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Abstract
Generalized pustular psoriasis (GPP) is a rare form of childhood psoriasis, often requiring systemic therapy,
which is challenging as there is a paucity of randomized controlled trials and standardized guidelines.
Biologic agents have been used in adults and in pediatric plaque psoriasis, but evidence regarding their
efficacy in pediatric GPP has slowly become available. The objective of this study is to summarize and
compare the efficacy and safety of biologic agents, such as etanercept, infliximab, and adalimumab, in the
treatment of pediatric GPP. A PubMed literature review was conducted and 12 studies met the inclusion
criteria for analysis. After reviewing the efficacy of these drugs in pediatric GPP patients and their safety in
the use of other pediatric conditions, etanercept was identified as a possible first-line biologic agent for
pediatric psoriasis, including GPP, followed by infliximab and adalimumab. In conclusion, several case
reports have documented the successful use of biologic agents in refractory cases of pediatric GPP, but
clinical trials are needed to gain a better understanding of the efficacy and side effect profile in this
population.
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Introduction And Background
Psoriasis, affecting 2 to 4% of the world’s population [1-2], is a chronic T-cell-mediated inflammatory
disease marked by keratinocyte hyperproliferation [2]. Many subtypes of psoriasis have been described,
including generalized pustular psoriasis (GPP) by von Zumbusch in 1910. It is widely reported that the first
signs of psoriasis appear prior to the age of 20 in approximately 30% of patients [2-3], with 2% of cases
presenting before the age of two [2]. The majority of adolescents with psoriasis experience a mild form of the
disease with a roughly equal gender distribution [1], with females having an earlier onset [4]. Plaque and
Guttate psoriasis have been described as the most common childhood psoriasis types [4-5], while GPP is a
rare form of childhood psoriasis [3, 6-7], affecting 3% of psoriasis patients [8]. GPP is a condition with little
serious chronic morbidity [7] but can be potentially life-threatening [8]. It presents abruptly with
constitutional symptoms and diffuse erythematous lesions, followed by yellow-colored sterile pustules [9-
10]. Patients may experience frequent flares, causing a dramatic reduction in quality of life [8]; triggers
include streptococcal infections [10], emotional stress, vaccinations, and penicillin exposure [11]. While
depression and a diminished quality of life have not been studied heavily in pediatric populations, the
possible psychological burdens of this condition from a young age should be considered seriously [2].

In most pediatric psoriasis patients, management involves topical therapy [3, 7] and trigger avoidance [3],
with the goal of reducing the number of flares [1], preserving skin surfaces, and providing physical relief
from the disease [6]. Systemic therapy is reserved for patients with severe plaque psoriasis or unstable
psoriatic disease, including erythrodermic psoriasis and GPP, which may progress rapidly leading to
significant complications [1, 3]. Therapy for pediatric GPP is challenging [10], as there is a paucity of
randomized controlled trials and standardized guidelines [1], including ones for systemic therapies [3, 9, 12].
One of the newer systemic therapies involved in treating childhood psoriasis includes biologic agents, such
as etanercept, infliximab, and adalimumab [3, 9]. The objective of our study was to perform a review of the
available scientific literature on biologic agents used in pediatric GPP with evaluation of therapeutic
outcomes.

PubMed was utilized to identify publications that described the successful and unsuccessful use of biologic
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agents in pediatric pustular psoriasis. All reported cases that presented primarily as pustular psoriasis,
specifically GPP, and annular pustular psoriasis (also known as subacute generalized pustular psoriasis)
qualified for inclusion. Cases describing patients who presented with chronic systemic or cutaneous
conditions other than pustular psoriasis did not qualify for inclusion. In studies examining multiple patients
with a variety of psoriatic conditions, only pustular psoriasis cases were included in the analysis. No cases of
pediatric pustular psoriasis secondary to medication use were found. Case reports, case series, and
retrospective cases/case series were included. Terms searched included pediatric pustular psoriasis, pediatric
generalized pustular psoriasis, childhood pustular psoriasis, pediatric annular pustular psoriasis, pediatric
von Zumbusch, pustular psoriasis child, and biologics pustular psoriasis. While many biologic agents are
available for clinical use, only those that have been cited in the literature for the treatment of pediatric
pustular psoriasis were included in the analysis. Articles were accepted based on a review of their titles,
abstracts, and full texts. If patients had more than one anti-psoriatic treatment, only those with attempted
treatment with a biologic agent were analyzed, including successful biologic treatment after previously
failed treatment with a differing biologic medication. Due to inconsistencies in outcome endpoints available
in the present literature, response to the treatments was categorized as excellent (less than one week), good
(one week to one month), or slow (> one month), and treatment outcomes were categorized as complete
control, partial control, or flare during treatment. Studies examining the use of these agents in other
pediatric conditions were included in the discussion due to the paucity of literature on the safety and adverse
effects of biologic agents used in pediatric GPP. 

Review
After review of the available literature, three biologic agents have been described for the treatment of
pediatric generalized pustular psoriasis: etanercept, infliximab, and adalimumab. Table 1 summarizes the 12
studies identified in the PubMed search, which met inclusion criteria. 

