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Abstract

Background Fixed combination calcipotriol 50 pg/g (Cal) plus betamethasone 0.5 mg/g (BD) foam has been devel-
oped as a new treatment option for patients with psoriasis.

Methods The randomized, parallel-group, investigator-blinded Phase lll, 12-week PSO-ABLE study compared the effi-
cacy and safety of Cal/BD foam with Cal/BD gel. Patients aged >18 years with mild-to-severe psoriasis were randomized
4:4:1:1 to once-daily Cal/BD foam, Cal/BD gel, foam vehicle or gel vehicle (NCT02132936). The primary efficacy endpoint
was the proportion of patients who were clear/almost clear with a > 2 grade improvement according to the physician’s
global assessment of disease severity (i.e. treatment success) at week 4 for Cal/BD foam vs. week 8 for Cal/BD gel. Sec-
ondary efficacy endpoints included: proportion of patients achieving at least a 75% reduction in modified psoriasis area
and severity index (mPASI75), and time to treatment success (TTTS). Safety was monitored throughout.

Results A total of 463 patients were randomized: Cal/BD foam (n = 185), Cal/BD gel (n = 188), foam vehicle (n = 47), gel
vehicle (n = 43); overall completion rate was 90%. Cal/BD foam achieved higher treatment success rates (38% vs. 22%;
P < 0.001) and mPASI75 (52% vs. 35%; P < 0.001) by week 4 than Cal/BD gel by week 8. Median TTTS with Cal/BD foam
was 6 weeks; this could not be determined for Cal/BD gel as 50% treatment success was not achieved (P < 0.001).
Adverse drug reactions were reported in 14 (7.6%) Cal/BD aerosol foam patients and 7 (3.7%) Cal/BD gel patients; all were
single events except for itch with Cal/BD aerosol foam (n = 5; 2.7%) and worsening psoriasis with Cal/BD gel (n = 3; 1.6%).
Conclusion Cal/BD aerosol foam showed significantly greater efficacy after 4 weeks, than 8 weeks of treatment with
Cal/BD gel, with similar tolerability.
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Introduction

Psoriasis, a chronic, recurrent, immune-mediated inflammatory
disorder,"* impairs quality of life (QoL)** to a similar extent to
that experienced by patients with other chronic diseases such as
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diabetes or cancer.> Although many patients with mild-to-mod-
erate psoriasis are treated with topical therapy alone,®® adher-
ence remains a significant issue as the daily treatment regimen
can be cumbersome and time consuming.’ Studies have shown
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that the type of topical vehicle used can impact on adher-

10,11
ence;

patients prefer a vehicle that is simple and fast to
apply, quickly absorbed and non-greasy.'?

Topical formulations containing corticosteroids and/or vita-
min D; analogues are recommended for treating psoriasis.”®'>"'>
The efficacy and safety of the fixed combination of calcipotriol
50 pg/g (Cal) and betamethasone 0.5 mg/g as dipropionate
(BD) has been confirmed in long-term trials.'®™'® The ointment
and gel formulations of this fixed combination are established
first-line treatments.”” An aerosol foam formulation of the fixed
Cal/BD combination has been developed to enhance adherence
and increase therapeutic options available. Previous Cal/BD
aerosol foam studies have shown greater in vitro skin penetration
compared with other formulations,?' and a significantly greater
antipsoriasis effect over 4 weeks of treatment than Cal/BD oint-
ment,?? vehicle?® and individual active ingredien’[s,24 with a
comparable tolerability profile.***> The primary hypothesis of
the PSO-ABLE study was that 4 weeks of Cal/BD aerosol foam
has superior efficacy compared with 8 weeks of Cal/BD gel. The
PSO-ABLE study also further investigated the fixed combination
aerosol foam and gel, by assessing the efficacy and safety of up to
12 weeks of continued treatment.

