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( Abstract )

Review of Clinical and Experimental Studies on External Application Treatment for
Atopic Dermatitis in the Korean Literature

Min Deul Le - Park Eun Jung - Kang Kyung Ha
Department of Pediatrics, College of Oriental Medicine, Wonkwang University

Objectives

The goal of this review is to investigate clinical and experimental studies on external application treatment for
atopic dermatitis in Korean literature and to propose for the better method of clinical studies in order to seek more
effective treatment.

Methods
Electronic researches were performed with KTKP, OASIS, National Assembly Library, Korean Medicine Database,
KISS, DBpia, and KISTI.

Results and Conclusions

In Twenty six studies, the numbers of clinical and experimental studies are respectively 10 (38.46%) and 16 (61.54%).

The numbers of studies that used herbal complex were 20 (76.92%), and out of that, 6 studies had used a single
herbal medicine (23.08%). The external application with oriental medicine for the atopic dermatitis used with
Phellodendri Cortex (7), Sophorae Radix (6), Scutellariae Radix (6), Lonicerae Flos (5), Coptidis Rhizoma (5) and so on.

Among the clinical studies, the 5 studies were double-blind and randomized-controlled study (50%). The numbers
of studies that used Hanifin and Rajka Diagnostic Criteria (1980) were 6 (60%), and that used the Diagnostic Criteria
in Korean Atopic Dermatitis (2005) were 4 (40%).

Among the clinical studies, categories to evaluate of atopic dermatitis are respectively SCORAD Index (80%),
Total IgE (80%), Eosinophil count (70%) and so on. All of the clinical studies (100%) showed a statistically significant
decline in atopic dermatitis according to the SCORAD Index, Modified SCORAD Index, the Clinic index score.

Among the experimental studies, the numbers of studies that used NC/Nga mice were 9 (56.25%), and out of
that 5 studies used BALB/c mice (31.25%). Most of the studies (68.75%) used DNCB as allergy inducing materials.
The scales for evaluation of atopic dermatitis were Clinical skin severity score, Histopathologic examination,
Immunohematologic examination, safety test and so on. In 12 cases (75%) of experimental studies, the IgE level
of experimental group showed a statistically significant decline after using external application. In 8 study cases (50%),
Clinical skin severity score of experimental group showed a statistically significant decline after using external application.
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II. Materials and methods
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Table 1. Lists of Search Engine

Korean electric databases for this review Domain

Korean Traditional Knowledge Portal

http://www.koreantk.com

Oriental Medicine Advanced Searching Integrated system

http://oasis.kiom.re.kr

National Assembly Library

http://www.nanet.go.kr

Korean Medicine Database http://kmbase.medric.or. ke
Koreanstudies Information Service System heep://kiss.kstudy.com
DBpia http://www.dbpia.co.kr
Korea Institute of Science and Technology Information http://society kisti.re.kr
Total 7

Table 2. Classification of Articles Associated with Atopic Dermatitis External Application

Clinical Trials Animal Studies Case Reports Total
before 2004 0 0 0 0
2005 0 1 (3.85%) 0 1 (3.85%)
2006 1 (3.85%) 1 (3.85%) 0 2 (7.69%)
2007 2 (7.69%) 0 0 2 (7.69%)
2008 2 (7.69%) 2 (7.69%) 0 4 (15.38%)
2009 1 (3.85%) 2 (7.69%) 0 3 (11.54%)
2010 2 (7.69%) 4 (15.38%) 0 6 (23.08%)
2011 1 (3.85%) 2 (7.69%) 0 3 (11.54%)
2012 1 (3.85%) 4 (15.38%) 0 5 (19.23%)
Total (%) 10 (38.46%) 16 (61.54%) 0 26 (100%)
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Table 3. Frequency of Herbs in Prescription

Frequency Herbs Aroma Oil, Others
7 Phellodendri Cortex (A())
6 Sophorae Radix (%%, Scutellariae Radix (35%)
5 Lonicerae Flos (4x#41E), Coptidis Rhizoma (3H)

4
Porsythiae Fructus (i)

Angelicae Gigantis Radix (), Rheum thabarbarum L. (K3%), Houttuynia cordata Thunb (FiUIE ),

Lavender

Glycyrrhizae Radix (H#E), Dictamni Radicis Cortex (FfffE7), Paconiae Radix (F175%8), Lithospermum
erythrorhizon siebold & zucc. (35%), Gardeniae Fructus (fET)

