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Abstract

Background Psoriasis is a common, chronic, inflammatory skin disease with the majority of individuals having limited
disease, treated with topical medication. However, special attributes of topical treatments like galenic/cosmetic proper-
ties or an inconvenient treatment schedule may result in low preference for topical treatments. Hence, there is strong
medical need for a topical medication, which is highly efficacious, easy-to-use and preferred by both physicians and
patients.

Objective Blinded interim analysis with the purpose to assess efficacy of (both from the physician’s and patient’s per-
spective) and the patients’ preference with a highly efficacious and easy-to-use fixed combination of calcipotriol/beta-
methasone dipropionate topical gel after 8 weeks of once daily treatment in a large patient population.

Methods In this phase IV, international, multicentre, randomized, controlled, prospective, parallel group study, adult
patients with active, mild to moderate psoriasis despite previous topical psoriasis treatment, i.e. unsuccessful in the
8 weeks preceding study participation, are followed over 64 weeks. During the first 8 weeks the patients apply their
medication once a day followed by a 56-weeks maintenance period according to SmPC. Blinded interim analysis of all
patients included demographics, Physician’s Global Assessment, the novel Patient’s self Global Assessment (PsGA) and
Patient Preference Questionnaire (PPQ).

Results 1795 patients were analysed. At week 8, 36.5% of the physicians rated the patients’ psoriasis as clear/almost
clear. Similarly, based on the patients’ self-assessment, 34.2% had a clear/almost clear score of PsGA in week 8. Analy-
sis of the PPQ showed that the vast majority of the patients judged their 8-week treatment to be preferable compared
with their previous treatments.

Conclusion Results of this blinded interim analysis indicate that the fixed combination of calcipotriol/betamethasone
dipropionate gel is highly efficacious and preferred by the majority of analysed patients.
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Introduction

Psoriasis, a chronic, inflammatory skin disease, has a prevalence
of approximately 2-3% in the western population.' With 80% of
the affected patients the most common clinical form is psoriasis
vulgaris (plaque psoriasis).”> As more than 90% of the patients
show a chronic course, continuous treatment is crucial.® Psoria-
sis impacts the disease-related quality of life and is associated
with a variety of comorbidities.*

Available therapies for psoriasis include topical treatments,
phototherapy and systemic therapies. Topical treatments are
first-line therapies for the majority of patients since approxi-
mately 80% of the patients have mild or moderate psoriasis.”
Most commonly prescribed are topical corticosteroids, vitamin
D analogues (e.g. calcipotriol) or combination therapy.” *° In
recent years, several studies have reported the efficacy and safety
of a fixed combination of calcipotriol and betamethasone dipro-
pionate and advantages compared with its individual compo-
nents.*'*'? Adherence to therapy is generally crucial and
depends on the conditions and the complexity of regimens pre-
scribed. Throughout various diseases adherence to any treatment
is generally poor."” In psoriasis non-adherence to topical treat-
ments ranges from 40% to 70%."'* Thus, in psoriasis adherence
to therapy is a major issue with non-adherence leading not only
to poor disease management but also to inefficient use of health
care resources and an increased risk for the development of
comorbidities.”” '® Special attributes of topical treatments like
galenic/cosmetic properties or a time-consuming or inconve-
nient treatment schedule may results in low preference for topi-
cal treatments, both by the physician and the pa’[ient.19 Hence,
there is strong medical need for a topical medication, which is
highly efficacious, easy-to-use and preferred by both physicians
and patients.
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Within the scopes of an ongoing phase IV study, a large
patient population is treated with a fixed combination gel of cal-
cipotriol and betamethasone dipropionate under controlled, yet
long-term real-life conditions.

The purpose of this blinded interim analysis is to assess
efficacy of and patients’ preference with the fixed combination
topical gel compared with their previous treatments with the
aim to confirm the fixed combination gel as the optimal choice
for the study. It is also intended to compare the psoriasis severity
assessment from both a physician’s and a patient’s perspective.