Methods

Patients

Eligible patients were aged >18 years with mild-to-severe psoria-
sis vulgaris (according to the 5-point physician’s global assess-
ment of disease severity [PGA]), and were amenable to topical
therapy. Patients had between 2 and 30% of their body (i.e.
trunk and/or limbs) surface area affected by psoriasis, with a
modified (excluding the head, which was not treated) Psoriasis
Area and Severity Index (mPASI) of >2. Patients were excluded
if they had received biologic, systemic or phototherapy within 4—
16 weeks (dependent on type of therapy) before randomization.
Other exclusion criteria were as follows: planned excessive expo-
sure of the treated area to sunlight; planned initiation or change
to concomitant medication that could affect psoriasis; current
diagnosis of guttate, erythrodermic, exfoliative or pustular psoria-
sis, or other inflammatory skin disorders; any skin infections; dis-
orders of calcium metabolism associated with hypercalcaemia or
hypersensitivity to any component of the investigational products.
All patients provided written informed consent.

Study design

PSO-ABLE was a prospective, multicentre, Phase III, parallel-
group, investigator-blinded (ClinicalTrials.gov
NCT02132936) conducted UK and the USA
(Fig. 1). Patients were randomized 4:4:1:1 to once-daily Cal/

study
in France,

BD aerosol foam, Cal/BD gel, foam vehicle or gel vehicle for

up to 12 weeks. Treatment was assigned via a central Interac-
tive Web Response System (IWRS) in accordance with a
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computer-generated randomization schedule; randomization
was stratified by trial site and baseline disease severity (two
strata: mild; at least moderate). Once patient eligibility was
confirmed, site personnel entered subject number and PGA
score into the IWRS, which then randomized the patient to
one of the treatment arms and allocated a kit number. The
institutional review board or independent ethics committee of
each investigational site approved the protocol. The study was
performed in accordance with the Declaration of Helsinki and
Good Clinical Practice.

Objectives and assessments
The primary objective was to compare the efficacy of Cal/BD
aerosol foam at week 4 to that of Cal/BD gel at week 8. The pri-
mary efficacy endpoint was the proportion of patients who were
‘clear’ or ‘almost clear’ with a > 2 grade improvement in PGA-as-
sessed disease severity — which was defined as ‘treatment success’
—at week 4 for Cal/BD aerosol foam vs. week 8 for Cal/BD gel.
The secondary objective of the study was to compare the effi-
cacy and safety of Cal/BD aerosol foam to Cal/BD gel for up to
12 weeks of treatment. Additional efficacy endpoints included:
changes from baseline in mPASI score; proportion of patients
achieving at least a 75% reduction in mPASI (mPASI75); pro-
portion of patients achieving at least a 90% reduction in mPASI
(mPASI90) and time to achieving treatment success (TTTS).
Time to achieving mPASI75 was also assessed post hoc. Patient
preferences and treatment satisfaction were assessed based on
the Patient Preference Questionnaire (PPQ; at week 4) and the
Topical Therapy Questionnaire (TTaQ; at weeks 4, 8 and 12).*°
Both questionnaires were developed based on a systematic litera-
ture review, qualitative patient focus interviews and input from
expert focus groups, with the aim of facilitating the early identi-
fication of specific non-adherence factors in patients under topi-
cal treatment.?® For the TTaQ, a difference of >15% between the
lowest proportion in one group and the highest proportion in
the other group who agreed/strongly agreed with each statement
was set as an arbitrary threshold to understand which treatment
aspects led to markedly different responses. A number of addi-
tional patient-reported outcomes were also assessed, but will be
reported separately. Safety was assessed throughout the 12-week
treatment period by evaluating adverse events (AEs) and adverse
drug reactions (ADRs; described as causally related to treat-
ment), and by monitoring laboratory parameters. All AEs and
ADRs were assessed according to the Medical Dictionary for
Regulatory Activities (MedDRA) Version 15.1 (McLean, Virgi-
nia, USA).

Statistical analysis

For the sample size calculation, the proportion of patients
achieving treatment success was assumed (based on data from
previous studies) to be 52% for Cal/BD aerosol foam at week 4
and 34% for Cal/BD gel at week 8. The power analysis indicated
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Figure 1 PSO-ABLE study design. FU, follow-up.

that with a sample size of 168 patients in each group, Fisher’s
exact test would have 90% power to reject the null hypothesis of
no difference in treatment success. As patients were randomized
to the respective vehicle group in a 4:1 ratio, 42 patients were
required for each vehicle group. Allowing for a withdrawal rate
of approximately 8%, the aim was to enrol 460 patients in the
following ratio: 184:184:46:46 (Cal/BD aerosol foam, Cal/BD gel,
aerosol foam vehicle and gel vehicle).