Author
Failed
Treatment

Medication(s) with
Successful
Response

Maintenance
Therapy

Dose
Adverse
Effects/Notes

Clinical
Response*  

Relapse

Treatment
Outcome-
Complete,
Partial, or Flare
during treatment
(Time until
Remission or
last Follow-up)

Fialova [10]

Acitretin, MTX,
Systemic
Corticosteroids

Methylprednisolone
+ Etanercept +
PUVA (for one
recurrence)

Etanercept
0.4 mg/kg
2x/week

Candidiasis,
MRSA
infection

Slow Yes
Complete (38
months)

Pereira [13]

Oral steroids,
Antihistamines,
ABX, Topical
corticosteroids,
CsA, Acitretin,
Infliximab

Etanercept Etanercept

0.4 mg/kg
2x/week for
2 months,
then 0.4
mg/kg
weekly

None Good No
Partial - residual
onychodystrophy
(N/A)

Mazzotta
[14]

CsA, IV
corticosteroids,
Acitretin

Etanercept Etanercept
0.4 mg/kg
2x/week

None Slow Yes
Complete (60
months)

Papoutsaki
[15]

Local
corticosteroids,
keratolytic
agents,
systemic
corticosteroids,
Acitretin

Etanercept Etanercept

0.4 mg/kg
2x/week for
86 weeks (12
weeks of
interruption)

None Slow Yes
Complete (6.5
weeks)

Topical
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Hawrot [16]
corticosteroids,
topical
Tacrolimus,
CsA, MTX

Etanercept +
Topical
corticosteroids

Etanercept
(13 months)

25 mg
2x/week for
13 months

Ecchymosis
at injection
site

Slow Yes Complete (N/A)

Tsang [17] Infliximab Infliximab
MTX (4
months)

12.5 mg
weekly,
slowly
tapered over
4 months

None Excellent No
Complete (8
months)

Skrabl-
Baumgartner
[18]

MTX Infliximab
Infliximab +
MTX

Infliximab 5
mg/kg at
weeks 0 and
4, then every
7 weeks,
plus MTX 0.3
mg/kg
weekly  

None Excellent Yes
Partial (30
months)

Glerup [19]  MTX, Anakinra Infliximab Infliximab

6.5 mg/kg on
Day 0, 14,
28; then
every 4
weeks

None Excellent N/A Complete (N/A)

de Oliveira
[20]

Acitretin
(successful but
D/C'd due to
reproductive
age), MTX, CsA

Infliximab Infliximab

5 mg/kg
weeks 0, 2,
6, then every
8 weeks

None Excellent Yes

Complete (5
months), then
flare during
treatment

Alvarez [22]

MTX, Acitretin,
CsA,
Phototherapy,
Infliximab,
Etanercept

Adalimumab Adalimumab

40 mg at
weeks 0, 1,
then every 2
weeks

None Slow Yes

Flare during
treatment (at 6
months), then
Complete (15
months)

Callen [23]

Topical
steroids,
Emollients,
Etretinate, UVB
Phototherapy,
Topical tar
preparations,
MTX,
Etanercept,
CsA, topical
hydrocortisone,
Isotretinoin

Adalimumab + MTX
+ CsA

Adalimumab
40 mg every
2 weeks

None Slow No
Partial - residual
onychodystrophy
(5 months)

Luu [21]
Topical
therapy,
acitretin, CsA

Infliximab
Adalimumab

N/A

Infliximab: 5
mg/kg single
dose
Adalimumab:
not specified

Infliximab
successful
but failed
adherence to
maintenance
schedule

Infliximab:
Excellent;
Adalimumab:
N/A

No Complete (N/A)

TABLE 1: Cases of Pediatric GPP Treated with Biologic Agents
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*Clinical Response: Excellent when response in < 1 week; Good when response between 1 week - 1 month; Slow when response in > 1 month

Abbreviations: Antibiotics: ABX, Cyclosporine: CsA, Methotrexate: MTX

 
Etanercept was a successful treatment in five patients [10, 13-16]. One patient showed a clinical response in
four weeks without relapse [13], while another patient experienced a recurrence that was controlled with
psoralen and ultraviolet A therapy (PUVA), in addition to the etanercept [10]. Two patients experienced an
adverse effect; one patient experienced injection site ecchymosis [16], and the other patient experienced
candidiasis and a MRSA infection [10], both of which were treated successfully. Aside from two recurrences
of pustular lesions [10, 14] and the lack of control of onychodystrophy [13], total control was achieved in all
five patients, with one publication reporting a follow-up time of 38 months [13] and another reporting a
follow-up time of 72 months [14].

Infliximab was a successful treatment in five cases [17-21]. One case used infliximab as a first-line agent
[17], while four others had previously failed “traditional therapies”, including methotrexate, cyclosporine,
acitretin, and anakinra [18-20]. Three patients experienced total control, while one report noted remission
for eight months [17] and another where the duration of remission was not included [19]. One patient
experienced partial control for 30 months [18]. An 18-year-old female patient initially had successful
treatment with acitretin, which was discontinued due to her childbearing age. She experienced total control
with infliximab for five months until a relapse occurred. This relapse resulted in death secondary to septic
shock [20]. The average time for a response to infliximab treatment in these five cases was less than one
week with none of these patients experiencing adverse effects [17-21]. One patient, however, had to
discontinue infliximab therapy due to an inability to attend appointments for maintenance infusions [21].
Overall, maintenance therapy was continued with methotrexate [17], infliximab [19-20], or a combination of
the two [18].

