-1 and the innate immune system is more active
[28].

Case presentation

We hereby present the case of a 51-year-old
female patient, who presented to our clinic for
nearly generalized erythema with multiple
pustules, that first appeared two days prior to the
presentation and then rapidly extended. The
patient presented with fatigue, but no fever. The
symptoms developed a few days after an
upsetting personal event and a week after a trip
to the seaside. At the clinical examination there
were areas of desquamation due to sun over-
exposure. In face of the clinical picture, it is
decided that the patient be hospitalized for
further investigations, monitoring and institution
of systemic treatment.

The patient’s history is positive for plaques of
psoriasis vulgaris on the scalp and elbows, that
she treated intermittently with topical cortico-
steroids, a previous episode of GPP, neglected
hypertension and depression.

At the time of the current presentation the
patient was not following any treatment.

Four years prior to the current presentation,
the patient had a similar episode, of extensive
erythema with overlying sterile pustules,
associated fever and fatigue. At the time, the




Figura 1. Primul episod de exacerbare. Eritem extins,
scuame, pustule sterile. Aspect circinat al leziunilor.
Figure 1. First exacerbation episode. Extensive erythema,
scales, sterile pustules. The lesions have an annular
configuration.

eveniment personal supdrdtor si expunerea
intempestiva la radiatiile solare.

in cazul acestei prime exacerbari, paraclinic,
s-au evidentiat leucocitozd 22.000/mm?3, cu
neutrofilie, si sindrom inflamator sistemic
(VSH=51 mm/h). Radiografia pulmonard a
evidentiat accentuarea desenului interstitial
peribronhovascular bilateral, mai ales pe partea
stingd, opacifierea partiald a sinusului costo-
diafragmatic drept si prezenta unei adenopatii
hilare drepte. S-a instituit tratament cu claritro-
micind, corticosteroizi sistemici, metotrexat,
precum si tratament simptomatic si topic, cu
evolutia favorabild a manifestarilor.

in ceea ce priveste episodul in curs, analizele
recoltate la internare evidentiazd leucocitoza
16.200/mm?, cu neutrofilie, sindrom inflamator
sistemic (CRP=11,3 mg/dL), prezenta de leuco-
cite si de proteine in urind, cu flord microbiana
frecventd, dar nitriti negativi. Testul antigenic
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Figura 2. Primul episod de exacerbare, aspect dupi
initierea tratamentului sistemic. Rezolvarea pustulelot,
remanenta unor pldci eritematoase cu aspect circinat.
Figure 2. First exacerbation episode, after the initiation of
systemic treatment. Remission of pustules. Some
erythematous annular plaques are still evident.

lesions had an annular configuration, that
became more and more obvious once the
treatment was started and the erythema started
to fade. The triggering factors for that exacer-
bation episode were a concomitant upper
respiratory tract infection, another upsetting
personal event and excessive exposure to UV
radiation.

During this first exacerbation episode the
patient had leukocytosis of 22,000/mm?® with
neutrophilia and systemic inflammation (ery-
throcyte sedimentation rate, ESR=51 mm/h). A
chest X-ray was performed, showing accen-
tuation of the interstitial lung pattern, most
apparent in the left lung, the partial opacification
of the right costodiaphragmatic recess and the
presence of an enlarged right hilar lymph node.
For this first episode, treatment was started with
clarithromycin, systemic and topical cortico-
steroids, methotrexate, as well as symptomatic
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Figura 3. Episodul in curs, aspecte la prezentare. Eritem
generalizat, cu mici arii de crufare, edem asociat, pustule
vizibile pe suprafatd si descuamare din cauza injuriei
actinice.

Figure 3. Current exacerbation episode, at presentation.
Generalized erythema, with small sparing areas, associated
edema, sterile pustules and desquamation due to actinic
injury.

pentru SARS-CoV-2 a avut rezultat negativ, la fel
ca anticorpii anti-streptolizind O (ASLO).

