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목 적 :한약 또는 한약제제의 아토피성 피부염에 대한 치료효과를 조사하고 향후 연구방향을

제시하기 위하여 고찰연구를 시행하였다.

방 법 :PubMed에 한약과 아토피성 피부염과 관련된 검색어의 조합을 넣어 포함기준에 맞는

무작위배정 대조군 임상연구만 포함하였다.연구설계,치료방법,대조군,평가지표,결과,부작용

관련 정보를 미리 정해놓은 자료 추출 형식에 맞추어 추출하고 방법론적 질 평가는 옥스포드 질

평가 척도와 그룹 할당 은닉(allocationconcealment)여부를 평가하였다.연구들이 임상적 및 통

계적으로 상이하여 메타분석은 이루어지지 않고 기술적 고찰만 실시하였다.

결 과 :모두 8편의 연구가 고찰기준을 만족시켰다.다양한 복합한약제제와 한약이 포함된 외

용제가 평가되었는데 8편 가운데 5편에서 아토피성 피부염의 증상을 호전시키는 것으로 나타났

다.방법론적 질은 대체로 양호한 것으로 나타났으며 일부 효과적인 것으로 나타난 한약복합제제

에서 간손상 등의 부작용도 보고되었다.

결 론 :한약 또는 한약제제를 이용한 치료는 아토피성 피부염의 증상개선에 도움이 되는 것
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으로 보이나 현재 근거는 부족하다.우리나라에서 많이 쓰이는 한약제제들 역시 엄정한 임상연구

를 거쳐 그 효과를 평가하고 근거를 구축해야 할 것이다.

Keyword: Herbalmedicine,atopicdermatitis,herbalointment,randomisedcontrolledtrial,

cross-overstudy

Ⅰ.Introduction

Atopicdermatitis(AD)oratopiceczemaisan

intenselyitchyanderythematous(red)inflammatory

skindisease,usuallyinvolvingtheskincreases1).

Ithasbeenreportedthataround70% ofAD

patientsareinfantsorchildren under52) and

they are often accompanied by otherallergic

diseasessuchasasthmaorallergicrhinitis3).As

thereisnocureforthisdistressingdisease,a

rangeofinterventionsaretocontrolsymptoms.

Standardisedtreatmentusuallyconsistsoftopical

emollientsand corticosteroid cream,which are

ofteneffectiveinmild-to-moderateAD.Formore

severeandwideformsofAD,however,current

availabletreatmentsoftenfailinsomepatients

andotherinterventionssuchassystemicsteroid,

azathioprine,andcyclosporineAareallassociated

withsevereadverseevents4,5).Duetotherelapsing

natureofAD,itschronicity,and itslack of

responsetosteroids,therehavebeenincreasing

effortstodevelopbetterandsafercomplementary

oralternativetherapiesincludingherbalmedicine.

Althoughherbalmedicinehaslongbeenusedto

treatorrelievesymptomsofAD inKoreaand

China,evidencesupportingitsuseisnotconvincing;

in themostrecentsystematicreview on oral

Chineseherbalmedicineforatopiceczema,the

authorsreported thatherbalmedicinemay be

effectivebutsmallnumberofpoorly reported

trialsofthesameproductprecludedanyfirm

conclusions
6)
.Evaluatingtheefficacy ofherbal

medicinesormixtureshasarangeofdifficulties

astheirparticulardistinguishingfeaturesdonot

fitexactly into the conventionaldrug testing

framework.Previousstudieshavebeenjudgedas

notideallyrigorous;noappropriatesamplesize

calculationleadingtosmallstudyeffects,lacking

details of allocation concealment,questionable

blinding,nointention-to-treatanalysisandhigh

drop-outrate.

InKorea,moreandmorepatientswithAD

are seeking treatments of Korean medicine

includingherbs
7)
asitisprobablyconceivedthat

treatmentsofKoreanmedicinearesafeandmay

eradicatetheoriginofthisrefractorydisease.In

arecentsurveyasking“aretreatmentsofKorean

medicineorcomplementary alternativemedicine

forAD moreeffectivethan thoseofWestern

medicine?”,however,91% ofrespondersanswered

‘no’or‘don’t know’
7)
.Taking allthese into

account,clearevidenceandrigorousresearchare

urgentlyneeded.Therefore,an overview ofthe
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currentevidenceonherbalmedicineforAD was

conductedtosummariseandcriticallyassessthe

evidence.

Ⅱ.Materials&Methods

1.Literaturesearch

Electronic literaturesearch in PubMed was

performed from itsinception toJanuary 2009.

Thesearchtermsusedwere“atopicdermatitis”,

“atopiceczema”,“neurodermatitis”,“Besnier’sprurigo”,

“Chineseherbalmedicine”,“complementarymedicine”,

and“complementarytherapy”withlimitsofhumans

andrandomisedcontrolledtrial.Referencelistsof

original articles and relevant reviews were

examinedforadditionalstudies.