Adalimumab was a successful treatment in three cases [21-23]. A 13-year-old patient, who discontinued
acitretin due to liver toxicity and infliximab due to ineffectiveness in symptom reduction, thoracic pain, and
acute respiratory distress, experienced a clinical response to adalimumab treatment within eight weeks. The
patient experienced one relapse at 16 weeks of treatment and was treated with 40 mg of adalimumab every
two weeks thereafter. She experienced a complete remission for the subsequent 15 months of follow-
up. Callen, et al. described another case of pustular psoriasis successfully treated with adalimumab [23]. This
17-year old patient failed multiple therapies, including etanercept (pustular outbreak, possibly due to
concurrent infection). Within two months of initiating a combination of adalimumab, methotrexate, and
cyclosporine therapy, her condition was well controlled, with dramatic improvements in joint and skin
symptoms. She was maintained on adalimumab monotherapy afterward, leading to the clearing of her
psoriasis with minimal nail involvement [23]. Another case of successful adalimumab therapy was in an
eight-year-old patient previously controlled with infliximab but failed in adherence to the maintenance
infusion schedule. With adalimumab treatment, his GPP cleared and he was free of recurrences at the time
of the paper [21].

Overall, GPP is a condition that can present abruptly, and research concerning the safety and efficacy of
treatments varies significantly [24]. Therapy for pediatric GPP is challenging [10], as there is a lack of
randomized control trials and standard guidelines [1], including those for systemic therapies [3, 9, 12].
Methotrexate, retinoids, and cyclosporine have been described as first-line agents for these patients [10, 17,
24]. In some cases, additional medications may be necessary for successful pustular psoriasis treatment [2].
While data is limited and randomized clinical trials involving the pediatric use of biologic agents are lacking,
current evidence suggests these drugs may be a viable treatment option for pediatric psoriasis [2].

Biologic agents function via blocking specific inflammatory cytokines and have shown efficacy in psoriasis, a
condition associated with keratinocyte hyperproliferation, and T-cell mediated inflammation [2]. The first
generation of biologics targets tumor necrosis factor (TNF)-alpha, a cytokine that activates pro-
inflammatory nuclear transcription factors and keratinocyte proliferation [2]. As pustular psoriasis has a
cytokine profile strongly dominated by TNF-alpha [8, 25], biologics are better able to target the pathological
mechanism of action [8], giving a theoretically lower risk of potential end-organ damage when compared to
traditional agents [21]. In addition, due to their more convenient dosing regimens and decreased necessary
serologic monitoring, biologics may be a more attractive option for the pediatric populations [21]. The first
biologics developed were infliximab, etanercept, and adalimumab, all of which are approved for treating
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adult psoriasis [2]. TNF-alpha inhibitors, however, carry a black box warning for increased risk of
malignancy, such as lymphoma, when used in pediatric patients [21].

Etanercept, a recombinant DNA-derived TNF receptor-IgG fusion protein [2, 21], has proven effective in
treating adult psoriasis [2] and pediatric plaque psoriasis [15-16, 21, 26-29]. In 2008, an FDA advisory
committee recommended that the FDA approve etanercept for pediatric patients with moderate-to-severe
plaque psoriasis and for teens who failed alternative therapies [2]. In the European Union, etanercept has
already been approved for use in refractory pediatric plaque psoriasis [21, 30-31]. Based on one study, the
average time until treatment response for cutaneous psoriatic symptoms in 10 children was two to three
months [32]. Siegfried, et al. examined the use of withdrawal and retreatment of moderate-to-severe
pediatric plaque psoriasis and determined it to be safe for intermittent use without serious adverse side
effects or infections [29]. Another study examining etanercept use in pediatric psoriasis also deemed it safe,
with the most common side effect being minor infections (25% of patients) [28].

Etanercept has been shown to be well tolerated and effective in moderate-to-severe cases of plaque
psoriasis [15, 26-27] through 96 weeks of treatment [26], and through 60 months of treatment in pediatric
GPP [14]. Hawrot, et al. reported on nine severe recalcitrant pediatric psoriasis patients who received
etanercept; seven experienced sustained improvement of their symptoms, and three had complete clearance
within three months [16]. While 38% of the patients in one study experienced secondary failure of
etanercept, psoriasis clearance was deemed higher with etanercept in comparison to methotrexate or
cyclosporine [28].

Previous literature examining the use of etanercept in other conditions (Crohn’s disease, juvenile idiopathic
arthritis (JIA), and uveitis) supports its use in pediatric patients suffering from psoriasis [30]. In 23 patients
suffering from JIA, etanercept use was deemed safe to use, with patients only experiencing side effects of
mild infections and no serious side effects noted [33]. Multiple publications involving JIA report no
incidence of demyelination, malignancies, or death [34-35]. In addition, one JIA study found that the risk of
malignancy with etanercept was not increased relative to methotrexate [36]. In addition, Lovell, et al. did
not find an increase in complication rates as the length of etanercept treatment for JIA increased [35].

In contrast, however, one JIA study examining the use of etanercept found significantly more adverse side
effects with etanercept use compared to methotrexate [36]. Etanercept monotherapy led to the development
of incidental irritable bowel disease (IBD) and incidental uveitis, which did not occur when etanercept was
used with methotrexate or with methotrexate alone [36]. Despite the uncertain relation to IBD and uveitis,
they still deemed that etanercept had acceptable long-term tolerability [36]. Paller, et al. reported that three
etanercept patients experienced neuropathy (non-demyelinating) [26], while some studies describe the
development of sepsis (among other complications) [26, 34]. One report described that 12 of 61 pediatric JIA
patients treated with etanercept withdrew from the study after developing adverse effects, all of which
resolved with discontinuation of the drug [37].

