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ABSTRACT

Introduction. Generalised pustular psoriasis (GPP) is regarded as a rare
clinical subtype of psoriasis. The severity of GPP varies from a benign,
chronic course to severe and widespread, life-threatening disease. Due
to the uncommon nature of GPP, establishing treatment guidelines for
this variant of psoriasis is challenging.

Objective. To present the case of a patient with GPP with a short review
of therapeutic approaches.

Case report. Our patient was treated with standard methods such as ac-
itretin, then cyclosporine and methotrexate as well as with biologic drug -
infliximab. During the last and the most severe flare, combination therapy
with systemic retinoid and PUVA (Re-PUVA) was used.

Conclusions. The treatment in GPP should be determined individually
according to the severity of the disease, age, gender and comorbidities,
as well as according to the physician’s experience with particular meth-
ods and their side effects. In addition, the availability of therapeutic
options should be taken into consideration.

STRESZCZENIE

Wprowadzenie. Luszczyca krostkowa jest odmiang kliniczng luszczy-
cy, ktérej przebieg moze by¢ bardzo ciezki i zagrazaé zyciu. Ze wzgledu
na rzadkos¢ schorzenia ustalenie pewnych standardéw leczenia okazu-
je sie bardzo trudne.

Cel pracy. Przedstawienie przypadku ciezkiej, uogoélnionej tuszczycy
krostkowej wraz z krétkim przegladem piSmiennictwa dotyczacego
mozliwosci leczenia.

Opis przypadku. Pacjent byt leczony zaréwno dostepnymi metodami
standardowymi, obejmujacymi acytretyne, cyklosporyne A i metotre-
ksat, jak i lekiem biologicznym - infliksymabem. Podczas ostatniego,
najciezszego zaostrzenia zastosowano acytretyne w polaczeniu z foto-
chemioterapiag PUVA - RePUVA.

Whioski. Wybér metody leczniczej powinien zaleze¢ Scisle od cigzko-
§ci stanu klinicznego, wieku pacjenta i choréb wspétistniejacych. Do-
$wiadczenie lekarza i dostepnos¢ danego leku to réwniez bardzo waz-
ne cechy determinujace sposéb leczenia.
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INTRODUCTION

Generalised pustular psoriasis (GPP) is regarded
as a rare clinical subtype of psoriasis, characterised
by the occurrence of sterile, sub-corneal pustules
with concomitant fever and lymphadenopathy. It is
also known as von Zumbusch psoriasis. The severity
of GPP varies from a benign, chronic course to severe
and widespread, life-threatening disease [1-3].

OBJECTIVE

The aim of this paper is to present a severe GPP
case and a short review of existing guidelines and
novel therapeutic approaches.

CASE REPORT

A 3l-year-old male patient suffering from psori-
asis since early childhood was admitted to the De-
partment of Dermatology in February 2014 due to
the exacerbation of skin lesions, with pustular erup-
tion involving almost the whole body surface.

Family history of psoriasis was negative. At the
beginning the course of the disease was stable with
psoriatic skin lesions limited to the predilection sites.
Joint pain was never noted. In 2009, limited pustu-
lar lesions overlapping typical psoriatic plaques
were observed for the first time. He was hospitalised
and the treatment with acitretin in an initial dose of
50 mg/day was introduced. The clinical response
was very good; after 2 months he was almost clear,

Figure |. Generalised pustular psoriasis (courtesy of Prof. Ryszard
Zaba)

Rycina 1. Uogdlniona fuszczyca krostkowa (dzigki uprzejmosci prof.
dr. hab. med. Ryszarda Zaby)
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and the dose of acitretin was reduced. However, af-
ter 6 months, due to elevation of triglycerides, this
treatment had to be discontinued. During the next
relapse, methotrexate administered orally in weekly
doses of 15-7.5 mg was used and brought the benefit
up to 1.5 years. In 2011 he was qualified for treat-
ment with infliximab, which was successfully used
up to 1 year (6 injections). In May 2013, gradual
worsening of skin condition with pustule formation
led to hospitalisation and introduction of cyclospo-
rine in an initial dose of 5 mg/kg. Despite the good
clinical response, the dose needed to be reduced, and
consequently the therapy had to be stopped due to
elevation of creatinine level.

