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Ever since the 1997 landmark study by Eisenberg,1 there has been a growing aware-
ness of the prevalence of CAM use by the general population. In December 2008, the
National Center for Complementary and Alternative Medicine (NCCAM) released
updated findings regarding CAM use based on the 2007 National Health Interview
Survey. Of the 23,393 adults older than 18 years and 9417 children younger than 17
years, approximately 38% of adults and approximately 12% of children in the United
States use some form of CAM (http://nccam.nih.gov/news/camstats.htm). The 2007
National Health Statistics Report has identified the use of a common group of nonvi-
tamin, nonmineral natural products for therapy (17.7% of all CAM use) (http://nccam.
nih.gov/news/2008/nhsr12.pdf).

A wide range of herbal products is available to the consumer/patient with allergic
diseases. About 15 years ago, the herbal industry was in essence deregulated by
the passage of the congressional Dietary Supplement Health and Education Act of
1994, which restricted the role of the US Food and Drug Administration in classifying
herbal products.2 Critical reviews of the available literature on herbal medicines have
concluded that published data on the therapeutic effects of herbals on allergic
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diseases are conflicting and riddled with deficiencies in quality of design.3,4 However,
for the clinician, it is important to recognize that consumption of CAM interventions
continues to thrive despite the lack of strong clinical evidence of efficacy. Epidemio-
logic data indicate that the use of complementary interventions is common in atopic
disorders, especially atopic dermatitis (AD), allergic rhinitis, and asthma.5 In a study
performed in Scandinavia, 227 of 444 (51.1%) patients with AD reported previous or
current use of one or more forms of complementary interventions. The most common
forms were homeopathy, health-food preparations, and herbal remedies.6 In a 2007
survey of alternative medicine use in AD, it was found that herbal remedies and
homeopathic products were given by parents of 34 of 80 pediatric patients with AD.7

The above-mentioned epidemiologic studies have identified motivating factors for
CAM use. Among adults, disease duration, severity of the disease, and the perceived
ineffective treatment of standard therapy were cited as common reasons for trying
CAM interventions. In pediatric patients, parents commonly tried specific interven-
tions based on recommendation from others (47%). A fear of steroid side effects
(26.4%) and dissatisfaction with conventional treatment (17.6%) were also common
driving factors.7 For the clinician, such data emphasize the importance of careful
medication history-taking, easing fears regarding topical steroids by educating
patients and caregivers, and making sure that conventional treatments are used
appropriately.8

In the aforementioned survey of the parents of 80 patients with AD, most alternative
treatments were perceived to have no therapeutic effect, and clinical worsening of AD
was reported in 2 instances.7 There are several reported adverse effects associated
with CAM use, which makes a strong case for the importance of a more systematic
approach for establishing and maintaining patient-physician dialogue on both allo-
pathic and alternative therapeutics. Of great concern are the potentially serious
organ-specific side effects from alternative therapies for AD, including death, pub-
lished in case reports. Other adverse effects include severe bilateral cataract forma-
tion in an 11-year-old boy after 8 months of treatment with an unidentified herbal
medicine, although he had normal results on ophthalmologic examination 1 year
before presentation.9 Lenses of both eyes had severe posterior subcapsular and
posterior capsular opacification. Correction of visual acuity was achieved after exten-
sive surgery and lens implantation. Severe cardiomyopathy has been reported in
association with a 2-week course of Chinese herbal medicine.10 The connection
between the 2 conditions was not made until 2 weeks after presentation when the
patient was specifically asked if she had ingested any unusual substances. A review
article of the potential harms of herbal medicines used for AD identified arsenic-
and mercury-containing remedies that can produce eczematous lesions.11 This article
offers helpful tables delineating the various dermatoses reported in association with
a wide range of popular herbal remedies, including kava, aloe vera, as well as adulter-
ated therapeutic products.