Categorical outcomes were compared between treatment
groups using the Cochran-Mantel-Haenszel method, adjusting
for pooled centre (if a centre randomized <20 patients, it was
pooled with a geographically neighbouring centre to form a
pooled centre of >20 patients) and baseline PGA. For continuous
outcomes, ANCOVA was used, adjusting for pooled centre,
baseline PGA and baseline covariate. Missing values for efficacy
endpoints were handled by applying multiple imputation (MI),
except for TTTS, as no imputation was necessary as it was
accounted for by the censoring of data in the model. The efficacy
analysis set comprised all randomized patients. The safety analy-
sis set comprised all patients who received at least one dose of
study medication and for whom postbaseline safety data were
available.

Results

Patients

In total, 504 patients from 41 centres (UK, n = 15; USA,
n = 15; France, n = 11) were enrolled; the study was conducted
between June 2014 and March 2015. Of these, 463 patients
were randomized to Cal/BD aerosol foam (n = 185), Cal/BD
gel (n = 188), foam vehicle (n =47) or gel vehicle (n = 43)
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(Table 1). The overall completion rate was 89.8% (n = 416)
(Fig. 2). Ten patients (5.4%) withdrew from Cal/BD aerosol
foam and fourteen patients (7.4%) from Cal/BD gel. Most
patients had moderate disease and the overall mean mPASI
score was around 7.

Efficacy

Treatment success A significantly larger proportion of Cal/BD
aerosol foam-treated patients achieved treatment success at week
4, compared with Cal/BD gel-treated patients at week 8 (38.3%
vs. 22.5%; odds ratio [OR] 2.55, 95% CI: 1.46, 4.46; P < 0.001)
(Fig. 3a). In the Cal/BD aerosol foam group, treatment success
rates at week 4 were 18.9% (n = 10/53) in patients with mild
disease, 44.8% (n = 47/105) in those with moderate disease and
50.0% (n = 11/22) in those with severe disease at baseline.
Equivalent treatment success rates at week 8 in the Cal/BD
gel-treated patients were 0% (n = 0/42), 31.6% (n = 37/117)
and 15.8% (n = 3/19), respectively.

Median TTTS with Cal/BD aerosol foam was 6 weeks; TTTS
could not be determined for Cal/BD gel, as 50% treatment suc-
cess was not achieved by 12 weeks (hazard ratio [HR] 1.97, 95%
CI: 1.46, 2.65; P < 0.001) (Fig. 3b).

mPASI Mean baseline mPASI was 7.1 in the Cal/BD aerosol
foam group and 6.6 in the Cal/BD gel group. After baseline,
mean mPASI was lower in the Cal/BD aerosol foam group than
in the Cal/BD gel group at each time point up to week 12.
Adjusted mean mPASI was significantly lower with Cal/BD aero-
sol foam than Cal/BD gel (4.50 vs. 5.20; adjusted difference
—0.70; 95% CI: —1.05 to —0.35; P < 0.001) at week 1. The
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Table 1 Patient demographics and baseline characteristics

Cal/BD aerosol foam

(n = 185)

Mean age + SD, years 54.0 + 145
Male:Female 126:59
Mean BMI + SD, kg/m? 29.7 + 6.1
Baseline PGA

Mild 54 (29.2)

Moderate 109 (58.9)

Severe 22 (11.9)
Mean duration of psoriasis vulgaris = SD, years 19.3 £ 141
Mean BSA + SD, % 71 +57
Mean mPASI + SD 71 + 45

Cal/BD gel Aerosol foam vehicle Gel vehicle
(n =188) (n=47) (n=43)
545 + 14.9 546 + 14.2 51.9 £ 15.5
114:74 29:18 26:17

30.3 + 6.6 282 + 4.8 28.8 + 5.3
45 (23.9) 14 (29.8) 9 (20.9)

124 (66.0) 30 (63.8) 32 (74.4)