During an actual flare, skin lesions were exten-
sive, erythematous with pustules and were accom-
panied by general symptoms such as malaise, chills
and fever up to 39° (Figure 1). Blood tests revealed
leukocytosis, elevated erythrocyte sedimentation
rate and C-reactive protein while aminotransferas-
es, creatinine levels, and lipid profile were within
normal values. He was treated with a wide range
of antibiotics and short pulses of systemic kortyko-
steroids, replaced, after exclusion of contraindica-
tions, with systemic retinoid (75 mg/day of acitre-
tin). This time the skin lesions were more recalcitrant
and the response was not rapidly noticed. After re-
ducing the dose of acitretin, PUVA therapy was add-
ed. Combined treatment with retinoid and PUVA
(Re-PUVA) was continued up to 20 irradiations and
brought complete clearance of skin lesions, although
lipid levels started to increase again.

DISCUSSION

Standard therapy

Due to the uncommonness of GPP, and only sin-
gle case reports and short case series published in
the literature, establishment of treatment guidelines
for this variant of psoriasis is challenging. The stan-
dard therapy involves, as first choice, the vitamin
A derivative acitretin, then cyclosporine and metho-
trexate as well as photochemotherapy - PUVA [1-3].

All above-mentioned forms of treatment were
used in our young patient. Acitretin, cyclosporine
and methotrexate brought transient improvement
but also typical side effects. During the last, more
severe flare, oral corticosteroids were used at the
beginning and then were replaced with systemic
retinoid again. Systemic corticosteroids generally
are not recommended in GPP because of the risk of
rebound phenomenon flares after reducing the dose
or drug withdrawal; however, a recent literature re-
view by German authors [4] revealed a lack of stud-
ies confirming this risk. Clinical experience suggests
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that the risk of the withdrawal effect may be reduced
by combination of corticosteroids with another sys-
temic agent which will be continued after their ces-
sation [4]. Some other authors justify their usage in
cases of severe GPP-related pneumonitis and acute
respiratory distress syndrome (ARDS) [5]. Moreover,
systemic corticosteroids beside cyclosporine and in-
fliximab are still regarded as first line therapy for
impetigo herpetiformis - GPP in pregnancy [3]. The
second cycle of monotherapy with acitretin in our
patient also did not bring a marked improvement,
which is why PUVA was added. Re-PUVA (combi-
nation therapy with systemic retinoid and PUVA)
seems to be more effective; the clinical response is
faster and the total dose of necessary UVA is lower.
The safety profile due to the anti-cancerogenic effect
of retinoids is also better than PUVA alone [1, 3, 6, 7].

Biologic therapy

The efficacy of biologic therapy in different im-
mune-mediated inflammatory diseases, including
resistant types of plaque psoriasis and psoriatic ar-
thritis, is well documented. The studies resulted in
formulation in 2009 of European guidelines on treat-
ment of psoriasis vulgaris [8]. The first biological
agent was approved for the treatment of psoriasis
in 2004. According to these guidelines, biologicals
are recommended for the treatment of moderate to
severe forms of psoriasis (PASI > 10) in patients in
whom phototherapy or standard systemic therapy
did not give a satisfactory response, severe side ef-
fects occurred or the therapy was contraindicated
[8]. However, there are limited data regarding the
usage of biologicals in other subtypes of psoriasis
such as erythrodermic psoriasis or GPP [9-11].

