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The efficacy of biologic or conventional systemic thera-
pies for psoriasis has been shown in randomized control-
led trials. Effectiveness, however, has been studied in
daily practice cohorts, and no aggregation of effective-
ness data is available. This systematic review searched
PubMed and EMBASE and summarized the real-world
evidence on effectiveness of biologics (adalimumab, eta-
nercept, infliximab and ustekinumab) and conventional
systemic therapies (acitretin, cyclosporine, fumarates
and methotrexate) for the treatment of plaque psoria-
sis in adults. Thirty-two studies were included. Few data
were available on infliximab, ustekinumab and conven-
tional systemics. Results show that biologics and conven-
tional systemics were effective in real-life treatment of
psoriasis, with large ranges in the percentage of patients
reaching 75% improvement in psoriasis area and seve-
rity index score compared with baseline, especially for
etanercept and adalimumab treatment. Combination
therapies of biologics with conventional systemics, and
dose adjustments of biologics were frequently applied
strategies and may explain the large range in improve-
ments between cohorts. Key words: psoriasis; effective-
ness; biologics; conventional systemic agents; registries;
daily practice.
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Psoriasis is a common chronic skin disease, with a
prevalence of 2—4% (1). Different therapeutics have
been developed to treat this burdensome disease (2—4).
Randomized controlled clinical trials (RCTs) have ana-
lysed the efficacy of biologic agents (adalimumab, eta-
nercept, infliximab and ustekinumab) and conventional
systemic therapies (acitretin, cyclosporine, fumarates
and methotrexate) (5—7). Effectiveness data from real-
life, observational studies, however, are of added value,
since patients and treatment strategies in daily practice
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differ substantially from those in RCTs (8). The aim of
this study was to systematically search the literature to
provide an overview of the current evidence on the ef-
fectiveness in daily practice of biologic and conventional
systemic therapies for the treatment of adults with plaque
psoriasis. Short-term (week 12—16), intermediate-term
(>16—<28 weeks) and long-term (=1 year) Psoriasis
Area and Severity Index (PASI) responses were investi-
gated. The primary objective was to show the proportion
of patients that reached PASI75 (a 75% reduction in PASI
score) with biologic and/or conventional systemic agents
at week 12—-16.

MATERIALS AND METHODS

A systematic literature search was performed on the effective-
ness of treatment with biologics or conventional systemics in
patients with plaque psoriasis in daily practice. Inclusion and
exclusion criteria are described in Table SI'. The decision was
arbitrarily made to exclude studies in which the number of
patients included at baseline was <30, since in these articles
the influence of every additional patient reaching PASI75 has
a large influence on the total percentage.

Qutcomes

The following outcome measures were chosen (9): (i) PASI
(10); (if) Physician’s Global Assessment (PhGA) on a scale of
0-5, 0—6 or 0—7 (11); and (iii) body surface area (BSA) (11).
Primary outcome. The primary outcome was the PASI75 score
for biologic and conventional systemic agents in daily clinical
practice at week 12—16.
Secondary outcomes. Secondary outcome measures were
PASI75 with intermediate-term (17-28 weeks) and long-term
(> 1 year data) treatment, as well as PASI50, PASI90, PASI100
and decrease in mean PASI, PhGA and BSA with short-, inter-
mediate- and long-term treatment.

All measures were compared with baseline except if stated
otherwise.

Search strategy

Two electronic databases (Pubmed and EMBASE) were sys-
tematically searched, and studies from 1990 until May 2014
were included. The term “psoriasis” was combined with terms
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for study design, treatments of interest and outcome measures
for effectiveness (Table SII').

Data extraction

Two authors (JZ and MEO) independently screened titles and
abstracts, and checked full articles for inclusion and exclusion
criteria as well as references for other eligible studies. Data
were extracted from text, tables or as numbers in figures and
are shown in Table SIIT'. Any differences in decisions about in-
clusion or extraction were resolved by consensus or discussion
with a third author (EdJ). The results for PASI75 were divided
into cohorts using monotherapy and cohorts combining biologic
with conventional systemic treatments in some or all of the
patients during the study period, prospective vs. retrospective
and short-, intermediate- and long-term results of treatment.
PASI75 from per protocol analyses are shown. Comparative
studies are described in a separate section.

RESULTS

A total of 32 articles were included (Fig. 1): 28 on
biologics, 3 on conventional systemic therapies, and
1 describing both biologic and conventional systemic
treatment (Table SIIT'). Seven articles reported results
of adalimumab therapy, 20 of etanercept, 4 of inflixi-
mab, 4 of ustekinumab, 1 of acitretin, 2 of fumarates,
1 of cyclosporine and 3 of methotrexate. There were
12 prospective and 20 retrospective studies. Results
from comparative studies and dosing of biologics are
described below in separate sections. For all effective-
ness results the reader is referred to Table SIII'.

