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Context and Policy Issues 

Pimecrolimus 1% cream has an indication of “For short-term treatment and intermittent 

long-term therapy of mild to moderate atopic dermatitis in non-immunocompromised 

patients 2 years of age and older, in whom the use of alternative, conventional therapies is 

deemed inadvisable because of potential risks, or in the treatment of patients who are not 

adequately responsive to or intolerant of alternative, conventional therapies.”
(1)

 Atopic 

dermatitis is an inflammatory skin condition that most likely manifest in childhood as 

erythema and intense pruritus. The disease may persist into adulthood or be first 

manifested later in life, the estimated world-wide prevalence of adults with atopic dermatitis 

is 1 to 3%.
(2)

 The condition is commonly treated with topical corticosteroids.
(3, 4)

  

Beyond this indication, current clinical practice sees the use of pimecrolimus for seborrheic 

dermatitis and for psoriasis.
(5, 6)

 Seborrheic dermatitis is an inflammatory condition that 

affects sebum gland-rich areas and is reported to affect 3 to 5% of the general population.
(6)

 

Psoriasis is an inflammatory skin condition characterized by erythematous plaques that 

may be mild or cover large areas of the body, it is estimated to affect 2 to 4% in western 

countries.
(7)

 

Due to the expanded clinical use of pimecrolimus, a review of both the evidence of its 

efficacy and of its potential economic evaluation is of importance for a more evidence-

based clinical and policy decision making process. This is particularly relevant in reference 

to three clinical conditions: adult atopic dermatitis, adult seborrheic dermatitis, and adult 

psoriasis. 

Research Questions 

1. What is the clinical effectiveness of pimecrolimus for the treatment of adults with atopic 

dermatitis? 

2. What is the clinical effectiveness of pimecrolimus for the treatment of adults with 

seborrheic dermatitis? 

3. What is the clinical effectiveness of pimecrolimus for the treatment of adults with 

psoriasis? 

4. What is the cost-effectiveness of pimecrolimus for the treatment of adults with atopic 

dermatitis, seborrheic dermatitis, or psoriasis? 

Key Findings 

In atopic dermatitis, pimecrolimus is superior to vehicle (placebo) in decreasing the severity 

of the symptoms of the disease and in possibly inducing remission. However, evidence 

from one randomized controlled trial indicated that maintenance therapy with pimecrolimus 

was not statistically significantly different than vehicle. Evidence when comparing 

pimecrolimus to corticosteroid treatment can be conflicting: some studies suggested that 

pimecrolimus shows no statistically significant differences while others show topical 

corticosteroids to be superior. Tacrolimus was reported to be superior to pimecrolimus. One 
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economic evaluation indicated that topical corticosteroids are less costly and confer more 

quality adjusted life-years in atopic dermatitis patients. 

In seborrheic dermatitis, primecrolimus may be statistically significantly better than vehicle 

in reducing the severity of seborrheic dermatitis symptoms, but little difference can be seen 

in the number of treatment success patients. Comparison to corticosteroids showed no 

statistically significant difference across most comparison, with the exception of the 

comparison with methylprednisolone in reducing the disease severity index; whereas 

primecrolimus was statistically significantly superior. No statistically significant difference 

was found when pimecrolimus was compared to sertaconazole in seborrheic dermatitis.  

No evidence regarding comparative clinical efficacy of pimecrolimus in patients suffering 

from psoriasis was found. Also, no cost-effectiveness information for pimecrolimus in 

seborrheic dermatitis or psoriasis patients was found.  

 

Methods 

Literature Search Methods 

A limited literature search was conducted on key resources including PubMed, EMBASE 

via Ovid, The Cochrane Library, University of York Centre for Reviews and Dissemination 

(CRD) databases, Canadian and major international health technology agencies, as well as 

a focused Internet search. No filters were applied to limit the retrieval by study type. The 

search was also limited to English language documents published between January 1, 

2012 and August 18, 2017. 

Rapid Response reports are organized so that the evidence for each research question is 

presented separately. 

Selection Criteria and Methods 

One reviewer screened citations and selected studies. In the first level of screening, titles 

and abstracts were reviewed and potentially relevant articles were retrieved and assessed 

for inclusion. The final selection of full-text articles was based on the inclusion criteria 

presented in Table 1. 