The presence of such contradicting literature as it relates to the safety of etanercept supports that additional
study of etanercept in the treatment of pediatric psoriasis is needed. Luu, et al. believed that among the
currently available biologics, etanercept had accumulated the most evidence for efficacy and safety in the
pediatric population, including pediatric psoriasis, and should be considered along with the other first-line
systemic agents when treating severe or refractory psoriasis, including pustular psoriasis [21]. In cases where
etanercept therapy is not successful, UVB radiation may be helpful in removing additional psoriatic lesions
[38].

Infliximab is a chimeric monoclonal antibody that binds TNF-alpha, thus, preventing binding of its
receptors and activating the inflammatory cascade [2, 21]. Given this mechanism of action, possible serious
adverse effects include reactivation of tuberculosis and lymphoma [2]. The time of treatment onset may
occur as quickly as hours to days [21]. As infliximab is part murine, it is immunogenic and results in the
formation of anti-monoclonal antibody antibodies [13, 21]. Sporadic use should be avoided, as it may result
in increased neutralizing antibody formation, leading to a decrease in treatment efficacy and duration, as
well as transfusion reactions [13, 21].

While multiple case reports attest to infliximab’s efficacy in pediatric pustular psoriasis (see Table 1),
publications studying JIA describe more adverse reactions with infliximab when compared to etanercept [21,
39-40]. Five of the 14 patients assigned to infliximab in a 2003 open-trial of infliximab and etanercept
dropped out of the trial due to the development of a serious adverse effect or lack of efficacy with treatment
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[39]. Pontikaki, et al. described that 63% of the patients treated with infliximab experienced an adverse
effect in comparison to 54.3% in the etanercept treatment group [40]. Additional immunosuppressive agents,
such as methotrexate, are sometimes given to prevent the development of antibodies to infliximab [2, 18].
However, the use of infliximab as a monotherapy or concurrently with azathioprine or 6-mercaptopurine in
pediatric patients has been associated with hepatosplenic T-cell lymphoma [41-42]. In addition, one case
described a patient discontinuing infliximab therapy due to the failure of adherence to the maintenance
infusion schedule [21]. Thus, while infliximab has proven successful in a handful of case reports for pediatric
GPP, it appears etanercept may be the preferred agent [2]. One study suggests infliximab be utilized as a
rescue therapy for refractory, rapidly progressive pustular psoriasis [21]. 

Adalimumab, the first fully human anti-TNF-alpha monoclonal antibody developed [2, 21], also functions by
binding and preventing the interaction with TNF-alpha receptors [2]. It has been shown to have a similar
safety profile to other TNF-alpha inhibitors and also includes an FDA warning about increased risk of
malignancy [2]. It has proven effective in inflammatory conditions, including Crohn’s disease [43] and JIA
[44-45], and has received FDA approval for use in JIA after the age of four [21, 46-47].

One study documented a higher clearance of pediatric psoriasis with adalimumab use in comparison to
methotrexate and cyclosporine, with the most common side effect being minor infections (33% of patients
on adalimumab) [28]. While secondary failure occurred in 33% of adalimumab patients, Garber, et al.
attested to the safety of adalimumab in the treatment of pediatric psoriasis [28]. Alvarez, et al. and Callen, et
al. noted that adalimumab may prove effective in patients who fail treatment with infliximab and etanercept
[22-23]. As Luu, et al. stated, adalimumab is gaining popularity due to its convenient biweekly dosing and
accumulating evidence of safety in the pediatric population [21]. Longer studies, however, are necessary,
specifically in regards to the treatment of pediatric GPP [43].

JIA studies examining adalimumab use have also deemed it safe and effective for up to 60 weeks [33, 44-45].
When compared to methotrexate, Klotsche, et al. described an increased risk of significant adverse effects
with adalimumab, but no increase in malignancies, stating that adalimumab has an acceptable long-term
tolerability [36]. However, two cases of hepatosplenic T-cell lymphoma have been documented to occur with
adalimumab monotherapy [48] and the prevalence of serious side effects in adalimumab treatment for JIA
varies from 3.8% [45] to 78% [49], demonstrating the need for further study of this drug.

Overall, more reports on the effects and efficacy of biologic agents on pediatric psoriasis patients are slowly
becoming available. If tolerated or indicated, pediatric GPP patients may begin therapy with one of the
“traditional treatments”. However, if these are contraindicated, not successful, or undesired (i.e. etretinate
in a reproductive-aged female), biologic agents, such as etanercept, infliximab, or adalimumab, may prove to
be an effective alternative, as evidenced by the available literature. Given infliximab’s immunogenicity [13,
21] and greater adverse effect risk when compared to etanercept [21, 39-40], etanercept has been
recommended as the biologic agent of choice over infliximab [2]. If etanercept monotherapy is ineffective,
concurrent UVB radiation may prove helpful in removing additional psoriatic lesions [38]. Overall, the
emerging presence of case reports detailing the successful use of biologic agents in pediatric pustular
psoriasis adds a possible therapeutic option to “traditional therapies”. As studies examining the safety
profiles of these drugs in pediatric GPP are not currently available, we must examine their safety in other
pediatric conditions to gain an understanding of their possible outcomes. While these studies are
informative, they do not insinuate that the demonstrated safety profiles and adverse outcomes findings
translate directly to pediatric GPP patients. Every pediatric GPP patient is unique, so it is not possible to
apply the safety findings described for other pediatric conditions in a vacuum. The literature on biologics
use in pediatric GPP is slowly growing, and additional testing is still required to determine efficacy in a
larger population, proper dosing, and adverse effect profiles [30]. 