Pentru diagnosticul de certitudine si docu-
mentarea episodului, se recolteazd o probad
pentru examen histopatologic. Rezultatele arata
ortokeratozd si parakeratozd si prezenta de
acumulari de neutrofile in spatiul cornos, inclusiv
microabcese Munro. Se mai descriu acantozi si
papilomatozd, zone de agranulozd, pustule
spongiforme Kogoj la nivelul malpighianului
superior, infiltrat limfocitar dens dispus peri-
vascular in derm. Aspectele histopatologice
sunt compatibile cu diagnosticul de psoriazis
pustulos.

Luand in considerare tabloul clinic, rezul-
tatele investigatiilor paraclinice si istoricul
pacientei se formuleaza diagnosticul de psoriazis
pustulos generalizat.

Figura 4. Episodul in curs, detaliu — pustule vizibile pe
fond eritematos. Imaginea este obtinutd dupd inceperea
tratamentului sistemic. Se observd astfel reducerea ariei de
eritem.

Figure 4. Current exacerbation episode, detail. Pustules on
an erythematous background. The image is taken after the
initiation of the systemic treatment. The area of erythema
has reduced.

treatment and the evolution of the patient was
favorable.

Regarding the second, current, episode of
exacerbation, blood work-up at admission
showed leukocytosis of 16 200/ mm? with neutro-
philia, systemic inflammation (C reactive protein,
CRP = 11,3 mg/dl), the presence of leukocytes
and proteins on urinalysis, with frequent
bacteria, but negative nitrites. The antigen test for
the SARS-CoV-2 infection was negative, and the
antistreptolysin O antibodies were in normal
range.

In order to establish the definite diagnosis
and to ensure the clear documentation of the
episode, a skin sample was taken to perform a
histopathologic exam. The examination shows
ortho- and parakeratosis, the presence of
neutrophils and Munro microabscesses in the
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Se decide instituirea de tratament cu
dexametazond, prednison, metotrexat in doza de
15 mg/sdptamana, corticosteroizi topici si trata-
ment simptomatic.

Evolutia pacientei este favorabild, cu ame-
liorarea aspectului leziunilor cutanate, iImbu-
ndtatirea starii generale si a rezultatelor probelor
paraclinice (leucocite 15.600/ mm?3, CRP=0,42
mg/dl, sumar de urind normal). Vindecarea
leziunilor cutanate s-a ficut cu descuamare.

Se decide externarea pacientei cu recoman-
darea de tratament la domiciliu cu prednison 80
mg/zi, cu recomandare de sciddere progresiva a
dozelor, metotrexat 15 mg/sdptdmand si trata-
ment topic. De asemenea, se recomandd efec-
tuarea unui consult psihiatric pentru incercarea
controlului emotiilor puternice ca factor declan-
sator al bolii.

Evolutia a fost bund dupd externare, sub
tratament cu metotrexat. Dupd rezolvarea com-
pleta a leziunilor pacienta a intrerupt din proprie
initiativd tratamentul cu metotrexat si a fost
pierduta din vedere. A reluat legatura cu medicul
curant 6 luni mai tarziu pentru a raporta o alta
exacerbare de PPG, fird a se prezenta insd in
serviciul nostru pentru consultatie si tratament.
Afirmativ, episodul s-a remis dupa tratament cu
metotrexat.

Discutii si perspective terapeutice

Cazul pacientei noastre este tipic pentru un
episod de exacerbare a PPG, prin manifestarile
clinice, rezultatele investigatiilor paraclinice,
aspectul histopatologic si caracterul recurent al
leziunilor.

Episoadele de exacerbare au fost tratate
eficient cu corticoizi sistemici in combinatie cu
metotrexat. Faptul cd ultimele doua exacerbari au
aparut la interval mic de timp si au fost insotite
de inflamatie sistemicd, cu potential de aparitie a
unor complicatii severe, precum si prezenta
leziunilor de PV asociate ar recomanda pacienta
pentru instituirea unui tratament de intretinere,
cu metotrexat sau un agent biologic. Din pécate,
pacienta nu doreste sda urmeze tratamente de
lunga durata.