Population-based research regarding CAM use for allergic diseases underscores
the increasing challenge for health care providers with respect to identifying CAM
use and ensuring safe use of allopathic and complementary medicines in disease
management. A recent review by Engler and colleagues12 provides a timely overview
on this topic, proposing a practical 10-step approach to establishing patient-physician
cooperation with regards to CAM use. Furthermore, Engler and colleagues acknowl-
edge the challenge of synthesizing available data on specific alternative therapies and
they identify 2 trustworthy and active databases for physicians and specialists. One is
the website of the NCCAM branch of the National Institutes of Health (http://nccam.
nih.gov/), which provides data formatted for patients and physicians. In addition,
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the Natural Medicines Comprehensive Database (http://www.naturaldatabase.com)
offers practical assessments of the research behind almost 1100 natural ingredients
and more than 30,000 commercially available brand name products. It accounts for
key quality markers such as randomization, allocation concealment, adequate blind-
ing, and other factors using the principles from the Cochrane Collaboration. Further-
more, the database is regularly maintained and updated. It serves as a valuable tool
for the clinician, as it integrates not only grading of efficacy but also that of safety
and product quality/purity from international regulatory bodies.

Because of the lack of regulation, there is valid concern regarding the active ingre-
dients in ‘‘natural’’ topical preparations, specifically potent corticosteroids. A study by
Ramsay and colleagues13 found that the majority of effective herbal creams used by
19 pediatric patients contained potent steroids, as detected by high-performance
liquid chromatography. The most common steroid was high-potency clobetasol pro-
prionate, which was found in 5 creams labeled Wau Wa and Muijiza. The remaining
herbal creams contained clobetasol proprionate and hydrocortisone, betamethasone
valerate, clobetasone butyrate, and hydrocortisone. Parents were not aware that the
creams contained steroids.13

Epidemiologic data have been stimuli for better elucidation of the efficacy of CAM
interventions for allergic diseases. Despite the concern of the harms and risks associ-
ated with the use of alternative therapies, the research in this area continues to grow
and offers some promising avenues for these frustrating and increasingly prevalent
conditions. There have been hundreds of clinical trials looking at the effect of CAM
on asthma, allergic rhinitis, and AD. Mainardi and colleagues4 have reviewed recent
studies that have taken on a more sophisticated focus on mechanistic biochemical
pathways of signal transduction and transcription of T-cell effectors and mediators
by which anti-allergic effects of various nonconventional medicines might be
achieved. The following discussion of complementary and alternative interventions
that have been studied for AD treatment has been organized to reflect the classifica-
tion system endorsed by NCCAM.
BIOLOGY-BASED PRACTICES
Probiotics

The intestinal microbiota plays an important role in immune development and may
play a role in the development of allergic disorders. According to the revised hygiene
hypothesis, the increase in prevalence of atopic diseases over the past several
decades is considered as the immunologic consequence of a changed intestinal colo-
nization pattern in infants. The microorganisms comprising endogenous flora of the
normal gastrointestinal tract are believed to play a role in ‘‘educating’’ the neonate’s
immune system. This education includes converting the TH2-biased prenatal
responses into ‘‘balanced immune responses,’’ which include tolerance to self-
antigens and promoting the maturation of immune responses in other tissues.14,15

There is increasing interest in the use of probiotics (live beneficial microorganisms,
primarily of the Lactobacillus and Bifidobacteria genus, characteristic of the healthy
infant gut microbiota) and prebiotics (nondigestible oligosaccharides that promote
the selective growth of nonpathogenic strains of commensal bacteria), used alone
or together (synbiotics), to influence intestinal microbiota and modulate immune
responses in vitro and in vivo.16 It is not entirely surprising that promising observations
at the bench have not neatly translated to benefit at the bedside. The landmark study
by Kalliomaki and colleagues17 was the first report that the frequency of AD in
neonates treated with Lactobacillus rhamnosus GG was half that of the placebo.

http://www.naturaldatabase.com
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Sustained prevention was seen at 4 years out.18 However, numerous trials using
strains of Lactobacillus reported negative results, with no difference in the develop-
ment of AD between the intervention and placebo arms.19–21 It is worth noting that
the study designs of these trials with negative results were not identical to those of
the Kalliomaki study (prenatal and postnatal supplementation), as 2 of these trials
started probiotic supplementation postnatally.