19 (10.1) 3(6.4) 2(4.7)

19.0 + 14.2 18.4 + 13.3 20.8 + 14.4
7.0+ 55 79 + 64 8.2+ 6.3
6.6 + 3.6 7.2 + 441 7.4 £5.0

BD, betamethasone 0.5 mg/g; BMI, body mass index; Cal, calcipotriol 50 ng/g; mPASI, modified psoriasis area and severity index; PGA, physician’s global

assessment.

significant difference was maintained at week 4 for Cal/BD aero-
sol foam vs. week 8 for Cal/BD gel (2.18 vs. 2.77; adjusted differ-
ence —0.59; 95% CI: —1.11, —0.06; P = 0.028).

The proportion of patients achieving mPASI75 was greater
with Cal/BD aerosol foam than Cal/BD gel throughout the study.
mPASI75 was achieved by significantly more Cal/BD aerosol
foam-treated patients (52.1%) at week 4 than Cal/BD gel-treated
patients (34.6%) at week 8 (OR: 2.18, 95% CI. 1.37, 3.47;

P < 0.001) (Fig. 4a). In the Cal/BD aerosol foam group, 54.7%
(n =29/53), 47.6% (n = 50/105) and 63.6% (n = 14/22) of
patients with mild, moderate and severe baseline disease, respec-
tively, achieved mPASI75 at week 4; equivalent proportions in the
Cal/BD gel-treated patients at week 8 were as follows: 40.5%
(n = 17/42), 35.9% (n = 42/117) and 21.1% (n = 4/19), respec-
tively. mPASI90 results with Cal/BD aerosol foam at week 4 vs.
Cal/BD gel at week 8 were 22.2% vs. 10.7% (OR: 2.43, 95% CI:

Not randomized, n = 41

Enrolled, n =504

Screen failure, n =29

Protocol deviation, n= 1

Patient withdrawal, n= 3

Lost to follow up, n=2

Randomized, n=463

J

Adverse event, n=1

Other,n=5

Cal/BD gel, n= 188

J

[ Cal/BD aerosol foam, n = 185 ]

Gel vehicle, n =43

[ Aerosol foam vehicle, n =47 ] [

Did not complete, n=10 Did not complete, n=14

o Lack of efficacy, n=1 o Lack of efficacy, n=4

o Adverse event, n=3 o Adverse event, n=3
e Protocol deviation, n=2 e Protocol deviation, n=0
o Patient withdrawal, n=2 o Patient withdrawal, n=0
o Lost to follow up, n=5

e Other,n=2

[

o Lost to follow up, n=2
e Other, n=0

[

Did not complete, n=9 Did not complete, n= 14

o Lack of efficacy, n=5 o Lack of efficacy, n=9

o Adverse event, n=1 o Adverse event, =0
e Protocol deviation, n=0 e Protocol deviation, n=0
o Patient withdrawal, n=1 o Patient withdrawal, n= 4
e Lost to follow up, n=1

e Other, n=0

[

o Lost to follow up, n=2
e Other,n=0

[

Completed, n=175 Completed, n=174

[ I J

Completed, n=38 Completed, n=29

[ J L

l l

l l

Excluded from efficacy set (n = 0)
Excluded from safety set (n=0)

Excluded from efficacy set (n = 0)
Excluded from safety set (n=0)

[ J ]

Excluded from efficacy set (n=0)
Excluded from safety set (n = 0)

Excluded from efficacy set (n=0)
Excluded from safety set (n = 0)

[ J {

l l

l l

Analyzed, n= 185 Analyzed, n= 188

{ ) J

Analyzed, n =47 Analyzed, n=43

{ Jl

Figure 2 CONSORT diagram.
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Figure 3 (a) Treatment success rates by visit (MI). (b) Time to
treatment success, according to PGA (observed cases), in Cal/BD
aerosol foam and gel groups. MI, multiple imputation.

1.22, 4.82; P = 0.009); at weeks 8 and 12 in the Cal/BD aerosol
foam group, mPASI90 scores were 29.0% and 22.9%, respectively.

Median time to mPASI75 was 4 weeks with Cal/BD aerosol
foam and 12 weeks with Cal/BD gel (Fig. 4b).