Table 1: Selection Criteria 

Population Adults requiring treatment of: 
Q1, Q4 – atopic dermatitis 
Q2, Q4 – seborrheic dermatitis (eczema) 
Q3, Q4 – psoriasis 

Intervention Pimecrolimus (e.g, Elidel) 

Comparator Other active comparators, placebo 

Outcomes Clinical effectiveness, clinical benefit and harm, cost-effectiveness 

Study Designs Health technology assessments, systematic reviews, meta-analyses, network meta-analyses, randomized 
controlled trials, non-randomized studies, and economic evaluations 
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Exclusion Criteria 

Articles were excluded if they did not meet the selection criteria outlined in Table 1, they 

were duplicate publications, or were published prior to 2012. 

Critical Appraisal of Individual Studies 

The included systematic reviews were critically appraised using AMSTAR,
(8)

 and 

randomized studies were critically appraised using Downs and Black checklist.
(9)

 Summary 

scores were not calculated for the included studies. Rather, a review of the strengths and 

limitations of each included study were described. 

Summary of Evidence 

Quantity of Research Available 

A total of 197 citations were identified in the literature search. Following screening of titles 

and abstracts, 178 citations were excluded and 19 potentially relevant reports from the 

electronic search were retrieved for full-text review. No potentially relevant publications 

were retrieved from the grey literature search. Of the potentially relevant articles, 14 

publications were excluded for various reasons, while five publications met the inclusion 

criteria and were included in this report. Appendix 1 describes the PRISMA flowchart of the 

study selection process.  

Six articles of potential interest are included in Appendix 5. 

Summary of Study Characteristics 

Study characteristics are summarized below and details are presented in Appendix 2.  

Study Design 

Three relevant systematic reviews were identified.
(6, 10, 11)

 These systematic reviews had 

wide inclusion criteria in both patient population and study design. One systematic review 

attempted to conduct a meta-analysis by pooling all control groups (placebo and active 

controls) and comparing it to pimecrolimus.
(6)

 This meta-analysis provides little information 

and violates the homogeneity assumption, thus the results are not reported here. None of 

the included systematic reviews provided a meta-analysis of a pooled estimate, instead a 

narrative synthesis of the results of the included studies was provided. 

Two relevant RCTs were included.
(12, 13)

 One was related to atopic dermatitis, comparing 

maintenance therapy of pimecrolimus to vehicle (placebo), and  the second RCT was 

related to seborrheic dermatitis, comparing pimecrolimus to sertaconazole.
(13)

 Both RCTs 

employed a double blind design.
(12, 13)

   

Year of Publication and Country of Origin 

Of the included systematic reviews; one was from the Philippines, published in 2012;
(6)

 one 

from the United States, published in 2012;
(10)

  and one from the United Kingdom, published 

in 2016.
(11)

 

Of the included RCTs: one was from Germany, published in 2012
(12)

; and one was from 

Iran, published in 2013.
(13)
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Patient Population 

One of the systematic reviews only included studies with adult patients diagnosed with 

seborrhic dermatitis, with its included studies enrolling patients of a mean age that ranged 

from 28.65 to 59.6 years and with a disease duration ranging from a mean of 25.08 to 137.9 

months.
(6)

 Similarly, only studies enrolling adult patients diagnosed with atopic dermatitis 

were included in a second systematic review, but the age range and disease duration were 

not explicitly stated.
(10)

 The last systematic review did not specify adult patients as an 

inclusion criterion. However, it reported on six randomized controlled trials of adults with 

atopic dermatitis that enrolled patients with ages ranging from 18 to 69 years, although 

exact measures of age and disease duration were not provided.
(11)

  

Of the two included RCTs, one enrolled 40 adult patients with hand atopic dermatitis (mean 

age 33.06, standard deviation [SD] = 10.78) who were considered as responders (IGA of 2 

or less) after a treatment with mometasone fuorate 0.1 %, no disease duration measure 

was provided.
(12)

 The other included RCT enrolled 60 patients suffering from seborrheic 

dermatitis (majority were considered moderate by the investigator), mean age of patients 

was 30.12 (SD = 12.56) years and 34.67 (SD 10.98) in the sertaconazole and pimecrolimus 

groups, respectively.
(13)

  

Interventions and Comparators 

Overall, comparators fell under three categories: vehicle (placebo), corticosteroids, 

tacrolimus, and anti-mycotics, the latter of which was employed for seborrheic dermatitis 

studies. All systematic reviews allowed any intervention-comparison to be included.
(6, 10, 11)