Approximately in half of GPP cases treated with
biologicals, the tumor necrosis factor (TNF-a) in-
hibitor infliximab was used. Infliximab similarly to
cyclosporine is characterized by the rapid onset of
clinical efficacy so it is recommended in the most se-
vere cases [12-14]. In other studies, TNF antagonists
such as etanercept and adalimumab were used and
recently ustekinumab, an anti-IL-12/23 antibody,
was successfully given in recalcitrant GPP [15-18].
Combined therapy, acitretin or methotrexate togeth-
er with TNF inhibitors, also has been employed [19].
The American National Psoriasis Foundation con-
sensus from the year 2012 on treatment of pustular
psoriasis for the first time included infliximab to-
gether with acitretin, cyclosporine and methotrexate
as the first line options while PUVA, etanercept and
adalimumab are considered as second line treatment
[3]. Our patient also benefited from infliximab treat-
ment. In reality, two other biologicals (adalimumab
and ustekinumab) are available in Poland via treat-
ment programmes reserved for patients with severe
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(PASI > 18) plaque type psoriasis and psoriatic ar-
thritis, when at least two standard systemic methods
have failed or are contraindicated. We will consider
these possibilities as the next step.

Biologic therapy seems to bring a benefit in the ma-
jority of cases and definitively enriches the therapeu-
tic panel, including patients with uncommon types of
psoriasis; however, further studies on larger groups
are needed. Many authors have highlighted their safe-
ty profile of organ toxicity compared to standard mo-
dalities [3], but there are also reports on induction of
psoriasis in patients suffering from other immune-me-
diated diseases such as rheumatoid arthritis or Crohn’s
disease or exacerbation with pustular flares in psoriat-
ic patients treated with TNF antagonists [20-22]. Some
authors believe that these cases are not true psoriasis
but rather lichenoid drug reactions in the course of
TNF inhibitor therapy [23]. Several newer biologicals
such as the anti-TNFs golimumab and certolizumab,
the anti-IL-23 MK3222, guselkumab, the anti-IL-17
agents secukinumab, ixekizumab and brodalumab, or
small molecules such as apremilast and tofacitinib, are
in phase II or III clinical trials and their efficacy may be
proved in the near future [24].

CONCLUSIONS

The choice of treatment in GPP should be deter-
mined individually and should depend on severi-
ty of the disease, age, gender and comorbidities, as
well as on the physician’s experience with particular
methods and their side effects, and finally the avail-
ability of therapeutic options should be considered.

References

1. Wolska H., Langner A.: Luszczyca. Wydawnictwo Czelej,
Lublin, 2006.

2. UmezawaY.,OzawaA., KawasimaT.,ShimizuH., TeruiT.,
Tagami H., et al.: Therapeutic guidelines for the treatment
of generalized pustular psoriasis (GPP) based on a pro-
posed classification of disease severity. Arch Dermatol Res
2003, 295, 43-54.

3. Robinson A., Van Voorhees A.S., Hsu S., Korman N.J.,
Lebwohl M.G., Bebo B.F. Jr, et al.: Treatment of pustular
psoriasis: from the Medical Board of the National Psoriasis
Foundation. ] Am Acad Dermatol 2012, 67, 279-288.

4. Mrowietz U., Domm S.: Systemic steroids in the treatment
of psoriasis: what is fact, what is fiction? JEADV 2013, 27,
1022-1025.

5. Kluger N., Bessis D., Guillot B., Girard C.: Acute respira-
tory distress syndrome complicating generalised pustular
psoriasis (psoriasis associated aseptic pneumonitis). ] Am
Acad Dermatol 2011, 64, 1154-1158.

6. Honigsmann H., Gschnait F., Konrad K., Wolff K.: Pho-
tochemotherapy for pustular psoriasis (von Zumbusch). Br
J Dermatol 1977, 97, 119-126.

7. Muchenberger S., Schépf E., Simon J.C.: The combination
of oral acitretin and bath PUVA for the treatment of severe
psoriasis. Br ] Dermatol 1997, 137, 587-589.

475



Agnieszka Osmola-Marnkowska

10.

11

12.

13.

14.

15.

16.

. Pathirana D., Ormerod A.D., Saiag P., Smith C., Spuls P.L.,

Nast A., et al.: European S3-guidelines on the systemic
treatment of psoriasis vulgaris. JEADV 2009, 23, 5-50.