PPG este o afectiune rard, care a fost exclusa
din cea mai mare parte a trial-urilor clinice
pentru psoriazis. Astfel, tratamentul se bazeaza
pe date care provin din studii de mici dimensiuni
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keratin layer, acanthosis and papilloma-
tous, areas of agranulosis, Kogoj spongiform
pustules in the upper Malpighian layer and a
dense perivascular lymphocytic infiltrate in the
dermis. The histopathologic aspects are com-
patible with the diagnosis of pustular psoriasis.

Thus, taking into consideration the clinical
picture, the laboratory findings, the histo-
pathologic pattern and the patient’s personal
history, the diagnosis of generalized pustular
psoriasis is made.

It is decided that treatment be started with
dexamethasone, prednisone, methotrexate at a
dose of 15 mg/week, as well as symptomatic
treatment and topical corticosteroids.

The patient has a good clinical course under
treatment, with the improvement of the cuta-
neous lesions and of the general state and
normalization of the blood tests (leukocytes 15
600/mm?® CRP=0,42 mg/dl, normalization of
urinalysis). Desquamation occurred during the
healing of the lesions.

The patient is released from hospital with the
recommendation to continue the treatment with
50 mg of prednisone daily, with tapering, 15
mg/week of methotrexate and topical cortico-
steroid treatment. She is also advised to seek
psychiatric counselling in order to try to control
her emotions, since they seem to be an important
triggering factor in her case.

Even after the systemic corticoids were
discontinued, the lesions continued to improve
under methotrexate treatment. However, once
the patient was clear of lesions, she stopped using
methotrexate without seeking medical advice
and she was lost to follow-up. Six months later
she recontacted her physician to report another,
milder, GPP exacerbation, but she did not present
to the clinic in order to receive a consultation and
treatment recommendations. This episode admit-
tedly resolved after methotrexate treatment as
well.

Discussions and therapeutic perspectives

The clinical picture, the laboratory findings,
the histopathologic description and the recurring
character of the lesions in the case of our patient
illustrate a typical GPP exacerbation episode.

The patient’s exacerbations were treated with
systemic corticosteroids in combination with
methotrexate, with good results. A maintenance
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sau din raportdri de cazuri. Mai mult, aprecierea
influentei reale a tratamentului asupra bolii este
ingreunatd de cursul natural al bolii, caracterizat
prin remisiunea spontand a leziunilor dupa
cateva saptdmani de evolutie. [8,29]. Dat fiind
potentialul sever al bolii, tratamentul presupune
folosirea de medicamente sistemice.

Tratamentul PPG are ca obiective controlul
rapid al eruptiei si al simptomatologiei asociate,
precum si prevenirea si controlul complicatiilor
pe termen scurt si lung (insuficientd renald acuts,
insuficientd respiratorie acutd, colangitd, artrita,
boli cardiovasculare etc.) [4].

fn anul 2012, un grup de lucru al National
Psoriasis Foundation a elaborat un consens al
expertilor cu privire la modalitdtile terapeutice
pentru psoriazisul pustulos [30].

Tratamentul ar trebui ales in functie de
extensia si de severitatea bolii. Tratamentul este
influentat si de caracteristici sau comorbiditati ale
pacientilor. De exemplu, in cazul femeilor
insdrcinate trebuie sd se ia In calcul potentialul
teratogen al medicamentelor. [30]

S-a decis cd prima linie de tratament In PP
este reprezentatd de acitretin, ciclosporing,
metotrexat si infliximab. A doua linie de tra-
tament constd in adalimumab, etanercept si
terapie cu psoralen si ultraviolete de tip A
(PUVA). [30]

Infliximabul si ciclosporina au un timp scurt
pana la instalarea efectelor, astfel incat se preferd
la pacientii cu forme severe, acute de PPG. [30,31]

A doua linie de tratament pentru PPG este
reprezentatd de adalimumab, etanercept si
terapie combinatd (cu un agent clasic de prima
linie impreund cu un medicament biologic). Se
poate lua in considerare si aplicarea topicd a
corticosteroizilor sau a inhibitorilor de calci-
neurind. De asemenea, se poate folosi terapia
PUVA. Aceasta este cea mai eficientd atunci cand
este combinatd cu acitretin sau ciclosporind. [30]