Conclusions
Biologics have recently gained attention in the treatment of psoriasis in pediatric patients who fail
traditional therapy. While their use in adults and in pediatric plaque psoriasis is more established, their use
in pediatric GPP is not well-documented. Several case reports have documented the successful use of
biologic agents in refractory cases, but clinical trials are needed to gain a better understanding of effective
treatment and side effect profile in this population.

Additional Information
Disclosures

2016 Saikaly et al. Cureus 8(6): e652. DOI 10.7759/cureus.652 6 of 8



Conflicts of interest: The authors have declared that no conflicts of interest exist.

References
1. Fotiadou C, Lazaridou E, Ioannides D: Management of psoriasis in adolescence . Adolesc Health Med Ther.

2014, 5:25–34. 10.2147/ahmt.s36672
2. Marji JS, Marcus R, Moennich J, Mackay-Wiggan J: Use of biologic agents in pediatric psoriasis . J Drugs

Dermatol. 2010 , 9:975-86.
3. Dogra S, Kaur I: Childhood psoriasis. Indian J Dermatol Venereol Leprol. 2010, 76:357–65. 10.4103/0378-

6323.66580
4. Seyhan M, Coşkun BK, Sağlam H, Ozcan H, Karincaoğlu Y: Psoriasis in childhood and adolescence:

evaluation of demographic and clinical features. Pediatr Int. 2006, 48:525–30. 10.1111/j.1442-
200X.2006.02270.x

5. Fan X, Xiao FL, Yang S, Liu JB, Yan KL, Liang YH, Sun LD, Du WH, Jin YT, Zhang XJ: Childhood psoriasis: a
study of 277 patients from China. J Eur Acad Dermatol Venereol. 2007, 21:762-65. 10.1111/j.1468-
3083.2007.02014.x

6. Farber EM, Nall L: Childhood psoriasis. Cutis. 1999, 64:309-14.
7. Zelickson BD, Muller SA: Generalized pustular psoriasis in childhood. Report of thirteen cases . J Am Acad

Dermatol. 1991, 24:186-94. 10.1016/0190-9622(91)70025-W
8. Weishaupt C, Metze D, Luger TA, Ständer S: Treatment of pustular psoriasis with infliximab (Article in

English, German). J Dtsch Dermatol Ges. 2007, 5:397–99. 10.1111/j.1610-0387.2007.06296.x
9. Posso-De Los Rios CJ, Pope E, Lara-Corrales I: A systematic review of systemic medications for pustular

psoriasis in pediatrics. Pediatr Dermatol. 2014, 31:430–39. 10.1111/pde.12351
10. Fialová J, Vojáčková N, Vaňousová D, Hercogová J: Juvenile generalized pustular psoriasis treated with

etanercept. Dermatol Ther. 2014, 27:105–108. 10.1111/dth.12065
11. Katz M, Seidenbaum M, Weinrauch L: Penicillin-induced generalized pustular psoriasis . J Am Acad

Dermatol. 1987, 17:918–20. 10.1016/S0190-9622(87)70281-3
12. Robinson A, Van Voorhees AS, Hsu S, Korman NJ, Lebwohl MG, Bebo BF Jr, Kalb RE: Treatment of pustular

psoriasis: from the Medical Board of the National Psoriasis Foundation. J Am Acad Dermatol. 2012, 67:279–
88. 10.1016/j.jaad.2011.01.032

13. Pereira TM, Vieira AP, Fernandes JC, Antunes H, Basto AS: Anti-TNF-alpha therapy in childhood pustular
psoriasis. Dermatology. 2006, 213:350–52. 10.1159/000096202

14. Mazzotta A, Saraceno R, Esposito M, Chimenti S: Etanercept, childhood and long-term safety: a case of five
years treatment. Eur J Dermatol. 2011, 21:776–77. 10.1684/ejd.2011.1432

15. Papoutsaki M, Costanzo A, Mazzotta A, Gramiccia T, Soda R, Chimenti S: Etanercept for the treatment of
severe childhood psoriasis. Br J Dermatol. 2006, 154:181–83. 10.1111/j.1365-2133.2005.06982.x

16. Hawrot AC, Metry DW, Theos AJ, Levy ML: Etanercept for psoriasis in the pediatric population: experience
in nine patients. Pediatr Dermatol. 2006, 23:67–71. 10.1111/j.1525-1470.2006.00174.x

17. Tsang V, Dvorakova V, Enright F, Murphy M, Gleeson C: Successful use of infliximab as first line treatment
for severe childhood generalized pustular psoriasis. J Eur Acad Dermatol Venereol. 2015, (Epub ahead of
print):10.1111/jdv.13388

18. Skrabl-Baumgartner A, Weger W, Salmhofer W, Jahnel J: Childhood generalized pustular psoriasis: longtime
remission with combined infliximab and methotrexate treatment. Pediatr Dermatol. 2015, 32:e13–14.
10.1111/pde.12457

19. Glerup M, Veirum J, Iversen L, Christiansen M, Herlin T: Generalized pustular psoriasis in infant with
heterozygous mutation in the IL36RN gene successfully treated with infliximab. Pediatr Rheumatol. 2014,
12:P79. 10.1186/1546-0096-12-S1-P79

20. de Oliveira ST, Maragno L, Arnone M, Fonseca Takahashi MD, Romiti R: Generalized pustular psoriasis in
childhood. Pediatr Dermatol. 2010, 27:349–54. 10.1111/j.1525-1470.2010.01084.x

21. Luu M, Cordoro KM: The evolving role of biologics in the treatment of pediatric psoriasis . Skin Therapy
Lett. 2013, 18:1-4.