The heterogeneity of study design found among trials of prebiotics and probiotics
poses a challenge to data synthesis. A recent review of randomized controlled trials
of probiotics for AD reviewed 7 prevention studies and 12 treatment studies and found
that overall results were conflicting.22 At present, there is not enough evidence to
support the use of pro-, pre- or synbiotics for prevention or treatment of AD in children
in clinical practice.23 Furthermore, 2 trials in particular have raised the question of
whether or not there may be a more insidious effect of predisposing children to devel-
oping allergic respiratory diseases with use.19,20

It would be premature to dismiss the therapeutic potential of pro-, pre-, or synbiot-
ics. Numerous review articles have suggested that the following details need to be
addressed: (1) effective bacterial species/strains, (2) optimal dosing, (3) whether there
is added benefit with synbiotics, (4) the optimal timing for intervention, and (5) the
patient populations that would gain the most benefit.22,24 Effects may vary depending
on the characteristics of the study population, such as whether the infant was deliv-
ered by caesarean section, and in the case of AD associated with elevated IgE.25,26

The same point can also be made when considering the limited study of prebiotics
for AD prevention. One study found a significant reduction in the incidence of AD in
infants who were at risk for developing AD.27 Another study observed a higher inci-
dence of AD associated with prebiotic use, but this study looked at formula-fed
healthy infants.28 In terms of AD treatment, a beneficial effect of probiotics has
been observed in a trial of children with more severe AD.29

A search of the literature revealed 1 article in a German publication that reviews
ongoing research on topical preparations of probiotics, which is an intriguing notion
to consider in light of our dominant medical paradigm of antibiotics.30 It will be inter-
esting to see if and how this approach will play a role in AD therapy.
Vitamin B12

Use of vitamin B12 in allergy is not a new therapeutic concept. However, in the past 10
years, in vitro investigation of inflammatory dermatoses, including AD, has drawn
attention to the pathophysiologic role of overexpression of inducible nitric oxide syn-
thase (iNOS). Lesional skin (upper dermal microvasculature) from AD has been
demonstrated to have an increased expression of iNOS.31 Moreover, serum nitrate
levels in Japanese children with AD have been shown to increase as compared with
nonatopic controls and were found to correlate with disease severity and peripheral
eosinophil counts.32 The reduction of pruritus and erythema observed in 15 patients
with AD who were given a topical nitric oxide synthase inhibitor33 inspired one group
of German investigators to focus on vitamin B12 on the basis of its ability to inactivate
nitric oxide. In their prospective placebo-controlled randomized clinical trial of 41
adults with AD, topical vitamin B12 was shown to be superior to placebo with respect
to reducing the extent and severity of AD as assessed by the Modified Six Area Six
Sign Atopic Dermatitis score.34 In this trial, each patient applied the vitamin B12–con-
taining cream to lesions on one side of the body and the placebo preparation on
lesions on the contralateral side. However, a fair amount of cutaneous reactions
were reported, including AD flare and local irritation.
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Vitamin D

A role for vitamin D in atopic diseases including AD has been the subject of a growing
number of studies (see the article by Searing and Leung elsewhere in this issue for
further exploration of this topic). Recently, lack of vitamin D has been proposed as
one of several environmental factors responsible for the increase in atopic diseases.
Studies of maternal dietary intake of vitamin D have noted a lower frequency of atopic
disease in the children of mothers with higher intake.35 Conversely, a birth cohort
study of 123 children sought to determine whether the estimated dose of dietary
vitamin D3 (recorded in a previous study) during the first year of life was associated
with atopic diseases up to the age of 6 years, as determined by questionnaire-
based survey.36 Atopic manifestations were more prevalent in the group with higher
intake of vitamin D3. As more data are gathered, vitamin D supplementation may
have a place in AD prevention in the prenatal period, whereas in the postnatal period,
modified or limited vitamin D3 supplementation will be necessary.

MASO63DP

MAS063DP (Atopiclair) is an emollient preparation that contains the active metabolite
of Glycyrrhiza glabra (licorice) and Vitis vinifera (grapevine), a potential antioxidant. It
has been recently approved for mild to moderate AD.37 The efficacy of MAS063DP
was established by a multicenter trial that looked at 60 pediatric patients (between
ages 2 and 17 years) with mild to moderate AD treated for 6 weeks, with clinical eval-
uations at baseline and at days 8, 15, 22, 29, and 43. MAS063DP was associated with
a statistically significant reduction in AD severity score at day 22 compared with
vehicle. A statistically significant difference was sustained until the end of the study.38