In general folosirea corticosteroizilor siste-
mici In psoriazis nu este recomandatd, dar in
cazul PPG se poate recurge la administrarea
acestora dacd alte optiuni terapeutice nu pot fi
folosite. Corticoizii sistemici au o eficientd buna
in cazul episoadelor acute, severe, de PPG, dar
prezintd risc de exacerbare a bolii prin efect de
rebound la oprirea tratamentului. Riscul aparitiei
acestor exacerbari pare sd fie redus atunci cand se
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treatment with either methotrexate or biologics
could be considered for our patient, considering
the fact that the exacerbations were associated
with systemic inflammation that can potentially
lead to severe complications, that the last two
exacerbation episodes occurred within a short
time interval and that she also has PV plaques.
Unfortunately, the patient does not wish to
follow any long-time treatment.

GPP is an uncommon disease that has not
been included in most of the clinical trials for
psoriasis treatment. Thus, treatment in GPP is
based on data from small studies or from case
reports. Moreover, the natural course of the
disease, with spontaneous resolution of the
clinical manifestations a few weeks from onset,
makes it difficult to evaluate the actual influence
of treatments [7,29].

Given that the disease course can potentially
be severe, systemic treatments are used for GPP.

The treatment goals are the quick control of
the eruption and of the associated symptoms, as
well as the prevention of long and short-term
complications, such as acute kidney injury,
respiratory distress, cholangitis, arthritis, cardio-
vascular disease, etc. [4]

In 2012, a task force of the National Psoriasis
Foundation Medical Board achieved a consensus
regarding treatment modalities for pustular
psoriasis [30].

The choice of treatment should be made
depending on the disease severity and extension.
The patient characteristics or comorbidities also
influence the treatment choice. For instance, if
treating a pregnant woman, the teratogenic
potential of the drugs should be taken into
account [30].

Acitretin, cyclosporine, methotrexate and
infliximab were designated as first line treat-
ments [30].

Infliximab and cyclosporine have a short time
interval until effect onset and are thus preferred
for the treatment of acute, severe forms of GPP
[30,31].

Second line treatments were adalimumab,
etanercept and combined therapy (with a first
line classic systemic agent together with a
biologic agent). Topical corticosteroids or cal-
cineurin inhibitors can be applied to the lesional
skin. Psoralen and ultraviolet A light therapy
(PUVA) can also be used and is more effective
when acitretin or cyclosporine are used
concomitantly [30].




foloseste un alt agent sistemic impreund cu
corticosteroizii, care se continud si dupa oprirea
acestora. Acest concept nu a fost Insa verificat
prin studii de buni calitate. [30,32]

Retinoizii sunt mai eficienti decat alte
tratamente, dar au si o incidentd mai mare a
efectelor adverse, dependent de doza [33]. inPPG
se recomanda folosirea acitretinului, desi in unele
cazuri s-a incercat si folosirea isotretinoinului la
femei de varstd reproductivad. Retinoizii actio-
neazd prin inhibarea proliferarii keratinocitelor si
prin inhibarea activarii celulelor Th17. Mai mult,
acestia nu pot fi administrati in sarcing, din cauza
potentialului teratogen. Efectele benefice ale
tratamentului se observa in general la 7-10 zile de
la initierea tratamentului. [30,34,35]

In cazul metotrexatului, beneficiile tratamen-
tului se instaleaza lent, in cateva saptdamani. Doza
maximd recomandatd este de 25 mg/sdptamana,
iar pacientii trebuie monitorizati atent pentru
aparitia efectelor adverse hematologice si
hepatice. [30,36].

Ciclosporina are un debut rapid al efectului,
la 2-4 sdptdmani de la inceperea tratamentului
[30]. Ea actioneaza prin inhibarea sintezei de IL-2
si prin scdderea activarii celulelor T. [28,30]

Mai recent, medicamentele biologice au
inceput sa fie folosite din ce in ce mai mult in
tratamentul PP. Pan3 la acest moment, ele nu au
fost aprobate pentru tratamentul PPG in SUA si
in Europa. Cu toate acestea, in Japonia, Taiwan si
Thailanda au fost aprobate tratamente biologice
pentru PPG, pe baza unor studii mici, nerando-
mizate si a experientei cu aceste tratamente in
psoriazisul in placi. [1,30,37]

Mai multe studii mici au ilustrat imbuna-
tdtirea rapidd a simptomatologiei sub tratament
cu infliximab, folosit singur sau in combinatii.
[30,31,38,39] Inhibitorii de IL-17 par sa fie si ei
eficienti in tratamentul PPG. Secukinumabul,
ixekizumabul si brodalumabul au avut rezultate
bune in studii mici, desi monitorizare eficientei
s-a facut la mai multe siptamani de la debutul
episodului de exacerbare. [34,40-43].