 

The RCT of patients with seborrheic dermatitis compared sertaconzaole 2% cream twice 

daily to primecrolimus 1% twice daily,
(13)

 while the RCT of patients with hand atopic 

dermatitis compared primecrolimus 1% twice daily as a maintenance therapy to vehicle.
(12)

 

Outcomes 

The included systematic reviews attempted to capture any outcome in the studies related to  

investigator or patient assessment of the overall severity of the disease along with the 

severity of specific symptoms. This included reporting investigator global assessment (IGA), 

or patient global assessment (PGA), or eczema area severity index (EASI) as a measure of 

patient success or relapse. These three outcomes are scale-based outcomes to assess the 

severity of the skin inflammatory condition, wherein a higher number indicates a more 

severe condition. IGA and EASI are conducted by the investigator/ physician, while PGA is 

conducted by the patient.  

The RCT of patients suffering from seborrheic dermatitis measured the overall severity of 

seborrheic dermatitis through an investigator assessed severity index reported as mild, 

moderate, or severe. Patients satisfaction with the treatment was reported by the patient as 

none, mild, moderate, and good.
(13)

 The RCT of patients with hand atopic eczema used the 

IGA score of 1 or 0 (almost clear, clear) to define treatment success, other outcomes 

reported include Hand Eczema Severity Score (HECSI), patient self-assessment (PSA), 

and dermatology life quality index (DLQI).
(12)

 

Summary of Critical Appraisal 

A summary of the critical appraisal is available below and details are presented in Appendix 

3.  
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Two out of the three included systematic reviews suffer from an extensive dearth in the 

reporting of pertinent items.
(6, 10)

 These include a lack of a pre-specified protocol, lack of 

clear inclusion or exclusion criteria, lack of providing a list of exclusion criteria, lack of any 

attempt to include grey literature search, and a lack of clarity on the methods used to select 

and screen articles.  One systematic review pooled its included studies, pooling together 

varying comparisons that served as a control group and treating them as a single 

comparison, a practice which renders these results uninterpretable and that violates the 

assumption of homogeneity that is needed in any meta-analysis.   

It was not possible to pass judgement regarding the risk of bias in the included RCTs. None 

provided detailed reporting on the methods used for allocation concealment and blinding. 

One RCT provided some insight into the method of randomization.
(12)

 One RCT was 

manufacturer-funded.
(12)

 The available RCT informing on the seborrheic dermatitis 

population showed an unequal distribution of baseline characters across treatment groups, 

raising doubts about the internal validity of the study.
(13)

 

Finally, throughout the included studies, some authors made sweeping claim that lack of 

statistically significant difference translates to similar efficacy. This is simply untrue, unless 

an non-inferiority or an equivalence margin has been established a priori.  

Summary of Findings 

A summary of the findings is available below and details are presented in Appendix 4.  

1. What is the clinical effectiveness of pimecrolimus for the treatment of adults with atopic 

dermatitis? 

Pruritus Reduction 

Based on the assessment of severity of symptoms; one systematic review indicated that 

pimecrolimus was statistically superior (p < 0.003) to vehicle (placebo) in reducing pruritus 

(on a scale of 0–3), where the severity score in pimecrolimus was reduced 0.9 while it 

increased 0.3 in vehicle.
(11)

 The same systematic review also reported that there were 

marked differences in the severity of symptoms in one trial that compared pimecrolimus to 

betamethasone in favour of betamethoasone (no statistical comparison was conducted).
(11)

 

Eczema Area Severity Index  

Based on the assessment of the overall disease severity using EASI, the included 

systematic reviews reported that triamcinolone acetate was statistically significantly better 

in reducing the disease severity at all time points reported during one year.
(10, 11)

 Also, the 

proportion of patients rated as moderately clear or better was statistically significantly 

higher in the triamcinolone acetate group compared to pimecrolimus.
(11)

 Tacrolimus was 

also reported in one systematic review to be statistically significantly better at 6 weeks than 

primecrolimus as measured through the EASI.
(10)

 

Investigator Global Assessment 

Based on the assessment of the overall disease severity using IGA, one included RCT 

assessing maintenance therapy using primecrolimus compared to vehicle failed to show 

any statistically significant differences. 
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Severity and Life Quality Indices 

Other outcomes including the hand eczema severity index, patient severity index, 

dermatology life quality index, and transepidermal water loss were reported in the included 

RCT, all of these outcomes show no statistically significant difference between pincrolimus 

and vehicle treated patients.
(12)

 

2. What is the clinical effectiveness of pimecrolimus for the treatment of adults with 

seborrheic dermatitis? 