Material and methods

Study design and patients

Within this phase IV, multicentre, randomized, controlled, pro-
spective, parallel group study data from approximately 1630
adult patients estimated to finish the study per protocol are col-
lected. Main inclusion criterion was active, mild to moderate
psoriasis (Physician’s Global Assessment (PGA) >2 20 and a
Body Surface Area (BSA) of <10%) despite previous topical pso-
riasis treatment, i.e. topical treatment (except gel combination
products containing 50 pg calcipotriol/0.5 mg betamethasone/
¢) in the 8 weeks preceding study participation was ineffective.
The study is conducted in eight European countries (Denmark,
France, Germany, Italy, The Netherlands, Spain, Sweden and
United Kingdom). Planned treatment duration for each patient
is 64 weeks including 10 visits (baseline (week 0), weeks 4, 8, 16,
24, 32, 40, 48, 56, 64). Overall aim of this study is to show
clinically the importance of (an) optimized relationship/com-
munication between the patient and health care professional.
For this purpose, the Topical Treatment Optimization Program
(TTOP) has been developed together with patient boards and an
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expert advisory board to address patients’ non-adherence in top-
ical psoriasis therapy and the resulting underperformance of
such treatments.”’ The study is aimed at showing the efficacy of
TTOP compared with standardized regular care (‘non-TTOP’).
Patients were randomized in a 1 : 1 ratio to either participation
in the TTOP or without (non-TTOP). To exclude the medica-
tion’s influence on patients’ adherence patients of both arms
received the same standardized topical treatment of a fixed
combination gel with 50 pg calcipotriol/0.5 mg betamethasone/
g according to SmPC (once daily application to the affected
areas for the first 8 weeks followed by a 56-week maintenance
period).

This study is conducted in accordance with applicable
national and international laws and regulations, including but
not limited to the ICH-GCP guideline and the ethics principles
that have their origins in the Declaration of Helsinki. Prior to
study start, an independent Ethics Committee and the compe-
tent authority reviewed and approved the study. Patients pro-
vided written informed consent prior to study participation.

Assessments

The parameters relevant for the blinded interim analysis
included demographic data and baseline information regarding
psoriasis, including Psoriasis Area and Severity Index (PASI).**
Furthermore, PGA and Patient’s self Global Assessment (PsGA)
were analysed at baseline and week 8, while Patient Preference
Questionnaire (PPQ) was analysed at week 8.

The PGA,*® with a 7-point scale from 0 = clear to 6 = severe,
is used as the main parameter for the evaluation of efficacy. The
newly developed PsGA is based on the PGA, however, using
more general category descriptions and simplified wording
enabling the patients to assess their psoriasis severity themselves
(Table 1). The newly developed PPQ collected data on the
patient’s preference for their current compared with their previ-
ous treatments. The PPQ contains 10 questions scaled in a
4-point Likert format (0 = strongly disagree, 1 = disagree,
2 = agree and 3 = strongly agree) and a supplementary option
‘Does not apply to me’ (Table 2).

Statistical analysis
A blinded interim analysis of the aforementioned parameters was
performed for the total population using the statistical package

Table 1 Patient’s Global Assessment (PsGA)

SAS (Statistical Analysis System) for Windows Version 9.3 (SAS
Institute Inc., Cary, NC, USA). The analysis included descriptive
statistics, confirmatory analyses of and correlations between PGA
and PsGA at baseline and week 8. PGA and PsGA were consid-
ered as endpoints for the interim analysis. Descriptive statistics,
percentages and frequencies (where appropriate) were performed
for demographic data, other baseline characteristics, PGA and
PsGA. For PGA and PsGA, a Wilcoxon rank-sum test (5% signif-
icance level) was performed to compare the mean between base-
line and week 8. Scatterplots were performed and Spearman’s
rank correlation coefficients calculated for PGA and PsGA corre-
lation at baseline and week 8. For PPQ, frequencies were calcu-
lated for the levels of each item at week 8 by pretreatment.

Results

Characteristics of the study population

In total, 1803 patients were randomized in 104 study sites in
Denmark, France, Germany, Italy, The Netherlands, Spain, Swe-
den and United Kingdom. Recruitment was stopped when the
calculated statistical sample size of 1630 patients was reached
with 1654 patients performing visit 3 at week 8. Eight patients
were excluded from the analysis: five due to dubious data qual-
ity, two withdrew consent before dispensing of medication
and one was withdrawn after randomization despite lack of
fulfilment of inclusion criteria concerning pretreatment. From
the 1795 analysed patients, 761 were female and 1034 male.
Demographic data and other baseline characteristics are pre-
sented in Table 3 and Table SI.