Biologic therapies

Twenty-eight articles (12—39) reported data on biologic
therapies and one article (40) compared biologic and

Database searches; 6,289
eMedline: 1,959
eEmbase: 4,330

Excluded on basis of title
Included from references% and abstract: 5,995

screened: 10 studies
Included: 304

Excluded on basis of full paper: 272

eNot specific citation of
treatment/dosing: 30

eCombination with UV therapy: 6

eNot outcome measures: 60

eNo baseline data: 1

eNo daily practice: 34

oNo time lines: 25

eOther forms of psoriasis: 14

eNumber of patients (< 30): 21

elLanguage: 21

eGuidelines: 2

eln vitro/lab: 9

eAbstract/poster: 34

eReview: 13

eRheumatoid arthritis: 2

Included 32 publications

Fig. 1. Included and excluded studies.
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conventional systemic treatment. For adalimumab the
mean baseline PASI scores of patient cohorts ranged
from 10.9 to 20.1, for etanercept these ranges were
11.3-25.6, for infliximab 14.7-17.7, and for ustekinu-
mab 9.6-22.9.

Adalimumab

Study characteristics. Of the 7 articles studying the ef-
fectiveness of adalimumab, 3 were prospective (13, 17,
18) and 4 retrospective studies (12, 14—16), including
a total of 461 patients. In the study of Van Liimig et al.
(13), only those patients whose treatment with etaner-
cept had failed and who had switched to adalimumab
were included, and thus they represented a highly se-
lected patient group. The results from this study were
therefore not included for data aggregation. Dosing
regimens varied amongst studies, as well as naivety
for biologics, and the number of patients using adali-
mumab in combination with a conventional systemic
agent. One retrospective study (12) reported the results
of adalimumab monotherapy. All 7 studies (12—18)
reported on long-term therapy results. In all 7 studies
(12—18) conventional systemic agents were allowed, but
no specification was made of the duration and dosages
used. Combination with a conventional systemic was
used in 7-41% (12-18) of patients. Methotrexate was
used most often. In all studies, the induction dose was
per license (80 mg at the start and 40 mg at week 1).
The maintenance dose was 40 mg every other week for
most patients. However, in all studies dose adjustments
were allowed. A dose increase to 40 mg weekly or 40
mg every 10 days was made in 2-36% (12, 14-16, 18)
of patients. In 2 studies, the mean weekly dose of ada-
limumab was 23 mg (13) and 24 mg (17), respectively.
In 2 studies (17, 18), a total of 46 patients were treated
with 40 mg per 3—4 weeks. The mean duration of dose
increases/decreases were not mentioned.

PASI75 outcome for adalimumab. Overall, PASI75 was
attained by 27-68% with short-term, 31-82% with
intermediate-term and 44-89% with long-term (1 and
2 year) adalimumab treatment (Table SIII').

Adalimumab monotherapy. In the one retrospective
study (12), adalimumab reached PASI75 percentages of
38% at week 16, 62% at week 24 and 69% at one year.

Cohorts using adalimumab with conventional systemic
treatments. PASI75 results from prospective studies
were 27-54% (17, 18) at week 12, 31% (17) at week 24,
and 44% (17) at 2 years of adalimumab treatment. In
retrospective studies, 56-68% (12, 14—-16) of patients
reached PASI75 at week 16 (of which only one study
(14) used licensed dosing), 50-82% (12, 14-16) at
week 24, 48-89% (12, 14-16) at 1 year and 83% (16)
at 2 years.
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Etanercept

Study characteristics. Twenty articles studied etaner-
cept therapy in daily clinical practice (Table SIII').
Nine studies (13, 18, 20, 22, 24, 26, 32, 33, 35) were
prospective and 11 retrospective (19,21, 23, 25,27-31,
34, 40), including a total of 2,079 patients. Five of 20
articles (21, 25, 29, 31, 40) reported results on etaner-
cept monotherapy. In 7 studies (13, 21, 25, 27, 30, 33,
40) all patients were naive for biologics, in 12 articles
a proportion of patients was non-naive for biologic
therapy. In one article (28) a highly selected group of
patients was treated with etanercept, since all patients
switched from efalizumab therapy. Results from this
study were not included for data aggregation, but can be
found in Table SIII'. Dosing regimens varied amongst
studies. It was explored whether PASI75 results dif-
fered between cohorts using either 50 mg biweekly
or 25 mg biweekly as induction dose, but no direct
comparisons were found. PASI75 percentage ranges
were similar, and thus an aggregation of all PASI75
percentages is presented here.

