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This clinical study was conducted to determine the efficacy and safety of Reliéva cream in adult
patients with atopic dermatitis (eczema). This was an open-label trial in 42 patients with atopic
dermatitis treated for 12 weeks with Reliéva cream (a homeopathic product containing Psorberine,
a proprietary Mahonia aquifolium extract). Efficacy and safety was assessed using Eczema Area and
Severity Index scores and a Subject Reported Evaluation of Treatment. The results showed significant
(P , 0.05) improvements with respect to Eczema Area and Severity Index scores by comparison to
subjects’ baseline scores. In addition, subjects responding to a posttreatment evaluation ques-
tionnaire indicated a substantial benefit when rating effectiveness, itching, and appearance as a result
of using the study preparation. Reliéva cream appears to be a safe and effective treatment for adult
patients with atopic dermatitis (eczema).
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INTRODUCTION

Atopic dermatitis is a common health problem that
affects 15 million people in the United States.1 It
usually begins in infancy, affecting 10% to 17% of
children.2 Atopic dermatitis will improve in approxi-
mately 50% of these children by the time they are
between 5 and 15 years of age. Other children will have
some form of the disease throughout their lives.3

Atopic dermatitis is a pruritic, inflammatory skin
disorder that is characterized by itching, eczema with
lesions, dry skin, thickening of the skin, and increase
in skin markings.2 The disease often has a remitting/
flaring nature that can be made worse by social,
environmental, and biologic triggers.

The goal of treatment is to prevent flares. This will
decrease the physical discomfort of the disease, the

itching and scratching of the skin that leads to skin
damage, and the social embarrassment associated with
skin lesions. Current treatments consist of both oral
and topical preparations, including antihistamines,
steroids, immunosuppressive agents, emollients, and
calcineurin inhibitors.4–6 However, issues of effective-
ness, cost, and side effect profiles limit the use of these
medications.4

The ideal medication for the treatment of atopic
dermatitis would be safe and effective for use in both
children and adults with no side effects. The long-term
safety of last two US Food and Drug Administration-
approved medications, tacrolimus (Protopic) and
pimecrolimus (Elidel), has been questioned by reports
of malignancies in children.2 There is a need for an effec-
tive and well-tolerated topical treatment for patients
with atopic dermatitis. Reliéva (Apollo Pharmaceutical
Inc., Oldsmar FL) topical cream (a homeopathic
product) appears to be a good alternative treatment.

The active ingredient of Reliéva is Psorberine,
a proprietary extract from a plant (Mahonia aquifolium)
formulated in Novasome, a patented liposome delivery
system. Psorberine has been shown to have anti-
bacterial and antiinflammatory properties through
inhibiting interleukin-8, interleukin-1b, and tumor
necrosis factor-1 (Apollo Pharmaceuticals files, un-
published data). Psorberine is currently marketed as
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Reliéva, an over-the-counter homeopathic product in
the United States and a natural product in Canada.
Furthermore, the efficacy and safety of Reliéva in
patients with mild to moderate psoriasis has been
demonstrated in a 200-patient, placebo-controlled
study.7 All the known properties of Mahonia aquifolium
and the superior pharmacologic profile of Psorberine
suggested that Reliéva might also be effective in atopic
dermatitis.
This article reports the results of an open-label

clinical study conducted to assess the efficacy and
safety of Reliéva a topical cream in adult patients with
atopic dermatitis (eczema). The hypothesis to be tested
was that a group of patients treated with Reliéva
topical cream for 12 weeks would achieve a greater
improvement in the Eczema Area and Severity Index
(EASI) scores of patients with atopic dermatitis as
compared with their own scores at baseline.

MATERIALS AND METHODS

Study population

The study population included adults between the ages
of 18 and 80 years who had atopic dermatitis on 10% or
less of their body and were in good overall health.
Patients using topical atopic dermatitis medications in
the past 2 weeks; systemic (oral, intravenous, intra-
muscular, or intradermal) medications for atopic
dermatitis in the past 28 days; or any steroids, immu-
nosuppressive medications, and cyclooxygenase-2
antiinflammatory drugs were excluded from this study.
Pregnant, lactating women, women not taking medi-
cally approved birth control, or women planning to
become pregnant within 30 days of the start of the
study were also excluded from this study.
Patients were recruited from clinical private practi-

ces, the local college student population, local news-
paper advertisements, and by word of mouth.
Eligibility was assessed through telephone prescreen-
ing. Patients who passed the prescreening were invited
to participate in the study.