Importantly, as stated above, all patients had been unsuccess-
fully treated with another topical agent in the 8 weeks preceding
inclusion. At the time of interim analysis, documentation of pre-
vious topical psoriasis treatment was recorded and coded for
1285 patients. Thereof, 22.1% had received calcipotriol/betameth-
asone combination (=ointment), 47.8% a potent corticosteroid
(group II-1V, according to WHO ATC codes level 4), 22.7% Vita-
min D analogues and 7.4% either a combination of the above or
another topical treatment (e.g. weak corticosteroids of group I).

Efficacy evaluation
Assessment of psoriasis severity between week 0 and 8 was done
by via PGA and PsGA. At baseline, 33.4% of the patients had a

Score Category Description

0 Clear The skin looks normal with no signs of lesions

1 Almost clear There are only faint lesions with some slight redness, barely elevated and a few scales
2 Mild The skin lesions have a light red colour, may be slightly elevated and a bit scaly

3 Mild to moderate The skin lesions have a reddish colour, are a bit elevated and somewhat scaly

4 Moderate The skin lesions are clearly red, elevated and scaly

5 Moderate to severe The skin lesions are really red, thick and with a lot of scales

6 Severe The skin lesions are very red, really thick and with heavy scaling

JEADV 2015, 29, 1156-1163
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Table 2 Patient Preference Questionnaire (PPQ) Table 4 Summary of PGA at Baseline and Week 8
Item No. Question Week 0 Week 8
1 The current treatment is more effective than the N 1795 1655
previous topical treatments Mean 3.0 1.9
2 The current treatment is easier to use than the previous  gp 0.86 1.03
topical treatments Median 3.0 20
3 The current treatment has fewer side-effects than the Vi P) 0
previous topical treatments in
4 | consider the current treatment to be better tolerable Max 6 6
than the previous topical treatments Clear 93 (5.6%)
5 | prefer the current treatment to previous topical Almost clear 512 (30.9%)
treatments Mild 600 (33.4%) 623 (37.6%)
6 The current treatment is more effective than previous Mild to moderate 736 (41.0%) 304 (18.4%)
systemic treatments . Moderate 381 (21.2%) 109 (6.6%)
7 The cur.rent treatment is easier to use than previous Moderate to severe 70 (3.9%) 3(0.8%)
systemic treatments P 8 (0.4% 01%
8 The current treatment has fewer side-effects than evere (0.4%) 1 )
previous systemic treatments
9 | consider the current treatment to be better tolerated Wilcoxon rank-sum test (P-value) P < 0.001
than previous systemic treatments
10 | prefer the current treatment to previous systemic
treatments Table 5 Summary of PsGA at Baseline and Week 8
Week 0 Week 8
Table 3 Demographics and other characteristics at baseline N 1793 1653
Mean 3.2 2.0
Parameter Total
n = 1795 SD 1.02 1.11
Median 3.0 2.0
Female, n (%) 761 (42.4%) Min ] 0
0, 0,
D : :
Hgfe ;ytears) P (1 0'01) Clear 89 (5.4%)
We'9 ht(‘:(m) t0s (1 7'30) Almost clear 50 (2.8%) 459 (27.8%)
B’\j'lgk 5 gg P (5 - ) Vi 449 (25.0%) 640 (38.7%)
- i 9 mf) - - s (1 = ;6 Mild to moderate 653 (36.4%) 287 (17.4%)
Rura 'ct’ln ‘: pio(:as's (months) 6(176.36)  Voderate 487 (27.2%) 144 (8.7%)
e;:en y treate 1795 (100.0% Moderate to severe 125 (7.0%) 27 (1.6%)
I els py— (100.0%) Severe 29 (1.6%) 7 (0.4%)
nvolvement of nafts Wilcoxon rank-sum test (P-value) P < 0.001
Yes 1295 (72.1%)
No 500 (27.9%)
Psoriatic arthritis
Yes 153 (8.5%) Moreover, for both PGA and PsGA the null hypothesis of no
No 1642 (91.5%) treatment effect between week 0 and 8 could be rejected at a 5%
PASI -score (H + UL + T + LL) 4.50 (2.19) significance level (P < 0.001). The shift of PGA from week 0-8 is

Data represent mean values (standard deviation), unless otherwise speci-
fied.