Ten studies (13, 18, 23, 25, 29-33, 35) reported long-
term results. No prospective studies reported solely on
etanercept monotherapy. In 15 studies it was reported
whether a combination therapy with a conventional sys-
temic agent was prescribed and the percentages ranged
from 0% to 69% (13, 18-20, 22, 24, 27, 28, 30-35, 40).
When combination therapy was allowed, methotrexate
was used most often. Eight articles studied the licensed
dosing of etanercept in (part of) the study and 12 studies
(13, 18, 19, 22-25, 27, 29, 32, 33, 35) mentioned the
ability for physicians to adjust the dose, but did not
always provide a detailed description. Nine to 26%
(18, 23,27, 29, 33) of patients had their dose adjusted
to 50 mg biweekly during maintenance treatment and
3 studies reported a mean weekly dose of etanercept:
64.1 mg (35), 68.3 mg (32) and 73.4 mg (13).

PASI75 outcome for etanercept. Overall, PASI75 was
attained by 12—66% with short-term, 19-85% with
intermediate-term, and 49-92.3% with long-term (1-
and 2-year) etanercept treatment.

Etanercept monotherapy. Retrospective studies repor-
ted a PASI7S of 36.1-54.1 (21, 31) at week 12, 66%
(25) at week 16 and 60.5-85% (21, 25, 29, 31) at week
24. At 1 year PASI75 was 71.4-92.3% (25,29, 31) and
at 2 years 86.9% (31).

Cohorts using etanercept with conventional systemic
treatments. In prospective studies, etanercept achieved
a PASI7S in 12-63% (13, 18, 22, 26, 32, 33) at week
12 and 19-73.2% (13, 24, 26, 32, 33, 35) at week 24 in
prospective studies and 25-69.2% (13, 32, 33,35) at 1
year. In retrospective studies 21.4-26% (19, 27, 30, 34)
of patients achieved PASI7S5 at week 12, 37-53% (23,
27,30, 34) at week 24, and 49-54% (23, 30) at one year.
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Dosing of etanercept. Of the 8 articles studying the
licensed dosing of etanercept in (part of) the study,
20-43% and 50-73.2% of patients achieved PASI75 at
short- and intermediate-term, respectively (Table SIII').

Infliximab

Study characteristics. Four articles were included, 2
prospective (18, 36) and 2 retrospective studies (40,
41), including a total of 215 patients starting on inflixi-
mab. Two of 4 articles (36, 40) reported on infliximab
monotherapy. Except for one study (18), all studies
prescribed the licensed dose of infliximab. No study
mentioned long-term results for PASI75. Combination
therapy with a conventional systemic was prescribed
in 5% (18) and 81% (41) of patients. Methotrexate
was used most often. In 2 studies (18, 41) physicians
decreased the dose interval (=dose increase) of inflixi-
mab in 10-23% of patients.

PASI75 outcome for infliximab. Overall, PASI75 was
attained by 38—53% at short-term and 69% at interme-
diate-term treatment with infliximab.

Infliximab monotherapy. There were no PASI75 results
from studies at week 12, 24 or on long-term treatment
with infliximab monotherapy. At week 28, PASI75 was
69% (36) in one prospective study.

Cohorts using infliximab with conventional systemic
treatments. In the prospective study with combination
therapy and dose adjustment (18), 38% of the patients
who previously used biologics and 53% of biologic
naive patients reached PASI75 at week 12.

Ustekinumab

Study characteristics. Four articles described results for
ustekinumab; 2 prospective (36, 37) and 2 retrospec-
tive studies (38, 39), including a total of 315 patients
starting on ustekinumab. Both prospective studies (36,
37) reported on ustekinumab monotherapy. In all but
one article (39) a licensed dose of ustekinumab was
prescribed. One retrospective study (38) showed long-
term results. Combination therapy with a conventional
systemic was prescribed in 9-14% (38, 39) of patients
and methotrexate was used most often. In one study
(39) the dose interval of ustekinumab was adjusted
(dose increase) in 8% of treated patients due to a partial
relapse several weeks prior to the next injection.
PASI75 outcome for ustekinumab. Overall, PASI75
was attained by 63-80% at short-term, 58-75.9% at
intermediate-term, and 65.5% at long-term (1 year
data) with ustekinumab treatment.

Ustekinumab monotherapy. Prospectively, PASI75
was attained by 80% (37) of patients at week 16 and
58% (36) at week 28 with ustekinumab monotherapy.
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Cohorts using ustekinumab with conventional systemic
therapy. Two retrospective studies, of which one (39)
was with dose adjustments, were included and pre-
sented a PASI75 of 79.3% (39) at week 12 and 63%
(38) at week 16, 66.7-75.9% (38, 39) at week 24, and
65.5% (39) at 1 year.