Study design

Participation began with an initial visit (day 0), which
included completion of all consent forms, a screening
health questionnaire, and a physical examination.
Study medications were provided and patients were
instructed on the application of a thin layer of Reliéva
to infected areas on the skin three times per day.
Patients selected to participate in the study were
provided with instructions on completing the required
forms. Additional visits were scheduled at 4, 8, and 12

weeks after the initiation of Reliéva treatment. At each
visit, the physician evaluated the treatment area and
completed an EASI form8 for each patient. At 12 weeks,
all patients completed a Subject Reported Evaluation of
Treatment form and a ‘‘side effect’’ form.

Study outcomes

Baseline demographics, including sex, age at the start
of the study, treatment information, and severity of
disease, were tabulated. All follow-up data were
compared with baseline and tabulated as change from
baseline.

Eczema area and severity index

EASI is a standard form that is routinely used to
evaluate atopic dermatitis.8

Subject reported evaluation of treatment

The Subject Reported Evaluation of Treatment form
asked participants to rate the effectiveness of the
treatment for itching, appearance of the rash, state of
mind, social activities, work activities, and sleep. The
possible ratings for each question were ‘‘much worse,’’
‘‘worse,’’ ‘‘same,’’ ‘‘better,’’ and ‘‘much better.’’

Study preparations

The study preparation was Reliéva. Its active
ingredient is Psorberine, a proprietary extract from
Mahonia aquifolium 10% cream formulated in an
emulsion cream base, for topical administration.
Psorberine was prepared by Canadian Custom Pack-
aging, Toronto, Ontario, Canada, and the cream was
manufactured by IGI, Inc., Buena NJ.

Statistical analysis

SAS programming language (SAS Institute, Cary NC)
was used for all analyses. EASI scores were calculated
and reported as mean, standard deviation, and median
(range) at baseline, 4, 8, and 12 weeks of follow up.
Demographic and baseline EASI were stratified by
dropout status and compared using Wilcoxon rank
sum and Fisher exact test P values. Significance of EASI
change from baseline to 4, 8, and 12 weeks of follow up
were assessed using paired t test values. The Subject
Reported Evaluation of Treatment scores were reported
as percentages in each category at each time point.
Significance was determined as P , 0.05.

RESULTS

This study enrolled 42 patients. Of these, 12 patients
dropped out: right after their baseline visit, three after
the 4-week follow-up visit, and one after the 8-week
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follow-up visit. Per-protocol data were available for the
30 patients who completed the study and its demo-
graphic characteristics are shown in Table 1. This study
group contained similar numbers of females and males
with a median age of 54 years and amean EASI score of
2.01 (moderate).

The mean (standard deviation) and median (range)
for EASI scores at baseline, 4, 8, and 12 weeks for all
patients in the per-protocol group (n = 30) are shown in
Table 2. The EASI scores for patients with at least one
follow-upmeasure (n = 34 at baseline and 4weeks, n = 31
at 8 weeks, and n = 30 at 12 weeks) are also included
(all patients, Table 2). The EASI scores at baseline were
similar for both groups, indicating moderate levels
(2.0–2.2) of eczema. With treatment, the EASI scores
decreased by 75%, 91%, and 97% after 4, 8, and 12
weeks of treatment, respectively (Table 2). These
statistically significant (P , 0.0001) decreases in EASI
scores are shown in Figure 1.

At the 12-week follow-up visit, patients completed
a Subject Reported Evaluation of Treatment form. The
frequencies of response ratings (much worse, worse,
same better, or much better) are shown in Table 3.
Compared with no treatment, 93% of patients rated the
effectiveness of the treatment as ‘‘better’’ or ‘‘much
better,’’ 83.4% rated itching as ‘‘better’’ or ‘‘much better,’’
and 93.3% rated the appearance of rash as ‘‘better’’ or
‘‘much better.’’ No patients indicated a score of ‘‘much
worse’’ and only one person (3.3%) indicated ‘‘worse’’
in response to any of the questions.

Four people reported side effects. Three patients (one
female and two males) reported itching and/or
burning when using the cream and dropped out of
the study at weeks 1.5, 2, and 5. A fourth patient left
the study because of an ear infection that was unrelated
to the study preparation. All of the other people

dropped out as a result of noncompliance with the
medication.

DISCUSSION

This study was designed to determine the efficacy and
safety of Reliéva for the treatment of adult patients
with atopic dermatitis (eczema). Patients treated with
Reliéva showed significant improvement in atopic
dermatitis during both short- (4 weeks) and long- (12
weeks) term periods of time. Significant improvement
was measured by comparing EASI scores before
treatment (baseline) with EASI scores at 4, 8, and 12
weeks of treatment and by patient responses to
a posttreatment evaluation questionnaire. Patient

Table 1. Demographic and baseline characteristics of
patients in the study group.