Severity of Symptoms 

Based on the assessment of severity of symptoms, one systematic review indicated that 

pimecrolimus was statistically superior to placebo but not to hydrocortisone in reducing 

erythema and scaling, and no statistically significant difference versus hydrocortisone in 

reducing pruritis. Also, similar results were reported in the pimecrolimus group as to 

ketoconazole in erythema, scaling, and infiltration (no statistical comparison was reported). 

Disease Severity 

Based on the assessment of the overall disease severity: One systematic review indicated 

similar proportions of patients, who achieved complete disappearance of disease in 

pimecrolimus, when contrasted with vehicle (78.7% in pimecrolimus group, 70.2% in vehicle 

group), or when contrasted with hydrocortisone (83.3% in pimecrolimus group, 89.5% in 

hydrocortisone group). However, pimecrolimus showed a statistically significantly better 

reduction in the severity score when compared to methylprednisolone.
(6)

 The included RCT 

showed no statistically significant difference in the distribution of patients across a severity 

index of (i.e., mild, moderate, and severe).
(13)

  

3. What is the clinical effectiveness of pimecrolimus for the treatment of adults with 

psoriasis? 

No evidence was available to address this question. 

4. What is the cost-effectiveness of pimecrolimus for the treatment of adults with atopic 

dermatitis, seborrheic dermatitis, or psoriasis? 

One of the systematic reviews included economic analysis studies regarding atopic 

dermatitis. One economic analysis compared pimecrolimus to topical corticosteroids and 

concluded that topical corticosteroids cost less and provide more quality adjusted life-

years.
(6)

 Values of specific measures were not reported in the systematic review.
(6)

 

No cost-effectiveness information was available for the other two disease populations. 

Limitations 

The systematic reviews included reported their results mainly in a synthetic narrative 

manner, as the wide inclusion criteria make their data highly heterogeneous, thus making 

statistical meta-analysis problematic. As well, the study pools of some of the systematic 

reviews overlapped with each other, and thus drew from similar pool of evidence. 

Therefore, a consensus among different systematic reviews can be expected. 

Included in this report are the results from the economic studies that were included in the 

systematic reviews that met our selection criteria. Unfortunately, it does not seem that the 

original systematic reviews provided the proper quality assessment of these reports, in that 
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validated tools were not employed. Nor did the studies that included economic analyses 

provide sufficient details regarding the conduct and assumptions underpinning their 

analyses. 

Conclusions and Implications for Decision or Policy Making 

Three systematic reviews and two RCTs comparing pimecrolimus to a variety of treatments 

in atopic dermatitis and seborrheic dermatitis suggested that pimecrolimus is superior to 

vehicle (placebo) in decreasing the severity of the symptoms of the disease. However, 

evidence from one RCT indicated that maintenance therapy with pimecrolimus was not 

statistically significantly different than vehicle.  Evidence when comparing pimecrolimus to 

corticosteroid treatment can be conflicting: some studies suggest that pimecrolimus shows 

no statistically significant differences when compared to topical corticosteroids across some 

outcomes, but superior in other outcomes. Tacrolimus was reported to be superior to 

pimecrolimus in atopic dermatitis. No statistically significant difference was found when 

pimecrolimus was compared to sertaconazole in seborrheic dermatitis. One economic 

evaluation report which was included in one systematic review indicated that topical 

corticosteroids are less costly and confer more QALYs in atopic dermatitis patients. 