Naive vs. non-naive patients treated with biologics

Only a minority of included articles tried to assess the
difference in biologic response between naive and non-
naive patients, but in most of these articles baseline
PASI score between both groups was not compared.
In only 3 articles (2 adalimumab and 1 ustekinumab)
(16, 17, 39) it was stated that baseline PASI score was
comparable between groups. For adalimumab, biologic
naive patients seemed to respond better compared with
non-naive patients, as measured with PASI75 at certain
time-points and for ustekinumab the same phenome-
non was found for anti-tumour necrosis factor alpha
(TNF-a) naive and non-naive patients.

Conventional systemic therapies

Four articles (40, 42—44) reported on conventional sys-
temic treatment. One article was prospective (43) and
3 retrospective (40, 42, 44). No articles were included
on combination of 2 conventional systemic agents as
this was an exclusion criteria in order to explore the
true effectiveness of conventional systemic agents in
daily practice. Except for one study on methotrexate
(40), all studies reported a mean PASI score above
10 at start of treatment (11.6-26.5), which represents
patients with moderate to severe psoriasis.

Acitretin

Study characteristics. One retrospective study (42)
including 62 patients starting on acitretin was included.
No prospective studies were available.

Monotherapy. In one retrospective study, PASI75
response was attained by 27% (42) of patients with a
mean dose of 0.38 mg/kg/day at week 12. No prospec-
tive or retrospective data were available on long-term
treatment with acitretin.

Fumarates

Study characteristics. Two articles (43, 44) reported the
effectiveness of fumarates in daily practice, including
a total of 312 patients starting on fumarates. One study
(43) was prospective and one (44) was retrospective.
In one study (43) a maximum daily dose of 360 mg
was prescribed at week 6 and in the other study (44)
this was 720 mg at week 9.

Monotherapy. One retrospective study showed a
PASI75 of 47% (44) at week 12, 63% (44) at week
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24, and 76% (44) at 1 year. No long-term results from
prospective studies were available.

Cyclosporine

Study characteristics. One retrospective article (42) stu-
died the effectiveness of cyclosporine in daily practice,
including a total of 36 patients starting on cyclosporine.
In this study, a mean dose of 3.5 mg/kg/day was given.

Monotherapy. In one retrospective study, 46% (42) of
patients reached a PASI75 at week 12.

Methotrexate

Study characteristics. Three articles (40, 42, 44) stu-
died the effectiveness of methotrexate in daily prac-
tice, including 189 patients starting on methotrexate.
All studies were retrospective. In one study (40) the
methotrexate dose was 15 mg weekly and was given
intramuscularly. In another study (44) methotrexate
initial dose of 10 mg once weekly was increased to a
maximum of 20 mg once weekly. Piaserico et al. (42)
gave methotrexate in a mean weekly dose of 11.7 mg.

Monotherapy. In the retrospective studies, between
40% and 49% (42, 44) of patients treated with metho-
trexate 10-20 mg weekly achieved PASI75 at week
12 and 62% (44) at week 24. Eighty-one percent (44)
achieved PASI75 at 1 year. No prospective data were
available.

Comparative studies

Three retrospective studies (40, 42, 44) and 2 prospec-
tive studies (18, 36) compared anti-psoriatic agents
within the study. Piaserico et al. (42) showed that the
proportion of patients achieving PASI75 with acitretin
(27%) was significantly lower than that of patients
treated with methotrexate (49%, p=0.01), etanercept
(64%, p<0.0001), adalimumab (65%, p<0.01) and
infliximab (93%, p<0.001) at week 12. Mean baseline
PASI score appeared similar between these treatments
(methotrexate: 12.7; acitretin 14.8; etanercept 14.9;
adalimumab 14.3; infliximab 14.8). Inzinger et al. (44)
showed that, when prescribed as a primary treatment,
the effectiveness of methotrexate was similar to that of
fumarates; however, the mean PASI at start of metho-
trexate (18.3) was higher than for fumarates (11.6).
In this study, no significance tests were performed
for baseline variables. Gisondi et al. (40) compared
mean PASI decrease between methotrexate, etaner-
cept and infliximab at week 24. Mean PASI decrease
was significantly higher for infliximab compared with
methotrexate, infliximab compared with etanercept,
and etanercept compared with methotrexate. Patients
treated with etanercept or infliximab, however, had
higher baseline PASI scores compared with patients



receiving methotrexate (p=0.0001). Between eta-
nercept and infliximab treated patients, there was no
significant difference in baseline PASI score (p=0.6).
The prospective study of Gisondi et al. (36) showed
no significant differences between ustekinumab and
infliximab for mean PASI decrease at weeks 4 and 28.
Mean baseline PASI scores did not differ between these
2 groups (p=0.1). The prospective study of Menting
et al. (18) showed no significant difference in mean
change in PASI scores between adalimumab, etanercept
and infliximab at weeks 12 and 24. Baseline PASI did
not differ between the 3 groups.