BMI, body mass index; H, head; LL, lower limbs; T, trunk; UL, upper
limbs.

PGA of 2 (mild) and 66.5% a PGA >2; median PGA was 3.0.
According to PsGA, 25.0% of the patients had a score of 2 (mild)
and 72.2% a PsGA of >2; median PsGA was 3.0. After 8 weeks,
the PGA was almost clear or clear for 36.5%. Likewise, 34.2% of
the patients rated their psoriasis severity as being almost clear or
clear. The median PGA as well as median PsGA improved to 2.0.
Further details are shown in Table 4 (PGA) and Table 5 (PsGA).

JEADV 2015, 29, 1156-1163

shown in Fig. 1 for all patients (n = 1795) and in Fig. 2 accord-
ing to pretreatments (n = 1285).

The correlation between PGA and PsGA using Spearman’s
correlation coefficient with 0.75 (P < 0.0001)
correlation at medium level. Generally, the patients rated their

shows a

condition at baseline worse compared with the physicians’
ratings (Fig. 3).

Patients’ preference

Assessment of patients’ preference using the PPQ showed that
the vast majority judged their 8-week treatment with the current
study medication (fixed combination topical gel) to be highly

© 2014 The Authors. Journal of the European Academy of Dermatology and Venereology published by John Wiley & Sons Ltd
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Figure 1 Physician’s Global Assessment (PGA) according to severity: baseline vs. week 8 (n = 1795).

preferable when compared with their previous treatments. This
was the case for both topical and potentially systemic treatments,
whichever treatments the patients had previously received. Pref-
erence for the current medication was actually observed for each
of the 10 items and was independent from the treatment that the
patient had received preceding inclusion. More precisely, the
patients rated the current topical treatment as being more effec-
tive, easier to use, having fewer side-effects and to be better tol-
erable compared with their previous treatments. Importantly, as
a global statement, the patients preferred the current topical
treatment compared with their previous topical treatments and/
or systemic treatments (Item 5 and 10). The frequencies for the
levels of each of the 10 items of PPQ at week 8 is shown in
Fig. 4; Fig. S1 shows the PPQ results according to pretreatments.

Discussion
Topical agents are the mainstay in the treatment of psoriasis.
However, given their specific characteristics the overall adher-
ence and compliance are poor.'” Factors contributing to this
poor adherence rate are various and complex: topical therapies
are often considered to be ineffective/not effective enough,
messy and the application is time-consuming and inconve-
nient.”> * It has been shown that the prescribed regimen signif-
icantly affects adherence with once daily regimens resulting in
84% adherence, while for thrice-daily regimens reported adher-
ence is only 59%."> Therefore, the fixed combination gel of
calcipotriol and betamethasone dipropionate was chosen for
the study as it is an easy-to-use, effective, generally safe and
well-tolerated combination product, which only has to be
applied once daily in the first weeks until full therapeutic effect
is reached, after which it may be used ‘as needed’ for further
disease control.****

An aim of this study is the documentation of the patients’ per-
ception of this specific topical therapy and to re-establish the
value of topical therapy. The PPQ was newly developed for this