No evidence regarding comparative clinical efficacy of pimecrolimus in patients suffering 

from psoriasis was found. Also, no cost-effectiveness information for pimecrolimus in 

seborrheic dermatitis or psoriasis patients was identified. These may potentially be 

research gaps that need to be addressed for a more informed decision making process. 
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Appendix 1: Selection of Included Studies 
 
 
 
 

  

178 citations excluded 

19 potentially relevant articles retrieved 
for scrutiny (full text, if available) 

0 potentially relevant 
reports retrieved from 
other sources (grey 

literature, hand search) 

19 potentially relevant reports 

14 reports excluded: 
-irrelevant population (7) 
-irrelevant intervention (2) 
-irrelevant comparator (1) 
-irrelevant outcomes (0) 
-already included in at least one of the 
selected systematic reviews (0) 
-published in language other than 
English (0) 
-other (review articles, editorials)(4) 

 

5 reports included in review 

197 citations identified from electronic 
literature search and screened 
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Appendix 2: Characteristics of Included Publications 

Table 2: Characteristics of Included Systematic Reviews 

First Author, 
Publication 
Year, Country 

Type and 
Number of 
Primary Studies 
Included, Aim 

Population 
Characteristics 

Comparison Data Analysis  Clinical 
Outcomes 
Measured 

Nankervis, 2016, 
United Kingdom.

(11)
 

Systematic review 
of randomized 
controlled trials 
published since 
2000, 287 RCTS 
included, of which, 
11 trials are 
relevant to this 
report, published 
between 2001 and 
2011. 
 
Aim: “provide a 
summary of RCTs 
of eczema with the 
main aim of 
providing 
useful clinical 
information for 
health-care 
professionals 
commissioners and 
people with 
eczema and their 
families, and also 
to identify research 
gaps for further 
primary, secondary 
or methodological 
research”. 
 

Patients diagnosed 
with atopic eczema 
(atopic dermatitis) 
 
Number of patients 
enrolled in the 
included trials 
ranged from 19 to 
over 500 
 
Studies included 
range of ages from 
children (2 years of 
age and older) to 
adults (up to 79 
years of age) 
 
Disease duration in 
the included 
studies was not 
reported 

Any treatment for 
atopic dermatitis. 
 
Duration of 
treatment ranged 
from 3 weeks to 12 
months 

No pooling analysis 
was carried out. 
 

Changes in patient-
rated symptoms of 
eczema 
 
Global severity as 
rated by patients or 
their physician 

Ang-Tiu, 2012, 
Philippine.

(6)
 

Systematic review 
of RCTs,  
4 studies were 
included, published 
between 2006 to 
2009 
 
Aim: To evaluate 
the clinical efficacy 
of pimecrolimus 1% 
compared to anti-
mycotics, 
corticosteroids, 
placebo, or no 
intervention  

Patients diagnosed 
with seborrheic 
dermatitis of any 
type or intensity 
 
A total of 227 
patients from the 
included studies 
(range 40 to 96) 
 
Age ranged from a 
mean of 28.65 to 
59.6 years 
 
Disease duration 
ranged from a 

Pimecrolimus 1% 
vs. other topical 
treatment 
modalities 
 
Duration of 
treatment ranged 
from 3 weeks to 13 
months 
 
 

No pooling analysis 
was carried out. 

Proportion of 
patients with 
complete 
disappearance of 
disease 
 
Mean difference in 
the severity score 
 
Patient satisfaction 
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First Author, 
Publication 
Year, Country 

Type and 
Number of 
Primary Studies 
Included, Aim 

Population 
Characteristics 

Comparison Data Analysis  Clinical 
Outcomes 
Measured 

mean of 25.08 
months to 137.9 
months 

Frankel, 2012, 
United States.

(10)
 

Systematic review 
of all available 
comparative 
effectiveness 
studies (regardless 
of design), 12 
included reports, 5 
of which are 
relevant to this 
report, published 
between 2001 to 
2008. Three of 
these reports 
represent different 
analyses of a 
single RCT. The 
remaining two were 
for two RCT 
studies. In addition, 
one relevant 
economic 
evaluation study 
was included. 
 
Aim: to evaluate 
topical calcineurin 
inhibitors as first-
line therapy for 
adult atopic 
dermatitis 

Adult patients 
diagnosed with 
atopic dermatitis 
 
The study did not 
report on the 
characteristics of 
patients enrolled in 
the included 
studies 
 

Topical calcineurin 
inhibitors 
(tacrolimus or 
pimecrolimus) vs. 
topical calcineurin 
inhibitors, or topical 
corticosteroids 

No pooling analysis 
was carried out. 
 
The one relevant 
economic 
evaluation study 
used a Markov 
state-transition 
model in evaluating 
cost utility of 
pimecrolimus 
compared to topical 
corticosteroids.  