DISCUSSION

To our knowledge, this is the first systematic review on
effectiveness in daily practice of biologics (etanercept,
adalimumab, infliximab and ustekinumab) and conven-
tional systemic agents (acitretin, cyclosporine, fumara-
tes and methotrexate). Effectiveness data from real-life,
observational studies are of added value, since patients
and treatment strategies in daily practice substantially
differ from those in RCTs (8). A substantial proportion
of patients were achieving PASI75 with short- (week
12-16), intermediate- (17-28) and long-term (> 1 year)
treatment with biologics and conventional systemic
agents, except for acitretin monotherapy.

At short-term, PASI75 was 35-68% for adalimumab,
12—66% for etanercept, 38—53% for infliximab, 63—-80%
for ustekinumab, 27% for acitretin, 47% for fumarates,
46% for cyclosporine and 40-49% for methotrexate. At
long-term (1- and 2-year data), PASI75 was 44-89%
for adalimumab, 49-92.3% for etanercept, 65.5% for
ustekinumab, 76% for fumarates and 81% for metho-
trexate. We encountered a high heterogeneity in study
design (prospective/retrospective), treatment regimen
(e.g. dose adjustments, combination with conventional
systemic agents) and patient population (e.g. baseline
PASI scores, naive/non-naive) especially in studies on
biologic treatments. Possible explanatory factors for
the large ranges in PASI75 percentages, especially in
etanercept and adalimumab therapy, were the use of
combination strategies with a conventional systemic
agent and dose adjustments.

In most studies on biologic therapies, concomitant
conventional systemic agents were allowed and pres-
cribed by physicians (24/29 studies). Methotrexate was
mostly prescribed as combination therapy. In these
studies, data were not analysed separately for patients
using combination therapy. Therefore, we reported
studies on combination therapy separately, but found
similar PASI75 ranges between monotherapy and com-
bination therapy. There is some evidence from RCTs
on combining biologics with conventional agents, with
most data for etanercept combined with methotrexate
(45). In daily clinical practice, however, combination

Effectiveness of systemic therapies in plaque psoriasis 457

strategies are often applied in case of ineffectiveness,
and may explain the similar results found in patients
with and without combination therapies. More studies
are needed into combination therapy of conventional
systemic agents with biologic therapies.

Another explanation for the heterogeneity in study
results is that dosing regimens differed between studies,
especially for etanercept and adalimumab treatment.
In adalimumab studies, all articles described dose in-
creases and in studies with etanercept in more than half
of included studies a dose increase was allowed. Afore-
mentioned PASI75 results were therefore achieved with
higher doses than licensed dose. Dose adjustments were
less common in studies on infliximab and ustekinumab,
although the number of included articles was too small
to draw definitive conclusions. If this is indeed the case,
dose adjustments could lead to higher costs for biologic
treatment with etanercept and adalimumab compared
with infliximab and ustekinumab.

Heterogeneity is typical in treating real-life patients
and is not studied in RCTs. The results from daily prac-
tice studies enrich the body of evidence and can be of
added value to current data from RCTs and guidelines
when the quality of data reporting is improved. In or-
der to improve this quality, it is strongly advised that
authors of future studies report the items included in
the STROBE statement (46). The following issues are
of particular importance: study design (prospective,
retrospective, wash-out period and method of analysis);
and patient characteristics (age, sex, body weight,
baseline PASI score, duration of psoriasis, previous
treatments, presence of psoriatic arthritis, number of
patients with and treatment duration of combinations of
systemic anti-psoriatic therapies and dosages used). In
case of biologic treatment in particular, it is important
to describe naivety to biologics, previous biologic
therapies, and dosing regimens.

Comparative studies were scarce and were hampered
by differences at treatment start. Some RCTs (47-51)
compared agents head-to-head. Data from pragmatic
randomized daily practice studies or comparative ef-
fectiveness studies adjusted for confounders could be
informative and decrease this gap in the evidence in
the literature.

In conclusion, biologic and conventional systemic
agents are effective in daily practice. Combination thera-
pies of biologics with conventional systemic treatments
and dose adjustments of biologics were frequently app-
lied strategies, especially for adalimumab and etanercept,
and could explain the large ranges in PASI75 results.
There was a high heterogeneity in study design, treatment
regimen and patient population between included studies.
We made recommendations in order to improve the qua-
lity of reporting in daily practice studies. Gaps identified
were daily practice data on infliximab, ustekinumab,
conventional systemic therapies, long-term treatment,
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combination therapy and results of direct comparisons
on effectiveness between anti-psoriatic agents.