JEADV 2015, 29, 1156-1163

study to collect data on the patients’ preference for the current
treatment with the fixed combination topical gel compared with
their previous treatments. Acceptance of the study medication
was very high as the patients rated this current topical treatment
as being more effective, easier to use, having fewer side-effects
and to be better tolerable, irrespective of the previous treatments
— topical or systemic — they had received. In addition to the
unsuccessful topical treatment in the 8 weeks prior to study par-
ticipation, several patients had also received systemic treatment,
previously, however, documentation of the 4 months prior to
study participation was not intended and therefore for most of
them neither type or duration of prior systemic treatment were
known. Nevertheless, those patients who previously received sys-
temic treatment interestingly also rated the current treatment
with the fixed combination gel to be highly preferable when
compared with their previous systemic treatment. However,
regarding a high number of answers for items relating to previ-
ous systemic treatment it has to be considered that the terms
topical and systemic might not be clear to some of the patients.
Furthermore, the presented results of treatment with a fixed
combination calcipotriol/betamethasone dipropionate gel are
comparable with previous observations with a fixed combination
ointment of calcipotriol and betamethasone dipropionate.®
However, the presented analysis showed that the fixed combina-
tion gel was highly preferred, although containing the same
active ingredients, when compared to previously available com-
bination treatment, i.e. ointment. Possible explanations might be
a better adherence and therefore better efficacy of the gel formu-
lation due to less greasiness and/or less time spent for application
or the use within the scope of a clinical study. The latter might
be a general limitation concerning the comparison with the
patients’ previous treatments, which were all used according to
daily practice and not within controlled conditions of a clinical
study. Nevertheless, the high patient preference verifies the selec-
tion of the fixed combination gel as medication for the study.

© 2014 The Authors. Journal of the European Academy of Dermatology and Venereology published by John Wiley & Sons Ltd
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Figure 2 Physician’s Global Assessment (PGA) according to severity by pretreatment (calcipotriol/betamethasone combination, potent

corticosteroids, Vitamin D analogues): baseline vs. week 8 (n = 1285).

Within the scopes of this study it was aimed to positively
select the patient population as being unsuccessfully treated with
topical antipsoriatic agents other than the fixed combination gel
for at least 8 weeks preceding inclusion. Importantly, to classify

JEADV 2015, 29, 1156-1163

this pretreatment as ineffective, the PGA had to be 2 or higher at
inclusion. PGA and PsGA at baseline were in the range of mild
to moderate disease. After 8 weeks of once daily treatment with
the fixed combination topical gel significant improvements were

© 2014 The Authors. Journal of the European Academy of Dermatology and Venereology published by John Wiley & Sons Ltd
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Figure 3 Physician’s Global Assessment (PGA) vs. Patient’s Global Assessment (PsGA) according to severity: baseline vs. week 8

(n = 1795).

Week8 Week 8

70 - 70 -

mStrongly agree  MAgree BDisagree O Strongly disagree O Doesnotapply to me ®mStrongly agree  BmAgree BDisagree O Strongly disagree O Does notapply to me

60 60 -

50 50 -
— —

)

£ 4 & 40 4
2 2
5 ;
% & ¥
o o

20 20

10 10 4

Q 0 - T T T T
Item 1 ltem 2 Item 3 Item 4 Item 5 Item & tem 7 tem 8 tem 9 Item 10
(more effective)  (easierto use) (fewerside  (bettertolerable)  (preferred) (more effective)  (easierto use) (fewerside  (befter tolerable)  (preferred)
effects) effects)
Current vs. previous topical treatment Current vs. previous gystemic treatment
Items PPQ Items PPQ

Figure 4 Patient Preference Questionnaire (PPQ) at week 8 (n = 1795). ltem 1: The current treatment is more effective than the previous
topical treatments, Item 2: The current treatment is easier to use than the previous topical treatments, Item 3: The current treatment has
fewer side-effects than the previous topical treatments, Item 4: | consider the current treatment to be better tolerable than the previous
topical treatments, ltem 5: | prefer the current treatment to previous topical treatments, Item 6: The current treatment is more effective
than previous systemic treatments, Item 7: The current treatment is easier to use than previous systemic treatments, ltem 8: The current
treatment has fewer side-effects than previous systemic treatments, ltem 9: | consider the current treatment to be better tolerated than
previous systemic treatments, Item 10: | prefer the current treatment to previous systemic treatments.

shown for both PGA and PsGA. Remarkably, both PGA and
PsGA had comparable severity ratings, indicating the usefulness
and comparability of the patient’s self-assessment tool with the
physician’s assessment tool. This is the first study that attempts
to compare the perspectives of both the physician as well as the
patient with similar tools. At baseline, the physicians tend to rate
the patient’s condition severity less severe than the patients
themselves, indicating that they might be more desensitized or
conversely, that the patients consider due to psychological
impairment that they are more severely affected than they actu-
ally are. In any case, the different perceptions tend to converge

JEADV 2015, 29, 1156-1163

after 8 weeks. This trend might be explained by a certain “train-
ing effect” regarding the self-assessment of the patients. Addi-
tionally, the self-perception of the patients might have been
changed after having received more information about severity
and outcome of the disease, which could be assumed at least for
the patients of the TTOP group. Particularly, possible differences
between the TTOP and non-TTOP group will be interesting in
the final analysis at the end of the study.