Investigator 
assessed changes 
from baseline 
 
Quality of life 
 
Total cost 
 
QALY gain 

DLQI = dermatology life quality index; EASI = eczema area and sensitivity index; HECSI = hand eczema severity score; ICER = incremental cost-

effectiveness ratio; IGA = investigator global assessment; NR = not reported; PSA = patient self-assessment; QALY = quality adjusted life year; RCT 

= randomized controlled trial; SD = standard deviation.  

 

Table 3: Characteristics of Included Clinical Studies 

Author, Year, 
Country 

Study Design Population 
Characteristics 

Intervention Control Outcome, 
Duration of 
treatment 

Goldust, 2013, 
Iran.

(13)
 

RCT - Double-
blind, active 
control, N = 60 

Patients aged 6 to 
72 years with a 
diagnosis of 
seborrheic 
dermatitis 
 
Age, mean (SD): 

Topical 
sertaconazole 2% 
twice daily over 4 
weeks period 

Pimecrolimus 1% 
twice daily over 4 
weeks period 

Investigator 
assessed 
seborrheic 
dermatitis severity 
index 
 
Patient reported 
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Author, Year, 
Country 

Study Design Population 
Characteristics 

Intervention Control Outcome, 
Duration of 
treatment 

sertaconazole 
30.12 years (12.56)  
pimecrolimus 
34.67 years (10.98) 
 
% Female: 71.6 
 
Disease duration, 
mean (SD): NR 
 
%Treatment naïve: 
NR 

treatment 
satisfaction 
 
4 weeks treatment 
duration, no clear 
follow-up 

Bauer, 2012, 
Germany.

(12)
 

RCT - Double-
blind, vehicle 
controlled, N = 36 

Adult patients 
diagnosed with 
atopic hand 
dermatitis of an 
IGA 3 or less who 
had responded 
(IGA ≤ 2) to 
treatment with 
mometasone 
fuorate 0.1% once 
daily over 1 to 3 
weeks 
 
Age, mean (SD): 
33.1 years (10.8)  
 
% Female: 61.1 
 
Disease duration, 
mean (SD): NR 
 
%Treatment naïve: 
0% 

Pimecrolimus 1% 
twice daily over 8 
weeks period 
(maintenance 
treatment) 

Vehicle Proportion of 
patients 
maintaining a 
stable remission of 
IGA ≤ 2 
 
HECSI 
 
PSA 
 
DLQI 
 
TWL 
 
8 weeks duration of 
treatment, 2 weeks 
of follow-up 
 

DLQI = dermatology life quality index; EASI = eczema area and sensitivity index; HECSI = hand eczema severity score; IGA = investigator global assessment; NR = not 

reported; PSA = patient self-assessment; RCT = randomized controlled trial; SD = standard deviation; TWL = transepidermal water loss.  
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Appendix 3: Critical Appraisal of Included Publications 

Table 4: Strengths and Limitations of Systematic Reviews and Meta-Analyses using 
AMSTAR(8) 

Strengths Limitations 

Nankervis, 2016.
(11)

 

 Pre-specified and published protocol. 

 The objective was stated.  

 The inclusion criteria were stated. 

 The exclusion criteria were stated. 

 Multiple databases were searched (Electronic databases 
including MEDLINE, EMBASE, Cochrane Central Register of 
Controlled Trials, Cochrane Skin Group Specialised Register, 
Latin American and Caribbean Health Sciences Literature 
(LILACS), Allied and Complementary Medicine Database 
(AMED) and Cumulative Index to Nursing and 
Allied Health Literature (CINAHL). 

 Flow chart of study selection was provided.  

 List of included studies was provided. 

 List of excluded studies was provided. 

 Article selection was done in duplicate.  
• Data extraction was done in duplicate. 

 Quality assessment was done using the Cochrane 
Collaboration risk-of-bias tool. 

 Characteristics of the individual studies were provided.  

 Authors declared no conflicts of interest. 
 

 Lack of inclusion of grey literature. 

 Meta-analyses were not conducted.  

 Publication bias was not explored.  
 

Ang-Tiu, 2012
(6)

 

 The objective was stated.  

 The inclusion criteria were stated.  

 Multiple databases were searched (PubMed, Cochrane 
Library, Ovid, MD Consult, Science Direct and Clinicaltrials.gov). 

 Flow chart of study selection was provided.  

 List of included studies was provided.  

 Article selection was done in duplicate.  

