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1. Introduction

Complementary or alternative medicine
(CAM) approaches including traditional her-
bal medicine (THM) have been attracting
public attention in Westemn countries. THM
originated more than 2000 years ago and has
been used in asian countries for centuries in
the treatment of several diseases, including
atopic dermatitis (AD)". In Western coun-
tries, there are scientific evidences that sup-
port the efficacy and reveal the mode of ac-
tion of THM in AD”, which suggest THM
as a potential therapeutic modality for AD.
In Korea, several clinical studies have been
reported on THM uses in AD. However, most
of them were focusing on the effects of
THM on AD, without safety assays. There-
fore, we aim to evaluate the efficacy and the
safety of THM uses on AD by examining
the cases we experienced in our hospital. Fur-
ther, in an attempt to weigh the merit and
the demerit of THM uses on AD, we asses-
sed clinical usefulness of THM on AD by
taking both the efficacy and the safety mea-
surement into consideration.

II. Methods

1. Patients

Medical records of children with AD treat-
ed in the Departiment of Pediatrics, Hospital of

Oriental Medicine, Kyung-Hee University
from July 2006 to September 2005 were revie-
wed. AD was diagnosed according to Hanifin
criteria’. Medical records were discarded (1) if
medical records were not sufficient  for con-
firming the efficacy or the safety of THM (2)
if children had abnormal renal or lLiver func-
tion before THM administration (3) if children
failed to take the decoction on more than 10
days in 45-day treatment period. Parents of
children gave written informed consent. During
the study, parents wene asked to keep a dary
to record any clinical discomfort for safety
assessment. At initial and final visits, paren-
ts were required to answer the questionnaire
for the estimation of THM efficacy and the
identification of clinical discomfort.

2. Assessment of efficacy

Efficacy of THM was assessed after treat-
ment by parents using a visual analogue scale
(VAS). Then the parental assessment of
THM efficacy on AD was analyzed as de-
scribed in the previous study by Jung et a;
THM efficacy on AD was estimated by five
categories based on the improvement of VAS
(1) supremely efficacious (more than 75% of
improvement on VAS), (2) more than effica-
cious (from 50% to 75%), (3) efficacious (from
25% to 50%), (4) non-effective (under 25%),
and (5) aggravating.

3. Assessment of safety

The safety of THM was estimated in com-
bination of clinical discomfort and laboratory
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safety assessment. When children showed
clinical discomfort or adverse drug effect, we
investigated the association between THM
uses and clinical symptorn(s). For the labo-
ratory safety assays, AST, ALT, BUN, and
creatinine were investigated from venous
blood before intake of THM formulas and
the end of the treatment period. The severity
of clinical adverse effects was defined as
follows (1) none: no negative consequences
or existence of transient troublesome symp-
tomn(s) interpreted not associated with the
administration of THMs. (2) mild adverse ef-
fect; transient clinical discomfort associated
with THM use, but without any abnormal
change in laboratory safety parameters, and
(3) severe adverse effect; obvious clinical dis-
comfort which caused medicine change, or and
toxicity on liver and kidney function.

4, Assessment of usefulness

The usefulness of THM on AD was esti-
" mated as described in the previous study’.
We evaluated the grade of usefulness with
five categories taking the efficacy and the
safety into consideration: (1) supremely use-
ful (supremely efficacious and no adverse ef-
fects), (2) more than useful (supremely effi-
cacious and mild adverse effects, more effi-
cacious and no adverse effects, or efficacious
and no adverse effects), (3) useful (more eff-
icacious and mild adverse effects, or effica-
cious and mild adverse effects), (4) non-use

ful (more than efficacious and severe adverse
effects, or non-effective and no adverse ef-
fects), and (5) detrimental (non-effective and
any adverse effects, or aggravating regard-
less of adverse effects).

. Results

1. Patients

46 children were treated with THM for-
mulas; several modified forms of Naesohwa-
Joongtang decoction with the addition of ex-
tra herbs and granuled type of Sunbangpae~
doktang, Tonggyutang, Bangpoongtongsung-
san, or Bangpoonghaedokitang decoctions were
used according to the concomitent diseases
and patients’ characteristics. Out of 46, data of
39 were included in the final analysis (Table 1,
and 2); 4 children failed in taking blood sam-
ple for the laboratory safety assessment. the
other 3 were also excluded, because they had
insufficient medical records for evaluation of
the efficacy and the safety.