In summary, interim analysis of a large patient population
after 8 weeks of treatment indicated that the fixed combination
calcipotriol/betamethasone dipropionate topical gel is highly

© 2014 The Authors. Journal of the European Academy of Dermatology and Venereology published by John Wiley & Sons Ltd

on behalf of European Academy of Dermatology and Venereology.
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efficacious and highly preferred by the patients compared with
their previous treatments. This is beneficial to re-establish the value
of topical therapy to both the physicians as well as the patients.

As the main goal of the PSO-TOP study is the assessment of
the effectiveness of the TTOP-intervention, the results of
the ongoing study are eagerly awaited to see how the TTOP-
intervention influences the patient’s adherence.

Acknowledgements
We thank LEO Pharma A/S, Ballerup, Denmark, for the financial
support of the project.

References
1 Lowes MA, Bowcock AM, Krueger JG. Pathogenesis and therapy of psori-

asis. Nature 2007; 445: 866-873.

Mrowietz U, Reich K. Psoriasis—new insights into pathogenesis and treat-

ment. Dtsch Arztebl Int 2009; 106: 11-19.

Nast A, Boehncke W-H, Mrowietz U et al. S3-Leitlinie zur Therapie der

Psoriasis vulgaris Update 2011. J Dtsch Dermatol Ges 2011; 9(Suppl. 2):

S1-S104.

4 Augustin M, Reich K, Glaeske G, Schaefer I, Radtke M. Co-morbidity

and age-related prevalence of psoriasis: analysis of health insurance data

in Germany. Acta Derm Venereol 2010; 90: 147-151.

Kimball AB, Guérin A, Tsaneva M et al. Economic burden of comorbidi-

ties in patients with psoriasis is substantial. J Eur Acad Dermatol Venereol

20115 25: 157-163.

Lee YW, Park EJ, Kwon IH, Kim KH, Kim K]J. Impact of psoriasis

on quality of life: relationship between clinical response to therapy

and change in health-related quality of life. Ann Dermatol 2010; 22:

389-396.

Menter A, Korman NJ, Elmets CA et al. Guidelines of care for the man-

agement of psoriasis and psoriatic arthritis. Section 3. Guidelines of care

for the management and treatment of psoriasis with topical therapies.

J Am Acad Dermatol 2009; 60: 643—659.

Clareus BW, Houwing R, Sindrup JH, Wigchert S. The DESIRE study—

psoriasis patients’ satisfaction with topical treatment using a fixed combi-

nation of calcipotriol and betamethasone dipropionate in daily clinical

practice. Eur ] Dermatol 2009; 19: 581-585.

Lebwohl M, Ali S. Treatment of psoriasis. Part 1. Topical therapy and

phototherapy. ] Am Acad Dermatol 2001; 45: 487—498.

10 Vakirlis E, Kastanis A, Ioannides D. Calcipotriol/betamethasone dipropi-

onate in the treatment of psoriasis vulgaris. ] Ther Clin Risk Manag 2008;

4: 141-148.

Lui H, Shapiro J. Once daily application of a combination of calcipotriol

and betamethasone dipropionate (Dovobet, Daivobet) for the treatment

of psoriasis. Skin Therapy Lett 2003; 8(Suppl. 1): 1-2.

12 Toole JW. Calcipotriol and betamethasone dipropionate for the treatment
of psoriasis: a 52-week study. Skin Therapy Lett 2007; 12: 1-3.

13 Martin LR, Williams SL, Haskard KB, Dimatteo MR. The challenge of
patient adherence. Ther Clin Risk Manag 2005; 1: 189-199.

14 Fouere S, Adjadj L, Pawin H. How patients experience psoriasis: results
from a European survey. ] Eur Acad Dermatol Venereol 2005; 19(Suppl.
3): 2-6.