 Quality assessment was done using Risk of Bias table from 
Review Manager 5.1 and possibility of bias was reported in 
several studies.  

 Characteristics of the individual studies were provided.  

 Authors declared no conflicts of interest. 
 

 Lack of a pre-specified and published protocol. 

 Lack of inclusion of grey literature. 

 The exclusion criteria were not explicit.  

 List of excluded studies was not provided. 

 Data extraction methods were not described. 

 Meta-analyses methods were not valid.  

 Publication bias was not explored.  
 

Frankel, 2012
(10) 

 The objective was stated.  

 The exclusion criteria were stated. 

 List of included studies was provided.  

 Characteristics of the individual studies were provided.  
 
 

 Lack of a pre-specified and published protocol. 

 Lack of inclusion of grey literature. 

 The inclusion criteria were not explicit. 

 Multiple databases were not searched 

 Flow chart of study selection was not provided. 

 List of excluded studies was not provided. 

 Article selection was not described. 

 Data extraction methods were not described. 
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Strengths Limitations 

 Quality assessment of included studies was not conducted. 

 Meta-analyses were not conducted.  

 Publication bias was not explored. 

 Authors did not include a declaration of conflicts of interest. 

 

Table 5: Strengths and Limitations of Randomized Controlled Trials using Downs and Black 
checklist.(9) 

Strengths Limitations 

Goldust, 2013
(13) 

 The objective was stated.  

 The inclusion and exclusion criteria were stated.  

 Patient characteristics, intervention and outcomes were 
reported. 

 Randomized study. 

 Double- blind study. 

 Statistical significance was reported. 

 None of the authors reported conflict of interest. 

 Power analysis was not reported 

 Randomization procedure not well described. 

 Allocation concealment and blinding procedure was not well 
described. 

 There were differences in the baseline characters between the 
treatment groups. 

 Disposition of patients is unclear. 

 Analysis population is unclear. 

Bauer, 2012
(12)

 

 The objective was stated.  

 The inclusion and exclusion criteria were stated.  

 Patient characteristics, intervention and outcomes were 
reported. 

 Power analysis was conducted a priori. 

 Randomization sequence generated by permutated-block of 4.  

 Double- blind study. 

 No withdrawals or loss to follow-up. 

 Analysis conducted on ITT population. 

 Statistical significance was reported. 

 Of the six authors, two had no conflict of interest. 

 Randomization procedure not well described. 

 Allocation concealment and blinding procedure was not well 
described. 

 One of the authors is an employee at the manufacturer and 
three were paid lecturers by the manufacturer. 

 The study was funded by the manufacturer. 
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Appendix 4: Main Study Findings and Author’s Conclusions 

Table 6: Summary of Findings of Included Studies 

Main Study Findings Author’s Conclusion 

Systematic Reviews 

Nankervis, 2016
(11) 

 In one trial, pimecrolimus showed statistically significant 
reduction in the first signs and symptoms of a flare or recurrence 
compared to vehicle. also  

  Three trials showed significant difference over vehicle in the 
proportion of participants’ assessment that their eczema is 
“completely or well controlled”. 

 Four trials indicated a significant reduction in flares at six 
months 

 One trial reported triamcinolone and hydrocortisone to be 
significantly more effective than pimecrolimus in reducing 
disease severity as measured through EASI, but no difference in 
remission or time to first recurrence. 

 Another trial also showed betamethasone to be better in 
improving the EASI score over pimecrolimus 

 A third trial showed no difference in the measured outcome 
between pimecrolimus and emollient foam group. 

 Three trials indicate a statistically superior reduction in the 
severity measured by EASI in tacrolimus compared to 
pimecrolimus 
 

  “There is strong evidence that using a calcineurin inhibitor 
confers clinically relevant benefits compared with a placebo” (pg. 
39). 

 The evidence base for the efficacy of pimecrolimus compared 
with topical corticosteroids is still weak” pg. 41).  

 “Although pimecrolimus and tacrolimus have now been 
compared ‘head to head’ in several trials, it is important to 
remember that they are licensed for different ranges of severity 
of eczema. Pimecrolimus is not licensed for severe eczema as 
evidence has shown that it is not as potent as tacrolimus (0.1%)” 
(pg. 44). 