Drug consumption

The mean total amount of Cal/BD aerosol foam used from base-
line to week 4 was 98.6 g, whereas the mean total amount of
Cal/BD gel used from baseline to week 8 was 164.3 g. Over
12 weeks, the amount of Cal/BD aerosol foam used was 236.4 g,
whereas the total amount of Cal/BD gel used was 193.1 g.

Safety

Adverse events were reported in a similar proportion of Cal/BD
aerosol foam (n =77, 41.6%) and the Cal/BD gel (n = 85,
45.2%) patients over the 12-week treatment period. The most
common AEs overall were upper respiratory tract infection,
nasopharyngitis and vitamin D deficiency (Table 2); baseline
blood levels of 25-hydroxy vitamin D were classified as ‘low’ in
281 patients (60.7%). In the five Cal/BD foam patients with pru-
ritus, it was lesional/perilesional in 3/5 and distant from lesions
in 2/5 patients; all three patients in the Cal/BD gel and foam
vehicle groups reported lesional/perilesional pruritus. Itch was
reported as an AE by five patients receiving Cal/BD aerosol foam

JEADV 2017, 31, 119-126

(@) == Cal/BD aerosol foam
= 70, —— Cal/BD gel
o~
o 601 59 593 597 608
@ 52
E 50 { "
o 40/ 40
£ 334 | [346
)
= 301 27.8
§ 24.3
o 20]
c
% 104 72 102
o
o Hze, |_|

?\}_\ 0\‘_‘?/ q\}_b‘ ?\}_Q) e“% \{:\0 \{:{b
& & < & & () ()
W@
(b)

100, —— Cal/BD aerosol foam

—_ 1 Cal/BD gel

2 80.

e 4’_I_'—l

l: 4

(]

E 60

E 4

2 404

s

>

E 20

© T f

0 T T T )
@ Q9 B © > Q &
N & & & &
o N @
Figure 4 (a) mPASI75 by visit in each treatment group (M).
(b) Time to mPASI75, according to PGA (observed cases). MI,
multiple imputation.

(2.7%) and two receiving Cal/BD gel (1.1%). Most AEs were
mild or moderate; only 12 patients experienced a severe AE
(n = 6 in the Cal/BD aerosol foam group, n = 5 in the Cal/BD
gel group and n = 1 in the foam vehicle group).

Serious AEs were reported in four patients (2.2%) receiving
Cal/BD aerosol foam (congestive heart failure, gastro-oesopha-
geal reflux, prostate cancer, exacerbation of psoriasis) and three
(1.6%) receiving Cal/BD gel (postprocedural haemorrhage, type
2 diabetes mellitus, ischaemic stroke). One serious AE was con-
sidered related to Cal/BD aerosol foam treatment (exacerbation
of psoriasis after 69 days of treatment). There were no deaths.
ADRs were reported in 14 patients (7.6%) in the Cal/BD aerosol
foam group, and 7 (3.7%) in the Cal/BD gel group. All were sin-
gle events except for itch with Cal/BD aerosol foam (n = 5;
2.7%) and worsening psoriasis with Cal/BD gel (n = 3; 1.6%).
No clinically significant changes in mean albumin-corrected
serum calcium or spot urinary calcium:creatine ratio were seen
in any treatment groups.

Patient preferences
Patient preference questionnaire Both Cal/BD aerosol foam

and gel scored higher than previous topical (Table 3) and sys-
temic therapies (Table S1) on all preference parameters.
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Table 2 Most common AEs during 12 weeks of treatment, by MedDRA primary system organ class and preferred term (>2 patients in

the Cal/BD aerosol foam group)

Cal/BD aerosol
foam (n = 185)

Nasopharyngitis 7(3.8)
Vitamin D deficiency 6(3.2)
Upper respiratory tract infection 5(2.7)
Pruritus 5(2.7)
Back pain 5(2.7)
Diarrhoea 4(2.2)
Psoriasis 4(2.2)
Lower respiratory tract infection 4(2.2)
Gastro-oesophageal reflux disease 3(1.6)
Influenza-like illness 3(1.6)

AE, Adverse event; BD, betamethasone 0.5 mg/g; Cal, calcipotriol 50 ng/g; MedDRA, Medical Dictionary for Regulatory Activities.