The authors declare no conflicts of interest.

REFERENCES

1.

10.

11.

Parisi R, Symmons DP, Griffiths CE, Ashcroft DM, Identi-
fication, Management of Psoriasis and Associated Comor-
bidiTy (IMPACT) project team. Global epidemiology of
psoriasis: a systematic review of incidence and prevalence.
J Invest Dermatol 2013; 133: 377-385.

. Dowlatshahi EA, Wakkee M, Arends LR, Nijsten T. The

prevalence and odds of depressive symptoms and clinical
depression in psoriasis patients: a systematic review and
meta-analysis. J Invest Dermatol 2014; 134: 1542—-1551.

. Grozdev I, Kast D, Cao L, Carlson D, Pujari P, Schmotzer

B, et al. Physical and mental impact of psoriasis severity
as measured by the compact Short Form-12 Health Survey
(SF-12) quality of life tool. J Invest Dermatol 2012; 132:
1111-1116.

. Zweegers J, de Jong EM, Nijsten TE, de Bes J, te Booij M,

Bogonjen RJ, et al. Summary of the Dutch S3-guidelines
on the treatment of psoriasis 2011. Dutch Society of Der-
matology and Venereology. Dermatol Online J 2014; 20.

. Schmitt J, Rosumeck S, Thomaschewski G, Sporbeck B,

Haufe E, Nast A. Efficacy and safety of systemic treatments
for moderate-to-severe psoriasis: meta-analysis of randomi-
zed controlled trials. Br J Dermatol 2014; 170: 274-303.

. Puig L, Lopez A, Vilarrasa E, Garcia I. Efficacy of biologics

in the treatment of moderate-to-severe plaque psoriasis: a
systematic review and meta-analysis of randomized control-
led trials with different time points. J Eur Acad Dermatol
Venereol 2014; 28 : 1633-1653.

. Lucka TC, Pathirana D, Sammain A, Bachmann F, Rosu-

meck S, Erdmann R, et al. Efficacy of systemic therapies
for moderate-to-severe psoriasis: a systematic review and
meta-analysis of long-term treatment. J Eur Acad Dermatol
Venereol 2012; 26: 1331-1344.

. Garcia-Doval I, Carretero G, Vanaclocha F, Ferrandiz

C, Dauden E, Sanchez-Carazo JL, et al. Risk of serious
adverse events associated with biologic and nonbiologic
psoriasis systemic therapy: patients ineligible vs eligible
for randomized controlled trials. Arch Dermatol 2012;
148: 463-470.

. Feldman SR, Krueger GG. Psoriasis assessment tools in

clinical trials. Ann Rheum Dis 2005; 64 Suppl 2: 1i65-8;
discussion 119—-73.

Frederiksson T, Petterson, U Severe psoriasis — oral therapy
with a new retinoid. Dermatologica 1978: 238-244.
Spuls PI, Lecluse LL, Poulsen ML, Bos JD, Stern RS,
Nijsten T. How good are clinical severity and outcome mea-
sures for psoriasis?: quantitative evaluation in a systematic
review. J Invest Dermatol 2010; 130: 933-943.

. Ryan C, Kirby B, Collins P, Rogers S. Adalimumab treat-

ment for severe recalcitrant chronic plaque psoriasis. Clin
Exp Dermatol 2009; 34: 784—788.

. Van Lumig PP, Lecluse LL, Driessen RJ, Spuls PI, Bo-

ezeman JB, van de Kerkhof PC, et al. Switching from
etanercept to adalimumab is effective and safe: results in
30 patients with psoriasis with primary failure, secondary
failure or intolerance to etanercept. Br J Dermatol 2010;
163: 838-846.

. Warren RB, Brown BC, Lavery D, Griffiths CE. Adalimu-

mab for psoriasis: practical experience in a U.K. tertiary
referral centre. Br J Dermatol 2010; 163: 859-862.

Acta Derm Venereol 96

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Fotiadou C, Lazaridou E, Sotiriou E, Ioannides D. Ada-
limumab for psoriasis in Greece: clinical experience in
a tertiary referral centre. J Eur Acad Dermatol Venereol
2012; 26: 1298-1303.