Chamomile

Puerariae Radix (%541), Portulaca oleracea L. (B ), Sanguisorba officinalis Linne (1), Kochia
scoparia Schrader (Jt1i§ ), Torilis japonica (Houtt.) DC. ($¢JKT), Schizonepeta tenuifolia Briquet
2 (GHI7P), Prunus yedoensis Rehder (f#57), Rubus coreanus (43 ), Rehmannia glutinosa Libosch (423
), Astragali Radix (¥5F), Angelica dahurica (F111), Camellia Sinensis ($%Z%), Phellinus linteus
(Z3), Sesameseed Oil ({#HiidHh), Bees Wax (E4), Swine Oil (JKIIR)

Tea tree

Ginseng Radix (A%, Atractylodes macrocephala Koidzumi (F171t), Poria cocos (f&%), Citrus Unshiu
Markovich (BREZ), Chaenomeles sinensis (AJI\), Cimicifugae Rhizoma (F}iif), Platycodi Radix (f515),
Ponciri  Fructus (FHEY), Cnidium officinale makino (J1I%%), Corydalis Yanhusuo (Z#ZR),

Eucalyptus, Lemon,

1 Chamaecyparis obtusa (AT}, Red ginseng (129, Hydnocarpi Semen (KJAF), Sesami Semen ()it Snail Secretion
¥, Momordicae Semen (KEET), Xanthii Fructus (BEH 1), Eucommia Ulmoides Oliver (¥4, Filtrate

Gypsum Fibrosum (f77), Fossilia ossis Mastodi (5&H), Borax (M1, Sepiae Os (i), Sulfur (ii#),
Gynostemma Pentaphyllum Makino (EHE), Arctii Fructus (4F55F)

II. Results
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Table 4. Methods of Treatment and the Types of Study in the Clinical Studies
Subjects
1st Auth
No. ° R u) or Article Publication journal Treatment Duration The types of study
ear’
VA Age
The Journal of
A Clinical study for the effect of | Korean Oriental cosmetic cream 3 A double-blind,
1 Joo H.A. cosmetic cream containing Medical containing weeks randomized,
ee
(2012) Samwhangsejegamibang Extracts Ophthalmology& Samwhangsejegamiba 5W25 placebo-controlled
~25yr
on Atopic dermatitis patients Orolaryngology& ng extracts 4 intervention
Dermatology
The | of
A Clinical study for the effect of ¢ Journ? ©
. . Korean Oriental .
ointment contained . . . 37 A double-blind,
O MJ. . . Medical ointment contained .
2 2011 Takrisodok-Eum on recovering Ophthalmologye TakrisodokE Sweeks randomized-controll
the damaged skin barrier by oY odoleRum 5~50yr ed intervention
. .. Orolaryngology&
Atopic dermatitis
Dermatology
The Journal of
Research about Herbal Cosmetics Korean Oriental .
. . . . herbal cosmetics 35 .
Jung H.J. containing Phellinus linteus Medical . . Uncontrolled clinical
. . . containing Phellinus 4weeks .
(2010) Extracts in Atopic Dermatitis Ophthalmology& . trial
) linteus extracts 2~65yr
patients Orolaryngology&
Dermatology
The Journal of
'1'"he Effects of Snail Secreti(?n Korean Qriental ' A A 20 A double-blind,
Oh MJ. Filtrate on the damaged skin Medical Snail Secretion Filtrate .
o, . 4weeks randomized-controll
(2010) barriet’s recovery of the Atopic Ophthalmology& 15%
. 15£9.1yr ed study
dermatitis Orolaryngology&
Dermatology
The Enhancing effect of Atopi nal of 16
Kang SJ. ¢ C,I% eiect 0 . fopic ]ou'r . © . toner and cream using Uncontrolled clinical
Dermatitis by cosmetics academia-industrial ) Gweeks .
(2009) . . estern medical herbs trial
containing estern medical herbs technology 5~50yr
Clinical h of Atopic
Yun DC 111;1; r:imt (: o ]Zop ' Korean J. Oriental | ointment that contain 31 A double-blind,
un D.C. rmatitis tr
> e Y . Physiology & Hwangryeonhaedok-T 4weeks randomized-controll
(2008) Hwangryeonhaedok-Tang in
. Pathology ang 16yr~ ed study
Cosmetics
The Journal of
A Clinical h of Atopi Ko Oriental
A inic ft?searc of Atopic orean : rient A A 33 A double-blind,
Kim S.H. Dermatitis treated by Medical cosmetics with .
. 4weeks Randomized-control
(2008) Yeongyuseungmatang in Ophthalmology& Yeongyuseungmatang 16 led stud
r~ ed s
cosmetics Orolaryngology& Y il
Dermatology
The | of 46
A Clinical study of Atopic ¢ Journal o o
. Korean Oriental cosmetics with (laboratory
Dermatitis treated by external . .
Hwang L. . Medical Gynostemma 44) Prospective open
8 application with Gynostemma
S.Y.(2007) . Ophthalmology& Pentaphyllum 4weeks study
Pentaphyllum MAKINO in
. Orolaryngology& MAKINO 6~40yr
cosmetics
Dermatology
The Journal of
Clinical efficacy of External Korean Oriental the 4 items of 50
9 Kim CH. Preparation containing Herbal Medical Medibebe (cream, dweeks Uncontrolled
(2007) Extracts in Atopic Dermatitis Ophthalmology& lotion, soap, and body lwg?) clinical trial
~60yr
patients Orolaryngology& cleanser) Y
Dermatology
Daejeon University, 10
Yoon J.M. Effect of Taeyeol-go on Atopic | Institute of korean Uncontrolled clinical
10 ", . Taeyeol-go (TYG) 1week )
(2006) Dermatitis medicine 337 trial
~37yr
Thesis Collection y
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Table 5. Methods of Evaluation, Results and Conclusions in the Clinical Studies