Si inhibarea IL-23 sau IL-23/IL-12 a adus
rezultate bune in PPG, guselkumabul si
ustekinumabul dovedindu-se eficiente chiar si la
pacienti care nu avuseserd initial un rdspuns
favorabil la tratamentul cu inhibitori ai TNF-a
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Use of systemic corticosteroids in psoriasis is
usually discouraged. In GPP, however, they can
be used if other treatment modalities cannot be
administered. Systemic corticosteroids have good
efficacy in acute, severe GPP episodes, but when
treatment is discontinued there is a risk of disease
exacerbation because of a rebound effect. The risk
of such exacerbations can be reduced when
another systemic agent is used in conjunction
with corticosteroids and is continued even after
corticosteroid tapering. However, this concept
has not yet been verified by large, good-quality
studies [30,32].

Retinoids seem to be more effective than
other treatments, but they also have a higher
incidence of side effects. The rate at which side-
effects appear is dose dependent [33]. Acitretin is
the retinoid of choice in GPP, even though
isotretinoin has also been used in females of
reproductive age. Retinoids act by inhibition of
keratinocyte proliferation and of Thl7-cell
activation. Moreover, they cannot be used during
pregnancy because of their teratogenic potential.
The benefic effects of treatment can generally be
seen 7 to 10 days after treatment initiation
[30,34,35].

In the case of methotrexate, treatment
benefits occur slowly, in a few weeks’ time. The
maximum recommended dose is of 25 mg per
week and patients need close monitoring for
hematological and hepatic side effects [30,36].

Cyclosporine has a quick effect onset, at 2-4
weeks after treatment initiation. The mechanism
of action involves IL-2 synthesis inhibition and
decreasing T-cell activation [28,30].

More recently, biologic drugs have started
being used more and more in the treatment of PP.
They have not yet been approved for this
indication in the USA or in Europe, but they have
already been approved for the treatment of GPP
in Japan, Taiwan and Thailand, based on data
coming from small, non-randomized studies and
from the experience with these treatments in
plaque psoriasis [1,30,37].

Several smaller studies have illustrated the
rapid improvement of symptoms under inflix-
imab treatment, either used as monotherapy or in
combinations [30,31,38,39]. IL-17 inhibitors also
seem to be effective in the treatment of GPP.
Secukinumab, ixekizumab and brodalumab have
all had good results in small studies, even though
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sau cu metotrexat [28,44-46]. Si inhibitorii de
IL-1 au avut rezultate bune [28,47-49].

Tratamentele topice cu corticosteroizi, inhi-
bitori de calcineurind sau analogi de vitamina D
pot fi folosite ca terapie adjuvantd. [1,9,28,
30,50,51]

PUVA poate fi folositd ca tratament de
mentinere pe termen lung in PPG, odatd ce se
reuseste controlul episodului de exacerbare [30].

in sarcing, se pot folosi ciclosporina, cortico-
steroizii sistemici si tratamente topice ca prima
linie de tratament. Dupa obtinerea controlului
exacerbdrii, se mai pot folosi terapia PUVA sau
UVB cu bandd ingusta [30].