Lopez-Ferrer A, Vilarrasa E, Gich 1J, Puig L. Adalimumab
for the treatment of psoriasis in real life: a retrospective
cohort of 119 patients at a single Spanish centre. Br J Der-
matol 2013; 169: 1141-1147.

van Lumig PP, van de Kerkhof PC, Boezeman JB, Dries-
sen RJ, de Jong EM. Adalimumab therapy for psoriasis in
real-world practice: efficacy, safety and results in biologic-
naive vs. non-naive patients. J Eur Acad Dermatol Venereol
2013; 27: 593-600.

Menting SP, Sitaram AS, Bonnerjee-van der Stok HM, de
Rie MA, Hooft L, Spuls PI. Drug survival is not signifi-
cantly different between biologics in patients with psoriasis
vulgaris: a single-centre database analysis. Br J Dermatol
2014; 171: 875-883.

de Groot M, Appelman M, Spuls PI, de Rie MA, Bos JD.
Initial experience with routine administration of etanercept
in psoriasis. Br J Dermatol 2006; 155: 808-814.

Berends MA, Driessen RJ, Langewouters AM, Boezeman
JB, Van De Kerkhof PC, De Jong EM. Etanercept and efa-
lizumab treatment for high-need psoriasis. Effects and side
effects in a prospective cohort study in outpatient clinical
practice. J Dermatolog Treat 2007; 18: 76—83.

Barrera MV, Habicheyn S, Mendiola MV, Herrera Ce-
ballos E. Etanercept in the treatment and retreatment of
psoriasis in daily clinical practice. Eur J Dermatol 2008;
18: 683—-687.

Driessen RJ, Berends MA, Boezeman JB, van de Kerkhof
PC, de Jong EM. Psoriasis treatment with etanercept and
efalizumab: clinical strategies influencing treatment out-
come. Br J Dermatol 2008; 158: 1098—-1106.

Antoniou C, Dessinioti C, Stratigos A, Avgerinou G, Stav-
ropoulos P, Katsambas A. Etanercept in severe, recalcitrant
psoriasis: clinical response, safety profile and predictors of
response based on a single institution’s experience. J Eur
Acad Dermatol Venereol 2009; 23: 979-982.

Driessen RJ, Boezeman JB, van de Kerkhof PC, de Jong
EM. Three-year registry data on biological treatment for
psoriasis: the influence of patient characteristics on treat-
ment outcome. Br J Dermatol 2009; 160: 670-675.
Jimenez-Puya R, Gomez-Garcia F, Amorrich-Campos V,
Moreno-Gimenez JC. Etanercept: efficacy and safety. ] Eur
Acad Dermatol Venereol 2009; 23: 402—405.

Mazzotta A, Esposito M, Costanzo A, Chimenti S. Efficacy
and safety of etanercept in psoriasis after switching from
other treatments: an observational study. Am J Clin Der-
matol 2009; 10: 319-324.

Warren RB, Brown BC, Lavery D, Ashcroft DM, Griffiths
CE. Biologic therapies for psoriasis: practical experience
in a U.K. tertiary referral centre. Br J Dermatol 2009; 160:
162—-169.

Antoniou C, Dessinioti C, Vergou T, Stratigos AJ, Av-
gerinou G, Kostaki M, et al. Sequential treatment with
biologics: switching from efalizumab to etanercept in 35
patients with high-need psoriasis. J Eur Acad Dermatol
Venereol 2010; 24: 1413-1420.

Zaragoza V, Perez A, Sanchez JL, Oliver V, Martinez L,
Alegre V. [Long-term safety and efficacy of etanercept in
the treatment of psoriasis.] Actas Dermosifiliogr 2010; 101:
47-53 (in Spanish).

Antoniou C, Vergou T, Dessinioti C, Stratigos AJ, Avgeri-
nou G, Stavropoulos P, et al. Etanercept: effectiveness and
safety data of a retrospective study. J Eur Acad Dermatol
Venereol 2011; 25: 1113-1115.



31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Esposito M, Giunta A, Mazzotta A, Zangrilli A, Babino
G, Bavetta M, et al. Efficacy and safety of subcutaneous
anti-tumor necrosis factor-alpha agents, etanercept and
adalimumab, in elderly patients affected by psoriasis and
psoriatic arthritis: an observational long-term study. Der-
matology 2012; 225: 312-319.