Ang-Tiu, 2012
(6) 

 Data from 2 RCTs show a complete disappearance of the 
disease in 78.7% and 83.3% in the pimecrolimus arms, 70.2% in 
vehicle, and 89.5% in hydrocortisone. 

 One RCT reported a statistically significant difference between 
pimecrolimus and vehicle in favour of pimecrolimus in the 
severity of erythema and scaling, two studies showed small 
differences when compared to hydrocortisone or ketoconazole. 

 One RCT showed statistically significantly worse severity score 
in pimecrolimus patients as compared to methylprednisolone 

 One study reported similar patient satisfaction between 
pimecrolimus and vehicle 
 

“Pimecrolimus 1% cream appears to be a well-tolerated and 
effective treatment for seborrheic dermatitis. It has comparable 
efficacy, in terms of decreasing severity of erythema, scaling 
and pruritus, to the standard treatments: topical corticosteroids 
and antimycotics” (pg. 91). 

Frankel, 2012.
(10) 

 Two RCT showed greater improvements in topical 
corticosteroids treated patients than pimecrolimus treated 
patients 

 Two economic analysis reports found that the overall cost for 
tacrolimus is slightly lower then pimecrolimus ($US 501.27 vs 
$US546.14) 

 One economic analysis indicated that topical corticosteroids 
were more cost effective than first or second-line pimecrolimus 
 
 

“The available clinical trials data do not suggest an efficacy 
advantage for topical calcineurin inhibitors over topical 
corticosteroids in adults with AD “atopic dermatitis” of the trunk 
and extremities, and there is not yet adequate evidence to 
support topical calcineurin inhibitors as first-line therapy for adult 
AD” (pg. 114). 
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Main Study Findings Author’s Conclusion 

RCTs 

Goldust, 2013
(13) 

 No differences were observed in term of disease severity 
index, patient satisfaction, or relapse with sertaconazole. 

“Sertaconazole 2 % cream may be an excellent alternative 
therapeutic modality for treating SD “seborrheic dermatitis” (pg. 
703). 

Bauer, 2012
(12) 

 With regard to proportion of IGA patients who are relapse free, 
no difference was noted with vehicle (p = 0.406). 

 Similarly, HECSI, PSA, DLQI, and TEWL all showed no 
differences with vehicle. 

 “Pimecrolimus 1 % cream twice daily was not superior to 
vehicle in the sequential maintenance therapy of atopic hand 
dermatitis, but efficacy in moderate forms should be investigated 
in further studies” (pg. 426). 

AD = atopic dermatitis; DLQI = dermatology life quality index; EASI = eczema area and sensitivity index; HECSI = hand eczema severity score; 

ICER = incremental cost-effectiveness ratio; IGA = investigator global assessment; NR = not reported; PSA = patient self-assessment; QALY = 

quality adjusted life year; RCT = randomized controlled trial; SD = standard deviation.  
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Appendix 5: Additional References of Potential 
Interest 

Systematic Reviews Excluded Because Populations Not Defined As Adults 

Gupta AK, Versteeg SG. Topical treatment of facial seborrheic dermatitis: a systematic 

review. Am J Clin Dermatol 2017; 18:193–213 

Chia BKY, Tey HL. Systematic review on the efficacy, safety, and cost-effectiveness of 

topical calcineurin inhibitors in atopic dermatitis. Dermatitis 2015; 26(3):122-132 

Huang X, Xu B. Efficacy and safety of tacrolimus versus pimecrolimus for the treatment of 

atopic dermatitis in children: a network meta-analysis. Dermatology 2015;231:41–49 

Clinical Studies Excluded Because Populations Not Defined As Adults 

Schneider L, Hanifin J, Boguniewicz M, Eichenfield LF, Spergel JM, et al. Study of the 

atopic march: development of atopic comorbidities. Pediatr Dermatol. 2016 Jul;33(4):388-

98.  

Sigurgeirsson B, Boznanski A, Todd G, Vertruyen A, Schuttelaar ML, et al. Safety and 

efficacy of pimecrolimus in atopic dermatitis: a 5-year randomized trial. Pediatrics. 2015 

Apr;135(4):597-606 

Lee SJ, Woo SI, Ahn SH, Lim DK, Hong JY, et al. Functional interpretation of metabolomics 

data as a new method for predicting long-term side effects: treatment of atopic dermatitis in 

infants. Scientific Reports 2014; 4(7408):1-8 

 

 

 