2.Selectionofstudies

Studies meeting the following criteria were

included:

1)Randomisedcontrolledtrials,includingcross-over

designs;

2)InterventionshouldbeChineseherbalmedicine

forAD.OraldecoctionsorointmentofChinese

herbs,eitherontheirownorwithotherdrugs,

comparedwithplacebogroupornotreatment;

3)PatientsshouldbediagnosedwithAD or

atopiceczemausingdiagnosticcriteriasuchas

Hanifin and Rajka definition
8)
or its UK

modification1).Allothertermssuchas‘Besnier’s

prurigo’or‘neurodermatitis’shouldbesupported

withtheevidenceofatopiceczemaintheflexures

tobeincluded;

4)Primaryoutcomemeasuresshouldbepatient

-rated clinicalresponses,i.e.SCORing Atopic

Dermatitis(SCORAD)score,proportionofpatients

with clinically significantchangesin symptoms

suchasitchingorsleeploss.Patientpreference

wasalsoconsideredasprimaryoutcome.Secondary

outcomemeasuresincludedglobalassessmentby

adoctor.

5) Only studiespublished in English were

consideredforreview.

3.Methodologicalqualityassessment

Assessment of methodological quality was

performedusingOxfordscale,i.e.Jadadscale
9)
.

Inaddition,allocationconcealmentwasevaluated

as‘adequate’,ifthegroupassignmentcouldnot

beforeseen.

4.Dataextraction

Thefollowingdatawereextractedusingthe

pre-definedand-testedform;thefirstauthor’s

name,yearofpublication,trialdesign,allocation

concealmentasadequate,inadequate,notclear,or

noallocationconcealment,detailsofparticipants

and diagnosis, number of patients, blinding,

detailsofinterventions,primary and secondary

outcomemeasuresavailableandwithdrawalsand

dropouts.Correspondingauthorswerecontacted

viae-mailandaskedtoprovidefurtherinformation

ifnecessary.

5.Dataanalysis

Heterogeneousreportingandsmallnumberof

studieswereexpected,therefore,descriptivereview

insteadofmeta-analysiswasperformed.Ifthere

aremorethan onecontrolgroup,efficacy in

comparisonwithplacebowasconsideredfirst.
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Author
(year)

Design
Allocation
concealment

Methodological
quality*

Participants
& diagnosis

Intervention
(no.ofparticipantsanalysed

/randomised)
Outcomemeasures

Klövekorn
(2007)

10)

RCT,
half-side
comparison,
double-blind,
vehicle-
controlled

No
information

1+1+1+1+1
=5

•Patientsaged
18-65
•ByHanifinand
Rajkacriteria
/moderateto
severeAD
•3-7pointsby
Rajkaand
Langeland
gradingcriteria

•HM (87/88):herbalointment
containingalcohol-basedplant
extractsofMahoniaaquifolium
(南天竹),ViolaTricolor
(紫花地丁),andCentellaasiatica
(積雪草),5geachper100g
ointment,twice/daytoall
affectedareasinrandomly
allocatedsidefor4wk
•CON(87/88):DACbase
formulation(vehicle),twice/day
toallaffectedareasinrandomly
allocatedsidefor4wk

•Changeofsummary
scoreona4-pointscale
forerythema,oedema
/papulation,oozing/crust,
excoriationand
lichenificationofthe
targetareabetween
1standlastdayof
treatment
•10cmVASforpruritis
•Verbalassessmentof
globaleffectivenesson
a6-pointscale

Hon
(2007)

17)

RCT,2
parallel
groups,

Adequate
1+1+1+1+1
=5

•Childrenaged
5-21

•ByHanifinand

•HM (42/42):Loniceraeflos
(金銀花)2g,Menthaeherba
(薄荷)1g,Moutancortex

•SCORADandCDLQI
scoresattheendof
12wktreatment

Table1.Characteristicsoftheincludedstudies

Ⅲ.Results

SearchresultsareshowninFig.1.From the

searches,8relevantstudieswerelocatedandtheir

characteristicsaretabulatedinTable1.