the Korean Literature

No. | Methods of evaluation

Results

Conclusions

SCORAD Index, image
photographing, moisture
content, oil content of
skin, wrinkled skin,
Change in IgE &
Eosinophil, IGA
(Investigator’s Global
Assesment)

Comparison of changes in Scorad Index, depending on the perspective, the
experimental group showed a statistically significant decline than the placebo group.
Comparison of change in IGA, depending on the perspedive, the experimental group
showed a statistically significant decline than the placebo group.

Comparison of change in moisture content, oil content of skin and wrinkled skin,
both the experimental group and the placebo group showed level elevation but
there was no statistically significant change.

Comparison of change in IgE and Eosinophil, both the experimental group and
the placebo group showed no statistical significance.

Cosmetic cream containing
Samwhangsejegamibang
extracts have a positive effect on
atopic dermatitis patients.

SCORAD Index, image
photograhing, skin
hydration, TEWL, skin
pH, Total IgE,
Eosinophil count,
1L-4,10,13, IFN-r

In the primary endpoint, SCORAD Index showed a statistically significant decline
in experimental group.

In the secondary endpoint index of skin hydration, both the experimental group
and the control group showed statistical significance.

In the secondary endpoint index of TEWL, the experimental group showed greater
statistical significance than the control group.

In the secondary endpoint index of skin pH, skin pH showed a statistically
significant decline in both the control group and the experimental group within
the normal range.

In the secondary endpont index of Total IgE, Eosinophil count, IL-10, IL-13, both
the experimental group and the control group showed no statistical significance.
To evaluate the safety of the products for the human body, hematological
examination and hematological biochemical examination, vital sign check were
conducted; both control group and experimental group showed no abnormal level.
And There were no severe adverse events during this study. Therefore, it is suggested
that the safety of the products, if used for certain period, should be safe for the
human body.

Takrisodok-Eum should be
effective for the Atopic
dermatitis.

Modified SCORAD
Index, TEWL, skin
moisture content, pruritic
degree

Statistically, herbal cosmetics containing Phellinus linteus extracts showed
siginificant effect on transepidermal water loss, skin moisture content, modified
scorad index of atopic dermatitis and pruritic degree (p<0.05). And satisfaction
after using herbal cosmetics was near good.

Herbal cosmetics containing
Phellinus linteus extracts have
the remarkable effects on atopic
dermatitis.

SCORAD Index,

Image photopgraphing,
TEWL, skin hydration,
skin pH, total IgE,
Eosinophil count, Global
assesment of efficacy

In the primary endpoint, SCORAD Index showed a statistically significant decline
in both the control group and the experimental group. However, the experimental
group showed greater statistical significance than the control group.

In the secondary endpoint index of skin hydration, both the control group and
the experimental group did not show a statistically significant increase. However,
the degree of skin hydration in the experimental group is greater than in the control
group.

In global assessment of efficacy, it was higher in the experimental group than
in the control group for both the subjects and the researchers.

To evaluate the safety of the products for the human body, hematological
examination and hematological biochemical examination were conducted; both the
control group and the experimental group showed no abnormal level. Therefore,
the safety of the products, if used for so long a time, proved to be safe for the
human body.