Van Lumig PP, Driessen RJ, Boezeman JB, Van De Kerkhof
PC, De Jong EM. Long-term efficacy of etanercept for pso-
riasis in daily practice. Br J Dermatol 2012; 166: 445-447.
Puig L, Camacho Martinez FM, Gimeno Carpio E, Lopez-
Avila A, Garcia-Calvo C. Efficacy and safety of clinical use
of etanercept for the treatment of moderate-to-severe pso-
riasis in Spain: results of a multicentric prospective study
at 12 months follow-up. Dermatology 2012; 225: 220-230.
Chiu HY, Wang TS, Cho YT, Tsai TF. Etanercept use for
psoriasis in Taiwan: a case series study. Int J Dermatol
2013; 52: 673-680.

van Lumig PP, Driessen RJ, Kievit W, Boezeman JB, van
de Kerkhof PC, de Jong EM. Results of three analytical
approaches on long-term efficacy of etanercept for psoriasis
in daily practice. J Am Acad Dermatol 2013; 68: 57-63.
Gisondi P, Conti A, Galdo G, Piaserico S, De Simone C,
Girolomoni G. Ustekinumab does not increase body mass
index in patients with chronic plaque psoriasis: a prospec-
tive cohort study. Br J Dermatol 2013; 168: 1124—-1127.
Clemmensen A, Spon M, Skov L, Zachariae C, Gniadecki
R. Responses to ustekinumab in the anti-TNF agent-naive
vs. anti-TNF agent-exposed patients with psoriasis vulgaris.
J Eur Acad Dermatol Venereol 2011; 25: 1037-1040.
Laws PM, Downs AM, Parslew R, Dever B, Smith CH,
Barker JN, et al. Practical experience of ustekinumab in
the treatment of psoriasis: experience from a multicentre,
retrospective case cohort study across the U.K. and Ireland.
Br J Dermatol 2012; 166: 189-195.

Ruiz Salas V, Puig L, Alomar A. Ustekinumab in clinical
practice: response depends on dose and previous treatment.
J Eur Acad Dermatol Venereol 2012; 26: 508-513.
Gisondi P, Cotena C, Tessari G, Girolomoni G. Anti-tumour
necrosis factor-alpha therapy ncreases body weight in pa-
tients with chronic plaque psoriasis: a retrospective cohort
study. J Eur Acad Dermatol Venereol 2008; 22: 341-344.
Kalb RE, Gurske J. Infliximab for the treatment of psoriasis:

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

Effectiveness of systemic therapies in plaque psoriasis 459

clinical experience at the State University of New York at
Buffalo. ] Am Acad Dermatol 2005; 53: 616-622.
Piaserico S, Conti A, Lo Console F, De Simone C, Presti-
nari F, Mazzotta A, et al. Efficacy and safety of systemic
treatments for psoriasis in elderly patients. Acta Derm
Venereol 2014; 94: 293-297.

Carboni I, De Felice C, De Simoni I, Soda R, Chimenti S.
Fumaric acid esters in the treatment of psoriasis: an Italian
experience. J Dermatolog Treat 2004; 15: 23-26.
Inzinger M, Weger W, Heschl B, Salmhofer W, Quehen-
berger F, Wolf P. Methotrexate vs. umaric acid esters in
moderate-to-severe chronic plaque psoriasis: data registry
report on the efficacy under daily life conditions. J Eur
Acad Dermatol Venereol 2013; 27: 861-866.

Busard C, Zweegers J, Limpens J, Langendam M, Spuls PI.
Combined use of systemic agents for psoriasis: a systematic
review. JAMA Dermatology 2014; 150: 1213-1220.

von Elm E, Altman DG, Egger M, Pocock SJ, Gotzsche PC,
Vandenbroucke JP, et al. The Strengthening the Reporting
of Observational Studies in Epidemiology (STROBE)
Statement: guidelines for reporting observational studies.
Int J Surg 2014; 12: 1495-1499.

Griffiths CE, Strober BE, van de Kerkhof P, Ho V, Fidelus-
Gort R, Yeilding N, et al. Comparison of ustekinumab and
etanercept for moderate-to-severe psoriasis. N Engl J Med
2010; 362: 118-128.

Saurat JH, Stingl G, Dubertret L, Papp K, Langley RG,
Ortonne JP, et al. Efficacy and safety results from the
randomized controlled comparative study of adalimumab
vs. methotrexate vs. placebo in patients with psoriasis
(CHAMPION). Br J Dermatol 2008; 158: 558-566.
Langley RG, Elewski BE, Lebwohl M, Reich K, Griffiths
CE, Papp K, et al. Secukinumab in plaque psoriasis — results
of two phase 3 trials. N Engl J Med 2014; 371: 326-338.
Fallah Arani S, Neumann H, Hop WC, Thio HB. Fumara-
tes vs. methotrexate in moderate to severe chronic plaque
psoriasis: a multicentre prospective randomized controlled
clinical trial. Br J Dermatol 2011; 164: 855-861.
Flytstrom I, Stenberg B, Svensson A, Bergbrant IM.
Methotrexate vs. ciclosporin in psoriasis: effectiveness,
quality of life and safety. A randomized controlled trial.
Br J Dermatol 2008; 158: 116—-121.

Acta Derm Venereol 96