22. Alvarez AC, Rodríguez-Nevado I, De Argila D, Rubio FP, Rovira I, Torrelo A, Zambrano A: Recalcitrant
pustular psoriasis successfully treated with adalimumab. Pediatr Dermatol. 2011, 28:195–97.
10.1111/j.1525-1470.2010.01219.x

23. Callen JP, Jackson JH: Adalimumab effectively controlled recalcitrant generalized pustular psoriasis in an
adolescent. J Dermatolog Treat. 2005, 16:350–52. 10.1080/09546630500430604

24. de Jager ME, de Jong EM, van de Kerkhof PC, Seyger MM: Efficacy and safety of treatments for childhood
psoriasis: a systematic literature review. J Am Acad Dermatol. 2010, 62:1013–30. 10.1016/j.jaad.2009.06.048

25. Benoit S, Toksoy A, Bröcker EB, Gillitzer R, Goebeler M: Treatment of recalcitrant pustular psoriasis with
infliximab: effective reduction of chemokine expression. Br J Dermatol. 2004, 150:1009–12. 10.1111/j.1365-
2133.2004.05960.x

26. Paller AS, Siegfried EC, Eichenfield LF, Pariser D, Langley RG, Creamer K, Kricorian G: Long-term etanercept
in pediatric patients with plaque psoriasis. J Am Acad Dermatol. 2010, 63:762–68.
10.1016/j.jaad.2010.04.004

27. Sanclemente G, Murphy R, Contreras J, García H, Bonfill Cosp X: Anti-TNF agents for paediatric psoriasis .

2016 Saikaly et al. Cureus 8(6): e652. DOI 10.7759/cureus.652 7 of 8

http://dx.doi.org/10.2147/ahmt.s36672
http://dx.doi.org/10.2147/ahmt.s36672
http://scholar.google.com/scholar?q=intitle:Use of biologic agents in pediatric psoriasis
http://dx.doi.org/10.4103/0378-6323.66580
http://dx.doi.org/10.4103/0378-6323.66580
http://dx.doi.org/10.1111/j.1442-200X.2006.02270.x
http://dx.doi.org/10.1111/j.1442-200X.2006.02270.x
http://dx.doi.org/10.1111/j.1468-3083.2007.02014.x
http://dx.doi.org/10.1111/j.1468-3083.2007.02014.x
http://scholar.google.com/scholar?q=intitle:Childhood psoriasis
http://dx.doi.org/10.1016/0190-9622(91)70025-W
http://dx.doi.org/10.1016/0190-9622(91)70025-W
http://dx.doi.org/10.1111/j.1610-0387.2007.06296.x
http://dx.doi.org/10.1111/j.1610-0387.2007.06296.x
http://dx.doi.org/10.1111/pde.12351
http://dx.doi.org/10.1111/pde.12351
http://dx.doi.org/10.1111/dth.12065
http://dx.doi.org/10.1111/dth.12065
http://dx.doi.org/10.1016/S0190-9622(87)70281-3
http://dx.doi.org/10.1016/S0190-9622(87)70281-3
http://dx.doi.org/10.1016/j.jaad.2011.01.032
http://dx.doi.org/10.1016/j.jaad.2011.01.032
http://dx.doi.org/10.1159/000096202
http://dx.doi.org/10.1159/000096202
http://dx.doi.org/10.1684/ejd.2011.1432
http://dx.doi.org/10.1684/ejd.2011.1432
http://dx.doi.org/10.1111/j.1365-2133.2005.06982.x
http://dx.doi.org/10.1111/j.1365-2133.2005.06982.x
http://dx.doi.org/10.1111/j.1525-1470.2006.00174.x
http://dx.doi.org/10.1111/j.1525-1470.2006.00174.x
http://dx.doi.org/10.1111/jdv.13388
http://dx.doi.org/10.1111/jdv.13388
http://dx.doi.org/10.1111/pde.12457
http://dx.doi.org/10.1111/pde.12457
http://dx.doi.org/10.1186/1546-0096-12-S1-P79
http://dx.doi.org/10.1186/1546-0096-12-S1-P79
http://dx.doi.org/10.1111/j.1525-1470.2010.01084.x
http://dx.doi.org/10.1111/j.1525-1470.2010.01084.x
http://www.skintherapyletter.com/2013/18.2/1.html
http://dx.doi.org/10.1111/j.1525-1470.2010.01219.x
http://dx.doi.org/10.1111/j.1525-1470.2010.01219.x
http://dx.doi.org/10.1080/09546630500430604
http://dx.doi.org/10.1080/09546630500430604
http://dx.doi.org/10.1016/j.jaad.2009.06.048
http://dx.doi.org/10.1016/j.jaad.2009.06.048
http://dx.doi.org/10.1111/j.1365-2133.2004.05960.x
http://dx.doi.org/10.1111/j.1365-2133.2004.05960.x
http://dx.doi.org/10.1016/j.jaad.2010.04.004
http://dx.doi.org/10.1016/j.jaad.2010.04.004
http://dx.doi.org/10.1002/14651858.CD010017.pub2