2. Assessment of efficacy

27 of 39 parents (69%) stated AD im-
proved after THM treatment (The sum of
percentages of supremely efficacious, more
than efficacious, and efficacious was 69%)
(Fig. 1, and Table 1).
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Table 1. Case Summary

NO  Sex Age Past History of Family History of Improvement Adverse
: Allergic disease Allergic disease on VAS (%) Effect
1 M 1411 + + 70 none
2 M 141 T + 30 none
3 F 138 + + 40 none
4 F 126 + 0 none
5 F 1211 + & none
6 F 12 + + 20 AP”
7 ¥ 111 - - 0 none
8 F 107 + + 50 none
9 M 106 + + 40 none
10 M 101 + + 0 none
1 F 94 + + 20 AD’
12 M 87 + + Y] none
13 M 83 - + 60 none
14 M 82 - - 40 none
15 M 811 + 40 none
16 M 7.8 + + 0 AD'
17 F 17 - + 70 none
18 F 74 + + 30 none
19 F 74 + - 0 none
20 F 73 + + 20 none
21 M 73 + + 8 none
22 F 7.11 + + 60 none
23 F 711 + - -10 none
24 M 711 + - 50 none
25 F 7.1 - 0 none
26 M 6.7 + 30 none
27 F 6.11 - + 10 none
2 M 59 + - 20 none
29 M 58 + + 50 none
30 F 53 + + 50 none
31 F 52 + + 30 none
32 F 511 + + 20 none
33 F 411 - + 10 none
AU M 411 ~ + 40 none
RS M 33 + + 50 none
36 M 31 - - 30 none
37 F 31 + + 60 none
38 M 27 + 30 none
) F 2.11 - o] none

* AD means mild transient abdominal discomfort. However, there was no association between abdominal
discomfort and administration of THM in these 2 cases.

** AP means mild abdominal pain. One patient reported mild ahdominal pain after THM intake. However,
the symptom soon disappeared without medical care and the child completed treatment protocol as

scheduled.
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Fig. 2. Percentage of safety evaluation. Both clinical discomfort and laboratory safety assessment
were taken into consideration for the evaluation of THM safety.

Table 2. Subject population

Gender (male/female)

Age (years)

Past History of allergic disease, n (%)
Family history of allergic disease, n (%)

18/21
769 + 223
29 (74%)
32 (82%)

3. Assessment of safety

There was no evidence of toxicity on both
liver and kidney function. Clinically, 2 chil-
dren reported transient mild abdominal dis~
comfort, however we couldn’t find any asso-

ciation between THM administration and
abdominal discomfort. One child reported
mild abdominal pain after THM intake. This
patient had constipation and occurrence of
transient abdominal pain is considered as a
consequence of THM effect on bowel move-
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Fig. 3. Percentage of usefulness evaluation. Both the efficacy and the safety measurements were
taken info consideration for the assessment of THM usefulness on AD.

ment. Abdominal pain soon disappeared with-
out medical care and the patient completed
treatments as scheduled (Fig. 2, and Table
2). Further, the patient experienced improve-
ment of AD symptoms as well as general
condition including constipation, halitosis, and
chronic dizziness.

-

4. Assessment of usefulness

The sum of percentages of supremely use-
ful, more than useful, and useful was 69%.
This represents in 27 cases of 39 children
(69%), THM was regarded as a useful treat-
ment agent for AD (Fig. 3).

