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Psoriasis is a common, chronic immune-mediated 
inflammatory skin disease that negatively impacts pa-
tients’ quality of life (QoL). Multiple formulations of 
once-daily, fixed-combination calcipotriol 50 μg/g (Cal) 
plus betamethasone dipropionate 0.5 mg/g (BD) are 
approved first-line psoriasis treatments (1). These Cal/
BD treatments include, in order of their appearance on 
the market, ointment and gel (Dovobet®/Daivobet®/Ta-
clonex®, LEO Pharma A/S, Ballerup, Denmark), aerosol 
foam (Enstilar®, LEO Pharma A/S, Ballerup, Denmark), 
generic ointment and gel, and a water-based cream that 
is restricted to topical treatment of mild-to-moderate 
psoriasis (Wynzora®, MC2 Therapeutics, Ltd., Guild-
ford, UK). Head-to-head comparisons of Cal/BD foam 
and Cal/BD gel or ointment showed that the foam was 
statistically significantly more effective than gel or oint-
ment, according to the Physician’s Global Assessment 
of disease severity scale (PGA), and modified Psoriasis 
Area and Severity Index (mPASI) (2, 3). In related head-
to-head comparisons, Cal/BD cream was also associated 
with greater improvement in QoL outcomes vs gel (4, 
5). However, there are no head-to-head comparisons of 
efficacy or patient-reported outcomes (PROs) with Cal/
BD foam and Cal/BD cream. Therefore, we conducted 
matching-adjusted indirect comparisons (MAICs) to 
compare individual patient data (IPD) available for 
multiple Cal/BD foam trials and the aggregate data from 
the EU and US Cal/BD cream trials of adult patients 
with mild-to-moderate plaque psoriasis. In our previous 
MAIC analyses focusing on efficacy outcomes, Cal/BD 
foam showed significantly greater improvements in PGA 
and mPASI than Cal/BD cream (6). In this follow-up 
study, we conducted MAICs focusing on patients’ QoL 
assessed by a score of 0 or 1 in the Dermatology Life 
Quality Index (DLQI 0/1) in 4 Cal/BD foam trials and 
the 2 combined Cal/BD cream trials.

MATERIALS AND METHODS (see APPENDIX S1)

RESULTS

After matching to the pooled estimates of patient baseline 
characteristics from the European Union (EU) and US 
Cal/BD cream trials (Table SI), the effective sample sizes 
of the Cal/BD foam trials ranged from 71.6% to 96.4% 
of the original sample sizes, and most patients from the 
Cal/BD foam trials (>80%) had “moderate disease” by 

Investigator’s Global Assessment (IGA) (Tables SII–SV). 
The weighted baseline characteristics of PSO-ABLE 
were identical when matched with the respective com-
parators in the pooled Cal/BD cream trials (i.e. matching 
of Cal/BD foam vs cream arms, and of anchor Cal/BD 
gel arms) (Table SII). For the unanchored analyses, the 
weighted baseline characteristics were either identical 
(LEO90100-07 and LP0053-1001 randomized controlled 
trials (RCTs)) or largely similar (PSO-LONG open-label 
phase and pooled Cal/BD foam trial IPD) to the pooled 
Cal/BD cream treatment arms (Tables SIII–SV).

In the anchored MAIC of Cal/BD foam vs cream, the 
percentage of patients with DLQI 0/1 response was grea-
ter for both treatments than the comparator Cal/BD gel 
(Fig. 1A). Treatment with Cal/BD cream for 8 weeks was 
associated with numerically greater DLQI 0/1 response 
than with Cal/BD foam for 4 weeks; however, the con-
fidence intervals were wide, and the difference between 
the 2 treatments was statistically insignificant (Fig. 1A).

In the unanchored MAICs with the Cal/BD foam RCT 
arms (PSO-ABLE, LEO90100-07, and LP0053-1001) vs 
the Cal/BD cream trials, Cal/BD foam was associated 
with greater DLQI 0/1 response vs Cal/BD cream in only 
LP0053-1001 (Fig. 1B). The PSO-LONG open-label 
phase IPD had the largest effective sample size after 
matching of all the Cal/BD foam studies (Neff  = 548.48, 
Table SIV) given that randomization of patients to the 
foam and placebo arms had not yet occurred. The cor-
responding unanchored MAIC vs Cal/BD cream numeri-
cally favoured Cal/BD foam with a narrower confidence 
interval than for the MAICs discussed above, with similar 
results observed in the unanchored MAIC of the pooled 
Cal/BD foam treatment groups vs Cal/BD cream trials 
(Fig. 1B). Nevertheless, across the 5 unanchored MAICs 
(of which 3 numerically favoured Cal/BD foam), the dif-
ference in DLQI 0/1 response between the 2 treatments 
was insignificant (Fig. 1B).

DISCUSSION

Our previous MAIC analyses showed that Cal/BD foam 
was significantly more efficacious than Cal/BD cream 
according to the PGA and mPASI outcomes (6). In this 
follow-up study, MAICs of DLQI 0/1 response data of 
Cal/BD foam and Cal/BD cream trials do not show a 
significant difference between 4 weeks of Cal/BD foam 
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and 8 weeks of Cal/BD cream, suggesting that both on-
label treatments have a similar impact on QoL. Together, 
our MAICs focusing on efficacy and QoL suggest that 
Cal/BD foam exhibits superior efficacy and comparable 
DLQI 0/1 response to Cal/BD cream, but in half the time 
of treatment.