Cochrane Database Syst Rev. 2015, 11:CD010017. 10.1002/14651858.CD010017.pub2
28. Garber C, Creighton-Smith M, Sorensen EP, Dumont N, Gottlieb AB: Systemic treatment of recalcitrant

pediatric psoriasis: A case series and literature review. J Drugs Dermatol. 2015, 14:881–86.
29. Siegfried EC, Eichenfield LF, Paller AS, Pariser D, Creamer K, Kricorian G: Intermittent etanercept therapy in

pediatric patients with psoriasis. J Am Acad Dermatol. 2010, 63:769-74. 10.1016/j.jaad.2009.10.046
30. Bellodi Schmidt F, Shah KN: Biologic response modifiers and pediatric psoriasis . Pediatr Dermatol. 2015,

32:303–20. 10.1111/pde.12547
31. Summary of opinion (post-authorisation): Enbrel (etanercept) . (2012). Accessed: January 12, 2016:

http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion/human/000262/WC500129073.pdf
32. Kress DW: Etanercept therapy improves symptoms and allows tapering of other medications in children and

adolescents with moderate to severe psoriasis. J Am Acad Dermatol. 2006, 54:S126-28.
10.1016/j.jaad.2005.10.056

33. Giménez-Roca C, Iglesias E, Torrente-Segarra V, Bou R, Sánchez-Manubens J, Calzada-Hernández J,
Hernández S, Ricart S, Antón J: Efficacy and safety of TNF-alpha antagonists in children with juvenile
idiopathic arthritis who started treatment under 4 years of age. Rheumatol Int. 2015, 35:323–26.
10.1007/s00296-014-3103-2

34. Prince FH, Twilt M, ten Cate R, van Rossum MA, Armbrust W, Hoppenreijs EP, van Santen-Hoeufft M,
Koopman-Keemink Y, Wulffraat NM, van Suijlekom-Smit LW: Long-term follow-up on effectiveness and
safety of etanercept in juvenile idiopathic arthritis: the Dutch national register. Ann Rheum Dis. 2009,
68:635–41. 10.1136/ard.2007.087411

35. Lovell DJ, Reiff A, Ilowite NT, Wallace CA, Chon Y, Lin SL, Baumgartner SW, Giannini EH; Pediatric
Rheumatology Collaborative Study Group: Safety and efficacy of up to eight years of continuous etanercept
therapy in patients with juvenile rheumatoid arthritis. Arthritis Rheum. 2008, 58:1496–1504.
10.1002/art.23427

36. Klotsche J, Niewerth M, Haas JP, Huppertz HI, Zink A, Horneff G, Minden K: Long-term safety of etanercept
and adalimumab compared to methotrexate in patients with juvenile idiopathic arthritis (JIA). Ann Rheum
Dis. 2016, 75:855-61. 10.1136/annrheumdis-annrheumdis-2014-206747

37. Quartier P, Taupin P, Bourdeaut F, Lemelle I, Pillet P, Bost M, Sibilia J, Koné-Paut I, Gandon-Laloum S,
LeBideau M, Bader-Meunier B, Mouy R, Debré M, Landais P, Prieur AM: Efficacy of etanercept for the
treatment of juvenile idiopathic arthritis according to the onset type. Arthritis Rheum. 2003, 48:1093–1101.
10.1002/art.10885

38. Wolf P, Hofer A, Legat FJ, Bretterklieber A, Weger W, Salmhofer W, Kerl H: Treatment with 311-nm
ultraviolet B accelerates and improves the clearance of psoriatic lesions in patients treated with etanercept.
Br J Dermatol. 2009, 160:186–89. 10.1111/j.1365-2133.2008.08926.x

39. Lahdenne P, Vähäsalo P, Honkanen V: Infliximab or etanercept in the treatment of children with refractory
juvenile idiopathic arthritis: an open label study. Ann Rheum Dis. 2003, 62:245-47. 10.1136/ard.62.3.245

40. Pontikaki I, Gerloni V, Gattinara M, Luriati A, Salmaso A, De Marco G, Teruzzi B, Valcamonica E, Fantini F:
Side effects of anti-TNFalpha therapy in juvenile idiopathic arthritis (Article in Italian) . Reumatismo. 2006,
58:31-38. 10.4081/reumatismo.2006.31

41. Mackey AC, Green L, Liang LC, Dinndorf P, Avigan M: Hepatosplenic T cell lymphoma associated with
infliximab use in young patients treated for inflammatory bowel disease. J Pediatr Gastroenterol Nutr. 2007,
44:265–67. 10.1097/MPG.0b013e31802f6424

42. Thayu M, Markowitz JE, Mamula P, Russo PA, Muinos WI, Baldassano RN: Hepatosplenic T-cell lymphoma
in an adolescent patient after immunomodulator and biologic therapy for Crohn disease. J Pediatr
Gastroenterol Nutr. 2005, 40:220-22. 10.1097/00005176-200502000-00026

43. Navas-López VM, Blasco-Alonso J, Girón-Fernández-Crehuet F, Serrano-Nieto MJ, Sierra-Salinas C: Efficacy
and safety of adalimumab in the treatment of Crohn´s disease in children. Rev Esp Enferm Dig. 2013,
105:579–84. 10.4321/S1130-01082013001000002