Table 3 Patient preferences at week 4 compared with previous topical therapies

Cal/BD
aerosol foam
‘More effective’ (responders) (179)
Strongly agree/agree 158 (88.3)
Strongly disagree/disagree 16 (8.9)
Does not apply to me 5(2.8)
‘Easier to apply’ (responders) (179)
Strongly agree/agree 137 (76.5)
Strongly disagree/disagree 39 (21.8)
Does not apply to me 3(1.7)
‘Fewer side effects’ (responders) (178)
Strongly agree/agree 109 (61.2)
Strongly disagree/disagree 34 (19.1)
Does not apply to me 35(19.7)
‘More tolerable’ (responders) (179)
Strongly agree/agree 145 (81.0)
Strongly disagree/disagree 23(12.8)
Does not apply to me 11 (6.1)
‘Prefer current therapy’ (responders) (178)
Strongly agree/agree 149 (83.7)
Strongly disagree/disagree 25 (14.0)
Does not apply to me 4(2.2)

BD, betamethasone 0.5 mg/g; Cal, calcipotriol 50 ng/g.

However, a higher proportion of patients receiving Cal/BD aero-
sol foam than Cal/BD gel favoured their study treatment over
previous treatments (i.e. ‘strongly agreed’ or ‘agreed’ with each
statement). PPQ data were also evaluated based on previous
topical treatment. In general, a similar proportion of patients
receiving Cal/BD aerosol foam ‘strongly agreed’ or ‘agreed’ with
each statement, irrespective of previous treatment (Fig. 5; Fig. S1
a—d).

Topical therapy questionnaire Overall, a high proportion of
patients in both the Cal/BD aerosol foam and gel groups agreed/
strongly agreed with the TTaQ statements regarding satisfaction
with effectiveness of therapy and how quickly therapy took

JEADV 2017, 31, 119-126

Cal/BD gel Aerosol foam Gel vehicle
(n=188) vehicle (n = 47) (n=43)
4(2.1) 0 2(4.7)
5(2.7) 0 2(4.7)
9 (4.8) 1(2.1) 2(4.7)
2(1.1) 1(2.1) 0
3(1.6) 1(2.1) 2(4.7)
2(1.1) 0 2(4.7)
7(3.7) 1(2.1) 0
1(0.5) 0 1(2.3)
1(0.5) 1(2.1) 0
2(1.1) 0 1(2.3)
Cal/BD gel Aerosol foam Gel vehicle
vehicle
(181) (44) (34)
122 (67.4) 21 (47.7) 11 (32.4)
54 (29.8) 23 (52.3) 23 (67.6)
5(2.8) 0 0
(179) (44) (34)
116 (64.8) 28 (63.6) 16 (47.1)
58 (32.4) 15 (34.1) 16 (47.1)
5(2.8) 1(2.3) 2(5.9)
(178) (44) (34)
92 (51.7) 27 (61.4) 12 (35.3)
49 (27.5) 10 (22.7) 14 (41.2)
37 (20.8) 7 (15.9) 8(23.5)
(179) (44) (34)
118 (65.9) 23 (52.3) 14 (41.2)
44 (24.6) 18 (40.9) 17 (50.0)
17 (9.5) 3(6.8) 3(8.8)
(179) (43) (33)
124 (69.3) 21 (48.8) 16 (48.5)
49 (27.4) 21 (48.8) 15 (45.5)
6(3.4) 1(2.3) 2(6.1)

effect, time spent on treatment and would repeat/continue on
therapy (Table S2); other statements of interest are summarized
in Table S2.