Product satisfaction was higher in the experimental group than in the control group.

Snail Secretion Filtrate was
effective on the Atopic
dermatitis.

SCORAD Index, skin
hydration, TEWL, skin
5 pH, Total IgE,
Eosinophil count, Global
assesment of efficacy

The result was a decrease in SCORAD index(26.9+11.8 to 14.9 + 9.7 (p<0.05)),
IgE (641.9 + 1294.6 to 565.8 = 1076.8), Eosinophil count (246.7 = 203.5 to
203.3 + 130.7 (p<0.05)) and TEWL (16.7 + 5.1 to 154 + 8.7 (p<0.05)). And
skin hydration was increased (36.6 = 10.0 to 44.0 + 10.3 (p<0.01)) maintaining
skin pH level. The patient's and physician's global assessment also improved.

Estern medical herbs may play
a role in treatment of atopic
dermatitis.

SCORAD Index, Image
photographing, skin
temperature, TEWL, skin
hydration, skin pH, total
IgE, eosinophil count,

global assesment of

After 4 weeks of external application treatment, SCORAD Index in experimental
group was significant statistically decreased compared with control group. After
4 weeks of external application treatment, total IgE of both groups were decreased
and eosinophil count in control group was decreased but experimental group was
unstatistically decreased. Unstatistically, both groups didn't showed significant
effect on Skin Temperature. Transepidermal Water Loss (TEWL) in both groups

Cosmetics with
Hwangryeonhaedok-Tang has
some therapeutical effects in
mitigating the symptoms of
Atopic Dermatitis.
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efficacy

were increased but experimental group was significant decreased compared with
control group. Skin Hydration in experimental group was significant statistically
increased compared with control group. Statistically, both groups didn't showed
significant effect on Skin pH. Only experimental group showed little increase. After
4 weeks of external application treatment, experimental group showed significant
effect on global assesment of efficacy.

SCORAD Index, Image
photographing, Skin
temperature, TEWL, skin
hydration, skin pH, Total
IgE, Eosinophil count,
Global assesment of
efficacy

After 4 weeks SCORAD Index in
Yeongyuseungmatang was significant statistically decreased compared with control
group.

After 4 weeks

Yeongyuseungmatang was significant statistically decreased compared with control

of external application treatment,

of external application treatment, eosinophil count in

group but total IgE was very increased both Yeongyuseungmatang and control
group.

Statistically, Yeongyuseungmatang and control group didn't showed significant
effect on Skin Temperature was measeured by Thermometer SM815.
Transepidermal Water Loss (TEWL) in Yeongyuseungmatang was significant
statistically decreased compared with control group measured by Tewameter TM300.
Skin Hydration in Yeongyuseungmatang was significant statistically increased
compared with control group measured by Corneometer CM825.

Statistically, Yeongyuseungmatang and control group didn't showed significant
effect on Skin pH was measured by Skin-pH-Meter PH905.

After 4 weeks of external application treatment, Yeongyuseungmatang showed
significant effect on global assesment of efficacy.

Cosmetics with
Yeongyuseungmatang has some
therapeutical effects in
mitigating the symptoms of
atopic dermatitis.

Clinical index score,
Total IgE, eosinophil
count, Total Availability

There are 46 patients we could check by clinic index score and 44 patients by
laboratory.

In the 46 case clinic index score was significantly decreased between the before-
and after-external application treatment periods (P<0.01).

The 46 cases was devided into two types (moist heat type and blood dryness type)
by intensity. External application of Gynostemma Pentaphyllum MAKINO in
cosmetics did not significant change by two types.

In the 44 laboratory cases, the number of eosinophil counts was decreased but
the number of IgE was significantly increased.

Cosmetics with Gynostemma
Pentaphyllum MAKINO have
the remedical effect for Atopic
Dermatitis.

SCORAD Index, Quality
of Life (skindex-29),
Total IgE

After 4 weeks' use of Medibebe, SCORAD index showed a decrease of 20.0 =
10.2 (95% C.I:17.1-22.9) compared with when it was not applied, which is a
statistically meaningful change (p-value<0.0001). Subjective pruritus and Sleeping
loss reported after both 2 and 4 weeks' use of Medibebe decreased in a statistically
meaningful way (p-value<0.0001) compared with before the application. but, 2
cases out of all 50 subjects for the clinical trial were excluded on the way.

4 items of Medibebe (cream,
lotion, soap, and body cleanser)
can be used by atopic patients
safely and effectively with

almost no side-effect.