IV. Discussion and Conclusion

‘The exact pathophysiology of atopic der-
matitis (AD) is not clearly revealed. Cur-

rently, topical steroids remain as mainstay of
treatment. However, when treated for a long
tirne, . topical steroids have been reported to
have a nsk such as systemic side effects
and skin atrophy®, which increases the need
to use a complementary therapeutic agent.
Traditional herbal medicine (THM) has been
used for centuries in Asian countries to treat
symptoms similar to those of AD and the
prevalence is continuously increasing in Wes-
tern countries’. Several studies done in wes-
tern countries have suggested that THM
may be beneficial in the treatment of AD™,
In Korea, there were several studies aimed
to estimate the efficacy of THM on AD,
apart from clinical reports on a single case.
Kim et al. evaluated the efficacy of modified
formula of Yang-we-tang using SCORAD
index. SCORAD score deceased significantly
(before treatment; 46.8 * 181, after treat-
ment; 305 = 20, and p < 0.05) in 35 children
with AD". 9 THM formulas derived from
Sasang constitutional medicine were ad-
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ministered to 43 patients with AD. 36 pa-
tients (84%6) reported marked :improvement®,
measured as described in previous study’.
Lee et al. reviewed medical records of 27
children treated with Bopejungchentang. After
treatment, the percentage of improvement,
unresponsiveness, and depravation was 51.9%,
37%, and 11.1%, respectively’. Nam et al.
modified Grading of the severity of AD by
Rajka et al’. to measure the efficacy of 6
different formulas. In 19 patients, clinical se~
verity (intensity of itching, extent of eryth-
ema, lichenification, scaling, dryness, erosion
and oozing) decreased markedly (before
treatment; 147 + Q.77, after treatment; 058 +
084, and p < 0.0)". 42 children treated with
modified formula of Yeoldahansotang showed
significant improvermnent of AD severity (mild
group; before treatment 1.8 + 0.3, after treat-

ment 1.4 + 04, and p < 0.05, moderate group;

before treatment 3.2 + 03, after treatment 25
1 05, and p < 0.05, severe group; before treat—
ment 45 t 05, after treatment 35 * 0.7, and
p < 0.05)”. Recently, we observed AD-miti-
gating effect of modified formula of Naeso-
huajoongtang (p < 0.05)"° by SCORAD index
which. is validated and commonly used for
standardized evaluation of AD severity™.
However, to our knowledge, there is no
report that weighs benefit and demerit of
THM uses on AD even though concerns on
safety of THM exist™®". As a preliminary
step to determine whether THM use in Korea
could be a possible therapeutic agent of AD
with safety, we aimed to evaluate the effi-
cacy, the safety, and the usefulness of THM

uses. In the current study, we observed ben-
eficial effects of THM on AD as reflected by
favorable assessment of efficacy and safety.
It must be addressed that several THM
formulas were used in this study. Basically,
THM is a 'tailored medicine’ and places pri-
mary importance on characteristics of in-
dividuals’. Unfortunately this characteristic
of THM causes difficulty in evaluation of
efficacy. However, given that THM para-
digm is based on its unique medical system
different from the orthodox Western scien-
tific medicine and therefore, standardization
of herbal formula is contradictory to THM
philosophy™®, it is inevitable in the clinical
setting to use 'personalized’ formulas which
are designed for each individuals.
Anti-inflammatory and immunomodulatory
effects of several herbs used in this study
may explain the effects of THM formulas on
AD;+Glycyrrhiza uralensis has been used for
skin eruptions, including dermatitis, and ec-
zema™. Glycyrrhizin, one of major element of
Glycyrrhiza uralensis is known to have an-
ti-inflammatory effect®. Fructus crataegi
shows anti-inflammatory effect as demon-
strated by inhibiting tumor necrosis factor
(TNF) - alpha®. Ginsenoside Rgl, one of the
key components of Panax ginseng modulates
immune functions by enhancing the immune
activity of CD4 (+) T cells as well as re-
pressing Thl specific cytokine productionzg.
Ephedrae herba significantly suppressed Igk-
mediated histamine release in vivo”. Zingiber
dfficinale Roscoe (ginger) not only significan-
tly inhibited T lymphocyte proliferation in vi-
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tro but suppressed the delayed type of hy-
persensitivity response in vivo>.

In conclusion, we suggest that THM could
be a useful therapeutic agent with safety for
AD. However, this study has limitation in
the sense that it is not a placebo-controlled
trial, which lacks methodological rigor to
draw a concrete conclusion. Randomized
clinical trials with placebo group based on a
large sample are needed to confirm the effi-
cacy and the safety of THM in the future.
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