AOA

Severe AD can be associated with cataract formation. One Japanese group published
the findings from clinical application of an oral antioxidant, named AOA, derived from
numerous seeds (eg, soybean, sesame, wheat germ). The extract was heated with
infrared rays (4–14 mm wavelength), fermented with Aspergillus oryzae, and lipophi-
lized with similarly heated sesame oil. This processing has been demonstrated to
release low–molecular-weight antioxidants that are active and more bioavailable.
Approximately half the patients with cataract-associated AD tested showed marked
improvement.39 An Internet search indicates that AOA has been evaluated in clinical
use for AD as a topical preparation that also includes low levels of corticosteroids.

g-LINOLENIC ACID

Evening primrose (Oenothera biennis) has been reported to have a potential benefit in
AD, a property that is now linked to the plant’s high content of g-linolenic acid (GLA) as
well as omega-6 fatty acids.40 The immunologic basis for this property may be related
to an abnormality in fatty acid metabolism in AD. The postulation is that atopic patients
may have a deficiency in GLA, which is a precursor of prostaglandin E1, an important
component in normal T lymphocyte function.40 Preliminary results of supplementation
with 500 mg of evening primrose oil (EPO) containing 45 mg of GLA included data from
46 adults and 20 children. A subsequent report described improvement of itch with
low-dose EPO and a 43% reduction in AD severity among the adults.41 However,
other trials have reported negative findings42–44 as well as positive effects.45,46 Overall,
the body of evidence for EPO has been evaluated to be rather weak, and it cannot be
endorsed as an effective treatment.47
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Borage oil is another herbal agent with high GLA content that has been studied for
treatment and prevention of AD. Published trials have evaluated therapy in adults and
children. Adults were given 920 mg g-linolenic acid, and children, 460 mg twice daily
for 12 weeks. No significant benefit was noted with supplementation.48 A later trial
looked at supplementation with higher levels of GLA. Although it did not report statis-
tically significant differences in therapeutic effect, significant differences favoring
borage oil were observed when individuals who failed to show an increase in a serum
surrogate marker and who were suspected of noncompliance were excluded from
analysis.43 Oral supplementation with 100 mg of GLA failed to show preventive benefit
at 1 year of age in formula-fed infants with maternal history of atopic disease.
However, GLA supplementation did show a favorable trend for AD severity. An
increase in GLA concentrations in plasma phospholipids between baseline and 3
months of age was negatively associated with the severity of AD at 1 year.49

ST JOHN’S WORT

Hyperforin, identified as a major component of St John’s wort (Hypericum perforatum),
has antiinflammatory and antibacterial properties. This herbal extract, standardized to
a 1.5% hyperforin (verum) preparation, has been studied in 21 individuals with mild to
moderate AD in a one-sided comparison study with an emollient vehicle. Eighteen
patients completed the 4-week treatment period. Primary outcome was AD severity,
determined by a modified Scoring Atopic Dermatitis (SCORAD) index. The intensity
of the eczematous lesions improved with the intervention and with the placebo.
Although the intervention was significantly superior to the vehicle at all clinical visits
(P<.05), it is unknown how this compares with topical corticosteroids.50

PERSIMMON LEAF EXTRACT

In vitro and in vivo studies have been published on the effects of persimmon leaf
extract, which contains elements, including astragalin, that have been shown to inhibit
histamine release by the human basophil cell line KU812 in response to cross-linkage
of high-affinity IgE receptors.51 Oral intake of both persimmon leaf and astragalin in
mice attenuated passive cutaneous reactions and suppressed scratching behavior
and elevation of serum IgE levels. Histologic analyses revealed significant reduction
in inflammation and transepidermal water loss.51,52

BAMBOO STEM EXTRACT

Bambusae caulis in Liquamen (BCL) is a nutritious liquid extracted from heat-treated
fresh bamboo stems, an herbal medicine that has been used to treat cough and
asthma in East Asia. One group evaluated the antiinflammatory, antiallergenic, and
immunoregulating properties of this extract in a murine model of 2,4-dinitrochloroben-
zene–induced AD-like skin lesions in hairless mice.53 BCL extract applied to the
lesions inhibited the development of these lesions, with lower numbers of infiltrating
leukocytes. BCL administration was also associated with suppression of serum IgE
levels, attenuation of messenger RNA (mRNA) expression of interleukin (IL)-4, IL-13,
and tumor necrosis factor (TNF) a, and induction of interferon (IFN)-g expression in
the spleen.53

SYNERGY BETWEEN PROBIOTICS AND HERBAL MEDICINE?