10

SCORAD Index

10 patients (4 male, 6 female), 3 to 37 years of age (mean 14.6 + 9.52 years
old), 2 to 31 years of onset (mean 11.4 + 8.54 years), finished study. After treatment
extent (p<0.01), intensity (p<0.005), subjective symptom (p<0.002) and total
SCORAD index (p<0.002) was significantly decreased than before treatment.

TYG is an effective therapeutic
method for atopic dermatitis.
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Table 6. Hanifin and Rajka Diagnostic Criteria(1980)") . at least three of 4 major features and three of 23 minor features

Major features

Minor features

1. Pruritus
2. Typical morphology and distribution :
Flexural lichenification or linearity in adults

Facial and extensor involvement in infants and children

3. Chronic or chronically relapsing dermatitis
4. Personal or family history of atopy

. Xerosis

. Ichthyosis / palmar hyperlinearity / keratosis pilaris
. Immediate (type 1) skin test reactivity

. Elevated serum IgE

. Early age of onset

. Tendency towards cutaneous infections

. Tendency towards non-specific hand or foot dermatitis
. Nipple eczema

. Cheilitis

. Recurrent conjunctivitis

. Dennie-Morgan infraorbital fold

O 00 N O\ W N

—_
N — O

. Keratoconus

—
0

. Anterior subcapsular cataracts
. Orbital darkening

. Facial pallor / facial erythema
. Pityriasis alba

. Anterior neck folds

. Itch when sweating

— = e e =
O 0~ O\ W

. Intolerance to wool and lipid solvents

8]
(=}

. Perifollicular accentuation

N
—

. Food intolerance

N
[\

. Course influenced by environmental / emotional factors

N
(S8

. White dermographism / delayed blanch

Table 7. Atopic Dermatitis Research Group (2005)12): diagnostic criteria in Korean (at least two of 4 major features and

four of 14 minor features)

Major features

Minor features

1. Pruritus
2. Typical morphology and distribution
1) Under the age of 2 years : face, trunk and
extensor involvement
2) Over the age of 2 years : face, neck and
flexural involvement
3) Personal or family history (atopic dermatitis,
asthma, allergic rhinitis)

. Xerosis

. Pityriasis alba

. Periorbital eczema or orbital darkening

. Periauricular eczema

. Cheilitis

. Tendency towards non-specific hand or foot dermatitis
. Scalp scale

. Perifollicular accentuation

NO 00 ~ O\ WA W N =

. Nipple eczema

10. Itch when sweating

11. White dermographism

12. Skin prick test reactivity

13. Elevated serum IgE

14. Tendency towards cutaneous infections

7R =Eo] sU (50%), EIFEELT (TEWL)O] (56.25%), BALB/c mice® AP =-0] SH (31.25%),
FIA UA A% =F0] 43 (40%), TZH FaA4 71E} hairless mice, Sprague-Dawley ratE AHESE =R
grtell A Aol thzwol vlsl frold A =4 Z4zk 194 A0

Yehd =F0°] 33 (30%), Eosinophil®] §-24 JA 7+ olEy ¥EA {8 EZE 1-chloro 2,4-dinitro-
A% =20] 28 20%) 0. E JEETH chlorobenzene (DNCB)E AH&-3F 7397k 118 (68.75%)2-

Z
a
&
[

8

i
>

2 7P 2ko . Biostir Mite antigen cream (BMAC)S
AbESE A7 23 (12.5%), 2,4,6-trinitrochlorobenzene

A AT % 169 (TNCB), Ovalbumin (OVA), Dermatophagoides farinae
&3 =&ol o (Df) extraces AHE-SF 7971 Z42F 194 A €&
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Table 8. Methods of Treatment and Evaluation in the Animal Experimentation
Species of animals
1 Auth Publicati All Induci
o Article u cacion . .n N Methods of evaluation Conclusions
(year) journal Materials &
Treatments
The K HCo01 be useful
Anti-inflammatory effects of| ¢ Horen ) may' .use s an
. . Journal Of 1) BALB/c mice ) . . . external application agent for
Choi Y.Y.|HCO01 on atopic ) histologic analysis (hyperplasia), } ..
2012) |d itis like skin lesions i Oriental 2) DNCB cern blot (NF-KB) atopic dermatitis based on
ermatitis-like skin lesions in estern blot assa -
. 1 ! Medical 3) HCO001 W Y reductions of various
mice . :
Prescription inflammatory responses.
The Journal of
Korean Oriental
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