La copii, recomandarile sunt aseméanatoare cu
cele formulate pentru adulti. Tratamentele de
prima linie sunt acitretinul, in monoterapie sau in
combinatie cu corticosteroizi sistemici, meto-
trexatul sau ciclosporina. Etanerceptul ar putea fi
inclus si el in aceastd categorie. A doua linie de
tratament este reprezentatd de adalimumab,
infliximab si terapie cu UVB. Se recomanda
folosirea retinoizilor in doze mai mici de 1 mg/
kgc/zi. Trebuie sa se aiba in vedere potentialul
acestora de a afecta sistemul osos si faptul cad sunt
relativ contraindicati pentru fetele la pubertate.
Unii autori sustin folosirea preferentiald a ciclo-
sporinei la copii, dat fiind ca se asociazd cu mai
putine efecte secundare pe termen lung decat
retinoizii, metotrexatul sau corticosteroizii.
[30,52,53]

Recent s-a folosit afereza granulocitelor si
monocitelor pentru tratamentul PPG. Prin
aceastd metodd se filtreaza leucocitele activate
din sangele pacientului, ceea ce duce la scaderea
nivelurilor de interleukine si TNF. Metoda a fost
folositd in caz de esec al altor tratamente sau
pentru pacienti foarte tineri sau foarte batrani,
femei Iinsdrcinate sau pacienti cu hepatitd infec-
tioasa. [7,54]

In acest moment se incearca dezvoltarea de
inhibitori de IL-36 (spesolimab, imsidolimab),
care sd tinteasca specific cdile patogenice impli-
cate in GPP [37,55,56].

Concluzii

PPG este o boald cu potential sever, care
poate afecta semnificativ calitatea vietii pacien-
tilor prin caracterul recurent. Este necesar ca
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their effects were measured several weeks after
the onset of the exacerbation episode [34,40—43].

I1.-23 and IL-12/23 inhibition have also
proven to be useful in GPP. Guselkumab and
ustekinumab were effective even in patients that
had not had a favorable response to the initial
treatment with TNF-o inhibitors or with
methotrexate [28,44-46]. IL-1 inhibitors, such as
anakinra, canakinumab and gevokizumab, have
also had good results in the treatment of GPP
[28,47-50].

Topical treatments with corticosteroids,
calcineurin inhibitors or vitamin D analogues can
be used as adjuvant therapy [1,9,28,30,51,52].

PUVA can be used as a long-term main-
tenance treatment in GPP, once the control of the
exacerbation episode is achieved [30].

Cyclosporine, systemic corticosteroids and
topical treatments can be used as first-line
treatments during pregnancy. Once the acute
episode is controlled, PUVA or narrow band UVB
phototherapy can also be employed [30].

In children, treatment recommendations are
similar to those for adults. First-line treatments
are acitretin, in monotherapy or in combination
with systemic corticosteroids, methotrexate and
cyclosporine. Etanercept could also be included
in this category. Second-line treatments are
adalimumab, infliximab, and UVB phototherapy.
It is advisable that retinoids be used in doses of
less than 1 mg/kg/day. They can potentially
affect the skeletal system and they are relatively
contraindicated for girls during puberty. Some
authors advocate for the preferential use of cyclo-
sporine in children, given that it is associated
with fewer long-term side effects than cortico-
steroids, retinoids or methotrexate [30,53,54].

Recently, monocyte and granulocyte aphere-
sis has been used for GPP treatment. This method
filtrates the activated leukocytes in the patient’s
blood, thus decreasing the levels of interleukins
and TNF. The method has been used in case of
failure of other treatment methods, in very young
or very old patients, in pregnant women or in
patients with infectious hepatitis [8,55].

IL-36 inhibitors (spesolimab, imsidolimab),
that specifically target the pathogenic pathways
involved in GPP, are currently under develop-
ment [37,56,57].




tratamentul sd fie instituit prompt atunci cand
apar exacerbadri si sd se urmdreasca atent aparitia
eventualelor complicatii, care pot sd se datoreze
bolii sau tratamentului. Noile tratamente bio-
logice anti-IL-36 care sunt in curs de dezvoltare
aduc sperante pentru tratamentul mai eficient al
afectiunii in viitor.
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Conclusions

GPP is a potentially severe disease that can
significantly affect the patients’ quality of life,
because of its recurring nature. Treatment should
be started as soon as possible when exacerbations
occur, and patients should be followed to ensure
the early detection of complications. Compli-

cations can be due to either the disease itself or to
the treatments used for it. The new IL-36
treatments that are under development bring
hope for the more efficient treatment of this
disease in the future.
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