. Viguier M., Aubin F., Delaporte E., Pageés C., Paul C., Bey-

lot-Barry M., et al.: Efficacy and safety of tumor necrosis
factor inhibitors in acute generalized pustular psoriasis.
Groupe de Recherche sur le Psoriasis de la Société Francaise
de Dermatologie. Arch Dermatol 2012, 148, 1423-1425.
Levin E.C., Debbaneh M., Koo J., Liao W.: Biologic ther-
apy in erythrodermic and pustular psoriasis. ] Drugs Der-
matol 2014, 13, 342-354.

. Rogowski-Tylman M., Lesiak A., Sysa-Jedrzejowska A.,

Brucka-Stemkowska A., Sobolewska D., Narbutt J.: Za-
stosowanie lekéw biologicznych w nietypowych posta-
ciach tuszczycy - opis przypadkéw. Przegl Dermatol 2011,
98, 501-506.

Varman K., Namias N., Schulman C.I,, Pizano L.R.: Acute
generalized pustular psoriasis, von Zumush type, treated
in the burn unit. A review of clinical features and new tera-
peutics. Burns 2014, 40, e35-e39.

Benoit S., Toksoy A., Brocker E.B., Gillitzer R., Goebe-
ler M.: Treatment of recalcitrant pustular psoriasis with
infliximab: effective reduction of chemokine expression. Br
J Dermatol 2004, 150, 1009-1012.

Routhouska S., Sheth P.B., Korman N.J.: Long-term man-
agement of generalized pustular psoriasis with infliximab:
case series. ] Cutan Med Surg 2008, 12, 184-188.

Alvarez A.C., Rodriguez-Nevado I., De Argila D., Ru-
bio F.P., Rovira L., Torrelo A., et al.: Recalcitrant pustular
psoriasis successfully treated with adalimumab. Pediatr
Dermatol 2011, 28, 195-197.

Kamarashev J., Lor P., Forster A., Heinzerling L., Burg G.,
Nestle F.O.: Generalized pustular psoriasis induced by cy-

Received: 10 VII 2014
Accepted: 301X 2014

476

17.

18.

19.

20.

21.

22.

23.

24.

closporin A withdrawal responding to the tumor necrosis
factor alpha inhibitor etanercept. Dermatology 2002, 205,
213-216.

Daudén E., Santiago-et-Sanchez-Mateos D., Sotomayor-
Lépez E., Garcia-Diez A.: Ustekinumab: effective in a pa-
tient with severe recalcitrant generalized pustular psoria-
sis. Br ] Dermatol 2010, 163, 1346-1347.

Caca-Biljanovska N., V'lckova-Laskoska M., Laskoski D.:
Successful management of ustekinumab-induced pustular
psoriasis without therapy discontinuation. Acta Dermato-
venerol Croat 2013, 21, 202-204.

Gallo E., Llamas-Velasco M., Daudén E., Garcia-Diez A.:
Refractory generalized pustular psoriasis responsive to
a combination of adalimumab and acitretin. ] Dermatol
2013, 52, 1610-1611.

Shmidt E., Wetter D.A., Ferguson S.B., Pittelkow M.R.:
Psoriasis and palmoplantar pustulosis associated with tu-
mor necrosis factor-alpha inhibitors: the Mayo Clinic expe-
rience, 1998 to 2010. ] Am Acad Dermatol 2012, 67, €79-e85.
Wenk K.S., Claros J.M., Ehrlich A.: Flare of pustular pso-
riasis after initiating ustekinumab therapy. ] Dermatolog
Treat 2012, 23, 212-214.

Puig L., Morales-Munera C.E., Lépez-Ferrer A., Geli C.:
Ustekinumab treatment of TNF antagonist-induced para-
doxical psoriasis flare in a patient with psoriatic arthritis:
case report and review. Dermatology 2012, 225, 14-17.
Seneschal J., Lepreux S., Bouyssou-Gauthier M.L., Héliot-
Hosten I., Economu A., Dehais J., et al.: Psoriasiform drug
eruptions under anti-TNF treatment of arthritis are not true
psoriasis. Acta Derm Venereol 2007, 87, 77-80.

https:/ /clinicaltrials.gov

Przeglad Dermatologiczny 2014/6