Discussion

In the PSO-ABLE study, 4 weeks of Cal/BD aerosol foam was
significantly more effective than 8 weeks of Cal/BD gel in
patients with psoriasis. This superiority was obtained by week 1
and maintained throughout the 12-week treatment period. Of
note, Cal/BD aerosol foam was effective irrespective of baseline
disease severity. Cal/BD aerosol foam was well tolerated, main-
taining the safety profile of established fixed-combination Cal/
BD formulations.
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compared with previous topical therapies, grouped by previous
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As highlighted by the cumulative TTTS and time to mPASI75
(Figs. 3b and 4b), patients continued to achieve benefit from
Cal/BD aerosol foam and gel throughout the study. This suggests
that there can be a potential added benefit of continuing treat-
ment for up to 12 weeks if a patient is not clear/almost clear of
psoriasis after the initial recommended treatment period. The
treatment success rate with Cal/BD aerosol foam at week 4 was
slightly lower in PSO-ABLE than in previous studies; the same
was true for Cal/BD gel. One possible explanation for this could
be that a greater proportion of patients with mild disease were
enrolled (30% compared with 16% in PSO-FAST,?® 9% in one
Phase 11 study24 and 16% in another Phase II study25 ). Whereas
moderate and severe patients are considered to achieve treat-
ment success if they are ‘clear’ or ‘almost clear’, mild patients
need to be completely clear of psoriasis to be considered as such;
this makes it more difficult for mild patients to achieve treat-
ment success according to the predefined treatment success rule
using PGA. Achieving complete clearance of psoriasis is a more
stringent criterion than being ‘clear’ or ‘almost clear’, even for
mild patients. This may also explain why the treatment success
rates at week 4 were lower in patients with mild disease com-
pared to those with moderate and severe disease (18.9% vs.
44.8% and 50.0%, respectively). Importantly, the proportion of
patients achieving mPASI75 at week 4 in PSO-ABLE (52%) was
comparable to that observed in previous studies (53% in PSO-
FAST,*® 49% in one Phase II study®* and 50% in another Phase
1T study®). Based on the study protocol, patients who achieved
treatment success were allowed to discontinue treatment, but
were required to attend all scheduled visits until study end.
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The safety profile of Cal/BD aerosol foam was similar to pre-

vious studies>

and was consistent with the fixed combination
gel and ointment formulations.”” ** The rates of AEs and ADRs
with Cal/BD aerosol foam in PSO-ABLE cannot be compared to
previous studies due to the longer observation period (12 vs.
4 weeks). Nevertheless, the incidence of AEs and ADRs was low
and similar to that observed in the Cal/BD gel and foam vehicle
groups. Overall, this 12-week study confirms that Cal/BD aerosol
foam is well tolerated and may have a favourable benefit-risk
profile in a chronic disease such as psoriasis.

Poor patient perception of effectiveness and concerns around
the topical treatment formulation are drivers of inadequate
adherence.”® Preference data indicate that a greater proportion
of patients receiving Cal/BD aerosol foam than Cal/BD gel
thought it was more effective, easier to apply and generally pre-
ferred it compared with previous topical and systemic therapies.
These observations may be important in clinical practice, given
that adherence to topical therapy remains a significant issue.’
Previous studies have shown that if patients think a treatment is
effective and easy to use they are more likely to be adherent,”'
which should lead to better treatment outcomes. Although fur-
ther studies are needed, these patient preference data suggest
that Cal/BD aerosol foam may address some of the current
unmet needs of the psoriasis patient population.

One possible criticism of the study design is that differing
treatment periods were used for the primary endpoint. However,
PSO-ABLE was specifically designed to compare Cal/BD aerosol
foam and Cal/BD gel based on the recommended treatment
periods in the approved Food and Drug Administration labels,
i.e. 4 weeks for Cal/BD aerosol foam vs. 8 weeks for Cal/BD gel.
As such, the study design was deemed acceptable as it reflects the
recommended use of each formulation in clinical practice.

In conclusion, this study shows that 4 weeks of Cal/BD aero-
sol foam treatment is significantly more effective than 8 weeks
of treatment with Cal/BD gel (with lower drug consumption).
This superior efficacy, combined with a similar safety profile and
with the reported patient preference for Cal/BD aerosol foam
over previous topical and systemic therapies, should lead to
increased patient adherence and improved QoL and real-world
treatment outcomes. Patients who are not clear/almost clear of
psoriasis after 4 or 8 weeks may benefit from continuing treat-
ment for up to 12 weeks, with a favourable safety profile over
this extended period.
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‘more tolerable’.
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