A recent study presents an interesting concept of probiotic-fermented herbal medi-
cine.54 Select herbal extracts were fermented in Lactobacillus plantarum (FHE) for
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anti-AD effects. The effects of FHE were evaluated using a murine model of AD
induced by dust mite extract. The fermentation was demonstrated to increase
bioavailability, and the end product exerted a dose-dependent inhibition of
mitogen-induced splenic T- and B-lymphocyte proliferation. A reduction in plasma
levels of IgE was also noted. Analysis of cytokine mRNA expression demonstrated
suppression that was comparable to that seen with cyclosporine. Therefore, probiotic
fermentation may have therapeutic advantages of increasing the bioavailability and
immunosuppressive properties of herbal medicines.54
WHOLE MEDICAL SYSTEMS

All of the published trials in this area of alternative medicine (eg, traditional Chinese medi-
cine, Kampo) used herbal combinations. Much of the benefit observed with the following
herbal medications has been as an adjunctive, as opposed to an alternative therapy.

Clinical Trials

Overall, there are few randomized controlled trials of Chinese herbal therapy with suffi-
cient powering. A 1999 double-blind, placebo-controlled, crossover trial with 40 adult
patients with recalcitrant AD looked at the efficacy of Zemaphyte, a Chinese herbal
oral preparation containing licorice, along with 9 other herbs commonly used for treat-
ment of AD.55 A 2005 update of a Cochrane review of traditional Chinese herbal
mixtures identified 4 randomized controlled trials (159 individuals aged 1 to 60 years),
all looking at the proprietary herbal mixture Zemaphyte (no longer being manufac-
tured), that met the inclusion criteria.56 Three of these trials used crossover design,
and reduction of erythema and surface damage was greater with Zemaphyte than
with placebo in 2 of these studies. Quality of sleep was higher in the treatment arm.
The fourth trial was an open-label study comparing Zemaphyte in 2 different forms.
There was a reduction in erythema and surface damage with both formulations, but
no comparison between the 2 formulations was reported. Some adverse effects
were reported in all 4 trials, but none were regarded as serious.56 Overall, the studies
had poor reporting and results were heterogeneous. The withdrawal rates ranged from
7.5% to 22.5%, and no trial used intention to treat analysis.

PentaHerbs is a formulation of 5 herbs (Cortex Moutan, root bark of Paeonia suffru-
ticosa Andr (Ranunculaceae), Cortex Phellodendri, bark of Phellodendron chinensis
Schneid (Rutaceae), Flos Lonicerae, flower of Lonicera japonica Thunb (Caprifolia-
ceae), Herba Menthae, aerial part of Mentha haplocalyx Briq (Labiatae), and Rhizoma
Atractylodis, rhizome of Atractylodes lancea (Thunb) DC; 2:2:2:1:2 composition) that
has been under investigation for several years. The initial trial in 2004 was an open-
label study and enrolled 9 children, treated for 4 months.57 In a confirmatory study,
the medication was verified to be free of steroids (hydrocortisone, prednisolone, flu-
drocortisone, and dexamethasone) by thin-layer chromatography, infrared spectro-
photometry, and liquid chromatography mass spectrometry.58 In 2007, this same
group published the findings of the use of the 5 herbal ingredients (PentaHerbs formu-
lation, PHF) in a randomized and placebo-controlled clinical trial of 87 children with
moderate to severe AD.59 Twice-daily PHF reduced topical corticosteroid use and
improved the quality of life in children with moderate to severe AD. The adverse reac-
tion profiles seen among these patients were comparable with those observed in the
placebo group, most common effects being upper respiratory infections (P 5 .828),
diarrhea (P 5 .074), and abdominal pain (P 5 .381).59