Parameter Study group (n = 30)

Age (years)
Mean (SD) 49.2 (15.4)
Median (range) 54 (21–71)

Gender
Female 17 (56.7%)
Male 13 (43.3%)

EASI* at baseline
Mean (SD) 2.01 (1.54)
Median (range) 1.5 (0.5,6.4)

SD, standard deviation; EASI, Eczema Area and Severity Index.
*EASI scores are rated as follows: 3, severe; 2, moderate; 1, mild;
and 0, none.8

Table 2. Eczema area and severity index* (EASI)
scores for all patients in the study.

Time point (N)
Mean
(SD)

Median
(range)

Comparison
to baseline
paired t test

P value

Per protocol
Baseline 30 2.01 (1.54) 1.50 (0.5–5.6)
4 weeks 30 0.50 (0.84) 0.20 (0–4.0) ,0.0001
8 weeks 30 0.16 (0.43) 0.0 (0–2.0) ,0.0001
12 weeks 30 0.06 (0.18) 0.0 (0–0.8) ,0.0001

All patients†
Baseline 34 2.16 (1.52) 1.70 (0.5–6.4)
4 weeks 34 0.58 (0.90) 0.25 (0–4.0) ,0.0001
8 weeks 31 0.19 (0.46) 0.0 (0–2.0) ,0.0001
12 weeks 30 0.06 (0.18) 0.0 (0–0.8) ,0.0001

SD, standard deviation.
*EASI scores are rated as follows: 3, severe; 2, moderate; 1, mild;
and 0, none.8

†Three subjects had follow up only at 4 weeks and one subject
had follow up at 4 and 8 weeks only.

FIGURE 1. The responses of Eczema Area and Severity
Index (EASI) scores of patients treated with Mahonia
aquifolium for 12 weeks.
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responses to the posttreatment questionnaire indi-
cated substantial benefit when rating effectiveness,
itching, and appearance as a result of using the study
preparation. Few side effects were reported; none of
them were serious.
Mahonia aquifolium is known for its antiinflammatory

properties9,10 and has been used for the treatment of
psoriasis.11,12 The present study preparation used was
Reliéva. The active ingredient is Psorberine, a pro-
prietary extract from the natural compound Mahonia
aquifolium formulated in Novasome, a patented lipo-
some delivery system. This formulation was shown in
a placebo-controlled trial to be effective and well
tolerated for the treatment of patients with mild to
moderate plaque psoriasis.7 This study demonstrates
the application of Psorberine, the proprietary extract
from Mahonia aquifolium, for adult patients with atopic
dermatitis.
The beneficial effects of Psorberine can be explained

by its pharmacologic profile determined by recent
in vitro experiments (Apollo Pharmaceuticals files,
unpublished data). It was found that Psorberine
inhibits the release of the proinflammatory cytokines
interleukin-8, tumor necrosis factor-a, and interleukin-
1b as well as the inflammatory cytokine interleukin-2.
This effect of Psorberine may contribute to its antiin-
flammatory activity. It also inhibits the chemotaxis of
Tcells toward chemokines, an activity that is important
for any antiinflammatory compound. Furthermore,
Psorberine may promote the proliferation of T cells but
may sequester them away from the sites of inflamma-
tion. Therefore, Psorberine is a potent antiinflamma-
tory molecule. Because T cells are not the sole
inflammatory cells, it remains to be seen whether
Psorberine has any effect on other inflammatory cells
such as neutrophils, dendritic cells, T helper 1, and

natural killer cells. The effect on other cell types is
a topic for future investigation.
Current treatments for eczema consist of both oral

and topical preparations, including antihistamines,
steroids, and immunosuppressive agents.4–6 However,
issues of effectiveness, cost, and side effect profiles limit
the use of these medications. Recently, calcineurin
inhibitors (tacrolimus, Protopic; pimecrolimus, Elidel)
became available for the treatment of inflammatory
skin disease.2 These inhibitors do not have the risks of
topical corticosteroids and were believed to be safe and
effective. However, long-term safety has been ques-
tioned by reports of malignancies in children.2

In contrast to these medications, this report suggests
that Reliéva is efficacious and safe for the treatment of
adult patients with atopic dermatitis. This is a natural
product formulated in a liposome system that can help
millions of people worldwide, including approxi-
mately 15 million people in the United States alone
who have atopic dermatitis.1
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