In contrast, recent MAIC analyses of Cal/BD cream 
vs foam, concluded that there is a numerical, but insig-
nificant, “trend” for greater DLQI 0/1 response with Cal/
BD cream; that both treatments are numerically on par 
for efficacy (using PGA and PASI-75); and that Cal/BD 
cream is significantly to almost-significantly better than 
foam in treatment satisfaction using PRO measures from 
the Psoriasis Treatment Convenience Scale (PTCS) and 
the Topical Product Usability Questionnaire (TPUQ) 
(7). Methodological differences between the analyses 
focusing on Cal/BD foam and those on Cal/BD cream 
may contribute to the different conclusions regarding the 
efficacy and PROs of the 2 treatments. 

The indirect comparisons of 4 weeks of Cal/BD foam 
vs 8 weeks Cal/BD cream reported here are strengthened 
by the larger collection of Cal/BD foam studies used with 
DLQI 0/1 response data: 4 separate clinical trials and a 
pooled analysis with the Cal/BD foam treatment groups, 
which is greater than the clinical data package available 
for the recently launched Cal/BD cream. Furthermore, 
pooling of the 4 trials and controlling for prognostic 
factors, such as disease severity enhances the MAIC vs 
Cal/BD cream, as opposed to using only 1 Cal/BD foam 
trial without said adjustment. In this study, data of severe 
patients were excluded to compare DLQI 0/1 response 
vs Cal/BD cream more appropriately since the EU and 
US Cal/BD cream trials did not have severe patients. In 
the previous MAICs covering efficacy and PROs (7), 

only 2 Cal/BD foam studies with DLQI data were used: 
PSO-ABLE (2, 8), and PSO-INSIGHTFUL, which also 
assessed treatment satisfaction measured by the TPUQ 
(9). These indirect comparisons were conducted with
out the exclusion of severe patients, nor adjustment on 
prognostic factors such as baseline severity or the other 
variables listed in Tables SI–SV, as that was not possible 
with the Bucher’s adjusted indirect comparison method 
employed (7). Such an adjustment is feasible with the 
approach detailed here (10) and in a related MAIC of Cal/
BD cream vs foam that corroborates the similar impact 
on QoL of the 2 approved treatments (11). Moreover, 
Reich et al. included MAICs of DLQI 0/1 response bet-
ween on- and off-label Cal/BD cream and Cal/BD foam 
treatments to compare the same treatment durations; the 
results at 4 (off-label Cal/BD cream) and 8 (off-label Cal/
BD foam) weeks numerically favoured Cal/BD cream, 
but the differences were insignificant (7).

Another explanation for the different conclusions is the 
ambiguity of the treatment satisfaction comparison. The 
MAIC focusing on Cal/BD cream matched the 5 PTCS 
questions with relevant TPUQ questions; however, the 
TPUQ is comprised of 26 items that evaluate patients’ 
preference for topical treatment and using a subset may 
affect the results of the comparison with Cal/BD foam 
(9). Moreover, the treatment satisfaction questions posed 
to subjects in the Cal/BD foam and cream trials, though 
similar, are not identical; thereby making a comparison 
challenging (7). For instance, the TPUQ was only pu-
blished with the PSO-INSIGHTFUL trial results (9) and 
has not been validated further like PTCS used in the Cal/
BD cream trials (12). 

In conclusion, there are substantial data showing that 
while Cal/BD foam and Cal/BD cream may be com-

Fig. 1. Forest plots of (A) the anchored matching-adjusted indirect comparison (MAIC) of Dermatology Life Quality Index (DLQI) 0/1 
response for Cal/BD foam at Week 4 vs calcipotriol (Cal)/ betamethasone dipropionate (BD) cream at Week 8 with Cal/BD gel as a 
common comparator and (B) unanchored MAICs of DLQI 0/1 response for Cal/BD foam at Week 4 vs Cal/BD cream at Week 8. (A) Odds 
ratios presented for achieving DLQI 0/1 response in an anchored MAIC of PSO-ABLE randomized controlled trial (RCT) vs US and EU RCTs of Cal/BD 
cream. DLQI 0/1 response rates are for the comparators vs Cal/BD gel. (B) Odds ratios (ORs) presented for achieving DLQI 0/1 response in unanchored 
MAICs of the Cal/BD foam RCTs (PSO-ABLE, LEO90100-07, and LP0053-1001); the PSO-LONG open-label phase; and the pooled Cal/BD foam individual 
patient data (IPD), vs US and EU RCTs of Cal/BD cream. 95% CI: 95% confidence interval; Pooled: pooled Cal/BD foam treatment groups (PSO-ABLE 
RCT arm, LEO90100-07 RCT arm, LP0053-1001 RCT arm, PSO-LONG open-label phase).
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parable in terms of DLQI performance, Cal/BD foam 
may achieve these outcomes in half the time. Therefore, 
nuanced comparisons of treatment satisfaction are neces-
sary to better differentiate between the 2 formulations. 
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