Additional publications by this group focused on observable immunomodulatory
effects to account for clinical benefit. Twenty-eight children with AD were treated
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with PHF for 3 months, and their mean plasma concentrations of inflammatory media-
tors, brain-derived neurotrophic factor (BDNF), and thymus and activation-regulated
chemokine (TARC) decreased significantly from 1798 and 824 pg/mL at baseline to
1378 and 492 pg/mL (P 5 .002 and .013, respectively) at study completion.60 Cell
cultures showed dose-dependent suppression of peripheral blood mononuclear cell
(PBMC) proliferation, reduction of supernatant concentrations of BDNF, IFN-g, and
TNF-a in response to PHA, and reduction in levels of BDNF and TARC following staph-
ylococcus enterotoxin B stimulation. At the mRNA level, PHF suppressed the transcrip-
tion of BDNF, TARC, IFN-g, and TNF-a.60 PHF and 2 of its 5 components were also
observed to significantly reduce histamine release and prostaglandin D2 synthesis in
rat peritoneal mast cells activated by anti-IgE and compound 48/80 (P<.05).61

A small-scale prospective uncontrolled trial examined the therapeutic benefits of
acupuncture combined with Chinese herbal medicine.62 Twenty individuals aged
between 13 and 48 years with mild to severe AD were treated with a 12-week course
of twice-weekly acupuncture and a Chinese herbal formula taken 3 times daily.
Primary end points were changes in the Eczema Area and Severity Index, Derma-
tology Life Quality Index, and patient assessment of itch measured on a visual analog
scale. At the end of treatment, all patients had an improvement in AD severity when
compared with the baseline. However, whether this score reduction was clinically rele-
vant is uncertain. More than 75% of patients experienced a reduction in pruritus and
improvement of quality of life. No adverse effects were observed.

Hochu-ekki-to is a traditional Japanese Kampo medicine which originated in China
and is composed of 10 species of medicinal plants. In the framework of Kampo medi-
cine, individuals are categorized as having a particular physiologic constitution. The
premise of the study of Hochu-ekki-to for AD is that it has been considered effective
for individuals with a Kikyo constitution, which includes atopics. This herbal medicine
has been studied in conditions of chronic fatigue (murine model) and chronic obstruc-
tive pulmonary disease, as well as in individuals undergoing chemotherapy. In vitro
and in vivo studies of this herbal medicine have demonstrated some immunomodula-
tory properties, such as enhancing mucosal IgA production and attenuating proaller-
gic cytokine IL-4 production.63

In a placebo-controlled study, 91 individuals with AD and a Kikyo constitution
underwent 24 weeks of intervention (herbal therapy or placebo).64 All patients
continued their regular treatments (topical steroids, topical tacrolimus, emollients, or
oral antihistamines) during the study. Hochu-ekki-to or placebo was orally adminis-
tered twice daily for 24 weeks. Seventy-seven of the initial group completed the trial.
Only mild adverse events such as nausea and diarrhea were noted in both groups,
without statistical difference. Outcomes included AD severity scores, efficacy, and
exacerbation rates. There was no significant reduction in AD severity at the end of
the trial. However, there were some promising trends. Although the rate of efficacy
did not reach statistical significance (P 5 .06), it was higher in the Hochu-ekki-to group
compared with placebo (19% vs 5%). Furthermore, the rate of exacerbation was
significantly (P<.05) lower in the Hochu-ekki-to group (3%) than in the placebo group
(18%). Because the use of topical steroids and tacrolimus was significantly lower at
the end of 24 weeks of intervention in the Hochu-ekki-to group, the investigators
concluded that this could be a useful adjunct to conventional treatments for patients
with AD who have a Kikyo constitution.64

Animal Model Studies

A Chinese herbal formula called Bakumijiogan (BJG) has been investigated in an NC/
Jic mouse model of AD.65 AD symptoms were induced by repeated injections of
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Dermatophagoides farinae (Df) antigen into the ear auricle for 16 days. Daily oral
administration of BJG from 7 days before to 16 days after the first injection significantly
reduced ear swelling. BJG was also observed to suppress the total levels of IgE and
Df-antigen-specific IgG1 at 17 days after first injection. Serum levels of the TH1 cyto-
kine IFN-g and lesional IFN-g mRNA levels were significantly higher, whereas lesional
IL-1a and TNF-a mRNA levels were lower in BJG-treated mice than in control mice.65