44. Imagawa T, Takei S, Umebayashi H, Yamaguchi K, Itoh Y, Kawai T, Iwata N, Murata T, Okafuji I, Miyoshi M,
Onoe Y, Kawano Y, Kinjo N, Mori M, Mozaffarian N, Kupper H, Santra S, Patel G, Kawai S, Yokota S: Efficacy,
pharmacokinetics, and safety of adalimumab in pediatric patients with juvenile idiopathic arthritis in Japan.
Clin Rheumatol. 2012, 31:1713–21. 10.1007/s10067-012-2082-5

45. Schmeling H, Minden K, Foeldvari I, Ganser G, Hospach T, Horneff G: Efficacy and safety of adalimumab as
the first and second biologic agent in juvenile idiopathic arthritis: the German Biologics JIA Registry.
Arthritis Rheumatol. 2014, 66:2580–89. 10.1002/art.38741

46. Sukhatme SV, Gottlieb AB: Pediatric psoriasis: updates in biologic therapies . Dermatol Ther. 2009, 22:34–
39. 10.1111/j.1529-8019.2008.01214.x

47. Highlights of Prescribing Information – Humira (adalimumab) injection, for subcutaneous use . (2016).
Accessed: January 12, 2015: http://www.rxabbvie.com/pdf/humira.pdf..

48. Parakkal D, Sifuentes H, Semer R, Ehrenpreis ED: Hepatosplenic T-cell lymphoma in patients receiving
TNF-α inhibitor therapy: expanding the groups at risk. Eur J Gastroenterol Hepatol. 2011, 23:1150–56.
10.1097/MEG.0b013e32834bb90a

49. Kingsbury DJ, Bader-Meunier B, Patel G, Arora V, Kalabic J, Kupper H: Safety, effectiveness, and
pharmacokinetics of adalimumab in children with polyarticular juvenile idiopathic arthritis aged 2 to 4
years. Clin Rheumatol. 2014, 33:1433–41. 10.1007/s10067-014-2498-1

2016 Saikaly et al. Cureus 8(6): e652. DOI 10.7759/cureus.652 8 of 8

http://dx.doi.org/10.1002/14651858.CD010017.pub2
http://scholar.google.com/scholar?q=intitle:Systemic treatment of recalcitrant pediatric psoriasis: A case series and literature review
http://dx.doi.org/10.1016/j.jaad.2009.10.046
http://dx.doi.org/10.1016/j.jaad.2009.10.046
http://dx.doi.org/10.1111/pde.12547
http://dx.doi.org/10.1111/pde.12547
http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion/human/000262/WC500129073.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion/human/000262/WC500129073.pdf
http://dx.doi.org/10.1016/j.jaad.2005.10.056
http://dx.doi.org/10.1016/j.jaad.2005.10.056
http://dx.doi.org/10.1007/s00296-014-3103-2
http://dx.doi.org/10.1007/s00296-014-3103-2
http://dx.doi.org/10.1136/ard.2007.087411
http://dx.doi.org/10.1136/ard.2007.087411
http://dx.doi.org/10.1002/art.23427
http://dx.doi.org/10.1002/art.23427
http://dx.doi.org/10.1136/annrheumdis-annrheumdis-2014-206747
http://dx.doi.org/10.1136/annrheumdis-annrheumdis-2014-206747
http://dx.doi.org/10.1002/art.10885
http://dx.doi.org/10.1002/art.10885
http://dx.doi.org/10.1111/j.1365-2133.2008.08926.x
http://dx.doi.org/10.1111/j.1365-2133.2008.08926.x
http://dx.doi.org/10.1136/ard.62.3.245
http://dx.doi.org/10.1136/ard.62.3.245
http://dx.doi.org/10.4081/reumatismo.2006.31
http://dx.doi.org/10.4081/reumatismo.2006.31
http://dx.doi.org/10.1097/MPG.0b013e31802f6424
http://dx.doi.org/10.1097/MPG.0b013e31802f6424
http://dx.doi.org/10.1097/00005176-200502000-00026
http://dx.doi.org/10.1097/00005176-200502000-00026
http://dx.doi.org/10.4321/S1130-01082013001000002
http://dx.doi.org/10.4321/S1130-01082013001000002
http://dx.doi.org/10.1007/s10067-012-2082-5
http://dx.doi.org/10.1007/s10067-012-2082-5
http://dx.doi.org/10.1002/art.38741
http://dx.doi.org/10.1002/art.38741
http://dx.doi.org/10.1111/j.1529-8019.2008.01214.x
http://dx.doi.org/10.1111/j.1529-8019.2008.01214.x
http://www.rxabbvie.com/pdf/humira.pdf.
http://www.rxabbvie.com/pdf/humira.pdf.
http://dx.doi.org/10.1097/MEG.0b013e32834bb90a
http://dx.doi.org/10.1097/MEG.0b013e32834bb90a
http://dx.doi.org/10.1007/s10067-014-2498-1
http://dx.doi.org/10.1007/s10067-014-2498-1

	Biologics and Pediatric Generalized Pustular Psoriasis: An Emerging Therapeutic Trend
	Abstract
	Introduction And Background
	Review
	TABLE 1: Cases of Pediatric GPP Treated with Biologic Agents

	Conclusions
	Additional Information
	Disclosures

	References