15 Gelfand JM, Neimann AL, Shin DB, Wang X, Margolis D], Troxel AB.
Risk of myocardial infarction in patients with psoriasis. ] Am Med Assoc
20065 296: 1735-1741.

16 Kaye JA, Li L, Jick SS. Incidence of risk factors for myocardial infarction
and other vascular diseases in patients with psoriasis. Br ] Dermatol 2008;
159: 895-902.

17 Neimann AL, Shin DB, Wang X, Margolis DJ, Troxel AB, Gelfand JM.
Prevalence of cardiovascular risk factors in patients with psoriasis. ] Am
Acad Dermatol 2006; 55: 829-835.

[\S]

w

wl

(=)}

~

foe]

Nl

1

—_

JEADV 2015, 29, 1156-1163

1

e}

Sabaté E. Adherence to long-term therapies — Evidence for action.
[WWW document] WHO, 2003, 1-211. URL http://apps.who.int/medi-
cinedocs/pdf/s4883e/s4883e.pdf (last accessed: 16 January 2014).

19 Augustin M, Holland B, Dartsch D, Langenbruch A, Radtke MA.
Adherence in the treatment of psoriasis: a systematic review. Dermatology
20115 222: 363-374.

20 Langley RG, Ellis CN. Evaluating psoriasis with psoriasis area and severity
index, psoriasis global assessment, and lattice system physician’s global
assessment. | Am Acad Dermatol 2004; 51: 563-569.

21 Reich K, Mrowietz U, Karakasili E, Zschocke I. Development of an

adherence-enhancing intervention in topical treatment termed the topical
treatment optimization program (TTOP). Arch Dermatol Res 2014; 306:
667-676.

22 Fredriksson T, Pettersson U. Severe psoriasis—oral therapy with a new
retinoid. Dermatologica 1978; 157: 238-244.

23 Balkrishnan R, Carroll CL, Camacho FT, Feldman SR. Electronic moni-
toring of medication adherence in skin disease: results of a pilot study.

J Am Acad Dermatol 2003; 49: 651-654.

24 Storm A, Andersen SE, Benfeldt E, Serup J. One in 3 prescriptions are
never redeemed: primary nonadherence in an outpatient clinic. J Am
Acad Dermatol 2008; 59: 27-33.

25 Brown KK, Wingfield ER, Kimball AB. Determining the relative impor-

tance of patient motivations for nonadherence to topical corticosteroid

therapy in psoriasis. ] Am Acad Dermatol 2006; 55: 607—-613.

Elliott R. Non-adherence to medicines: not solved but solvable. ] Health

Serv Res Policy 2009; 14: 58-61.

27 Hol K. Patient preference for topical psoriasis formulations. EADV 2010;
Available from: http://www.leo-pharma.se/Files/Billeder/Docs/Hol-
EADV.pdf. Accessed April 21, 2014 (Abstract).

28 Leo Pharma G. SmPC of Daivobet®/Dovobet® Gel. 2011. Available from:
http://www.medicines.ie/medicine/14616/SPC/Dovobet+Gel/. Accessed
April 21, 2014,

29 Reich K, Bewley A. What is new in topical therapy for psoriasis? J Eur
Acad Dermatol Venereol 2011; 25: 15-20.

2

[=)}

Supporting information
Additional Supporting Information may be found in the online
version of this article:

Figure S1. Patient Preference Questionnaire (PPQ) at week 8 by
pretreatment (calcipotriol/betamethasone combination, potent
corticosteroids, Vitamin D analogues; n = 1285). Item 1: The
current treatment is more effective than the previous topical
treatments, Item 2: The current treatment is easier to use than
the previous topical treatments, Item 3: The current treatment
has fewer side-effects than the previous topical treatments, Item
4: T consider the current treatment to be better tolerable than the
previous topical treatments, Item 5: I prefer the current treat-
ment to previous topical treatments, Item 6: The current treat-
ment is more effective than previous systemic treatments, Item
7: The current treatment is easier to use than previous systemic
treatments, Item 8: The current treatment has fewer side-effects
than previous systemic treatments, Item 9: I consider the current
treatment to be better tolerated than previous systemic treat-
ments, [tem 10: I prefer the current treatment to previous sys-
temic treatments.

Table S1. Demographics and other baseline characteristics.
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