A Korean herbal medicine called DA-9102 is currently in phase II of clinical investi-
gation. Published data on this medicine are from a murine model (magnesium defi-
ciency–induced AD in hairless rats). Oral administration of DA-9102 at a dose of 100
mg/kg for 16 days was observed to suppress the occurrence of spontaneous derma-
titis.66 Eczematous skin lesions, water loss, and scratching behavior were significantly
decreased by DA-9102 in a dose-dependent manner. Results from flow cytometry
analysis of PBMCs indicated that DA-9102 suppressed leukocyte activation. DA-
9102 not only suppressed the mRNA expression of TH2 cytokines including IL-4 and
IL-10 in the lymph node but also decreased the levels of inflammatory mediators
such as nitric oxide and leukotriene B4 in the serum.66

Homeopathy has recently increased in popularity among patients with skin disease.
Unlike the traditional herbal medicines discussed under this section of whole medical
systems, outcomes for homeopathy are difficult to quantify because the treatments
are individualized. A meta-analysis of 89 placebo-controlled trials of homeopathic
medicine concluded that the clinical effects of homeopathy in a variety of medical
conditions were not placebo effects.67 Despite this, the researchers surmised that
insufficient evidence existed to show that any one type of homeopathic remedy was
specifically effective in any clinical condition. A study of individualized homeopathic
treatments focused on patients’ own assessments of 7 elements (overall impression,
improvement of skin condition, reduction of itchiness, reduction of sleep disturbance,
satisfaction in daily life, fulfillment at work, and satisfaction in human relations) using
a 9-point scale similar to the Glasgow Homeopathic Hospital Outcome Scale.68 Of
the 60 patients, 25 with chronic skin disease had AD. Another 20 had a nonspecific
eczema other than AD. Treatment periods ranged between 3 and 31 months. About
50% of individuals with AD reported greater satisfaction in daily life, greater fulfillment
at work, and greater satisfaction in human relations.68
MIND-BODY
Manipulative and Body-Based Practices

As suggested by observations with homeopathy, there is an inextricable tie between
chronic skin conditions and psychological/psychosomatic symptoms. A parasympa-
thetic tone-skewed autonomic balance has been described in atopic diseases, but
there are studies refuting this notion.69 A recent case-control study sought to reeval-
uate the autonomics in 30 adults with AD.70 Findings included decreased resting auto-
nomic ‘‘set point’’ (assessed by heart rate variability during 5 minutes at rest) and
increased parasympathetic tone in patients with AD when compared with normal
controls. Furthermore, individuals with AD had higher values for parasympathetic
modulation than healthy controls in response to deep breathing but not in response
to postural changes. The investigators interpreted these findings to be consistent
with the concept of an altered autonomic set point, while similar tone in the setting
of postural change indicated that autonomic function to defined tasks remained
intact.70 Whether these alterations are disease inherent or counterregulatory remains
uncertain. Furthermore, there are 2 factors to take into account before attempting to
interpret this potential autonomic dysregulation observed in AD. One is the impressive
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complexity of the efferent signaling pathways of the parasympathetic system.71 For
instance, although the physiologic cholinergic pathway has been described as overall
antiinflammatory,72 increased cholinergic tone does not necessarily equate with
purely antiinflammatory effects, as acetylcholine has been shown to promote hista-
mine release from mast cells.73 Secondly, one cannot discount the influence and inter-
play of associated psychiatric symptoms/conditions, such as depression and anxiety,
which are often associated with decreased vagal tone. The limited volume of literature
in this area includes a study of 12 patients with AD who were exposed to a fixed
sequence of treatment phases (no treatment, nonspecific treatment factors, electro-
myographic feedback and relaxation). Significant remission of disease was noted
but could not be attributed to a specific phase in the above-mentioned sequence.74

From the perspective of safety, this area of CAM is less concerning.

SUMMARY

The burden of atopic diseases, including AD, is significant and far-reaching. In addi-
tion to cost of care and therapies, it affects the quality of life for those affected as
well as their caretakers. Complementary and alternative therapies are commonly
used because of concerns about potential adverse effects of conventional therapies
and frustration with the lack of response to prescribed medications, be it due to the
severity of the AD or the lack of appropriate regular use. Despite the promising results
reported with various herbal medicines and biologic products, the clinical efficacy of
such alternative therapies remains to be determined. Physicians need to be educated
about alternative therapies and discuss benefits and potential adverse effects or limi-
tations with patients. A systematic approach and awareness of reputable and easily
accessible resources are helpful in dealing with CAM.
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