Fig.1.FlowdiagramofLiteratureSearch
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double-blind,
placebo-
controlled

Rajkacriteria
/moderateto
severeAD
(SCORAD
score>15)

(牧丹皮)2g,Atractylodisrhizoma
(蒼朮)2g,Phellodendricortex
(黃柏)2gincapsules,3
capsules,twice/dayfor12wk
•CON(43/43):matchingplacebo
capsules

•CSandantihistamine
use

Shapira
(2005)

16)

RCT,2
parallel
groups,

double-blind,
placebo-
controlled

No
information

1+0+1+0+0
=2

•Patientsaged
over1
•3outof
following4
criteria;
1)flexorsurface
involvement
2)asthmaor
hayfeveror
atopiaina
1stdegree
relative
3)dryskin,
and
4)beginning
signsofthe
diseasebefore
theageof2

•HM (22/22):Eleutherococcus
(五加皮),Achilleamillefolium
(一枝蒿),Lamiumalbum
(野芝麻)inhydro-ethanoic
extract,3times/dayfor2wk
•CON(22/22):placebo,no
detailedinformation

•SCORADat2wk

Schempp
(2003)12)

RCT,
half-side
comparison,
double-blind,
placebo-
controlled

No
information

1+0+1+1+1
=4

•Patientsaged
12-59
•SubacuteAD
(SCORAD
score<80)

•HM (18/21):St.John’swort
(HypericumperforatumL.)
creamcontaining1.5%
hyperforin,twicedailyfor28
daystotheallocatedside(Lt
orRt)
•CON(18/21):Placebocream,
twicedailyfor28daystothe
allocatedside(LtorRt)

•ModifiedSCORAD
score
•Bacterialcolonisation
ofskinlesions

Patzelt-
Wenczler
(2000)

11)

RCT,
double
half-side
comparison,
hydro-
cortisone-,
placebo-
controlled

No
information

1+0+0+0+1
=2

•Meanage
45.5
•Moderateto
severeAD
(sumscoreof
3-7forpruritis,
erythema&
desquama-tion
(Max.9))

•HM (69):Kamillosan
cream®(2% ethanolextract
fromchamomileflowers),50g,
twicedailyfor2wktothe
allocatedside(LtorRt)
•CON1(36):0.5%hydrocortisone
cream,twicedailyfor2wkto
theallocatedside(LtorRt)
•CON2(33):Placebocream,
twicedailyfor2wktothe
allocatedside(LtorRt)

•Changeofsummary
scoreona4-pointscale
forpruritis,erythema,
& desquamation
•Globalassessmentof
eacharmona4-point
scale

Fung
(1999)

13)

RCT,
crossover,
double-blind,
placebo-
controlled

No
information

1+0+0+0+1
=2

•Patientsaged
8-52
•ByHanifin
andRajka
criteria/
moderateto
severeAD
resistantto
topical

•HM (37/40):Zemaphyte
®
†

oncedailyfor4wkandtwice
dailyfornext4wkfollowed
by4wkwash-outand8wk
placebotreatment
•CON(37/40):Placebo
treatmentfor8wkfollowed
by4wkwash-outandthen
Zemaphyte®oncedailyfor4

•Standardisedclinical
score‡ atevery4wk
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treatment wkandtwicedailyfornext4wk

Sheehan
(1992a)

14)

RCT,
crossover,
double-blind,
placebo-
controlled

No
information

1+0+0+0+1
=2

•Childrenaged
1.5-18.1
•Extensive
non-exudative
ADresistant
tostandard
topical
treatmentand
toantihistamine

•HM (37/47):Zemaphyte
®
†

oncedailyfor4wkandtwice
dailyfornext4wkfollowed
by4wkwash-outand8wk
placebotreatment
•CON(37/47):Placebo
treatmentfor8wkfollowed
by4wkwash-outandthen
Zemaphyte®oncedailyfor4
wkandtwicedailyfornext4wk

•Standardisedscoring
system§atevery4wk

Sheehan
(1992b)

15)

RCT,
crossover,
double-blind,
placebo-
controlled

No
information

1+0+0+0+1
=2

•Patientsaged
19-57
•ByHanifin
andRajka
criteria

•HM (31/40):Zemaphyte
®
†

oncedailyfor8wkfollowed
by4wkwash-outand8wk
placebotreatment
•CON(31/40):Placebo
treatmentfor8wkfollowed
by4wkwash-outandthen
Zemaphyte®oncedailyfor8wk

•Standardisedscoring
system§atevery4wk

*,MethodologicalqualitywasassessedusingtheOxfordscalewheretwopointsaregivenforrandomisationandappropriate
randomisationmethodused,twopointsfordouble-blindingandappropriateblindingmethodused,andonepointfordescriptionof
withdrawalsanddropouts;†,standardisedformulationofplantmaterialsconsistingofLedebouriellaseseloides(防風),Potentilla
chinensis(萎陵菜),Clematisarmandii(木通),Rehmanniaglutinosa(地黃),Paeonialactiflora(白芍藥),Lophatherum gracile(淡竹
葉),Dictamnusdasycarpus(白鮮皮),Tribulusterrestris(白蒺藜),Glycyrrhizauralensis(甘草)andSchizonepetatenuifolia(荊芥);
‡,accordingtothe“ruleof9,”thebodywasdividedinto5.5units,eachtreatedassingleunitsaseachisequivalentto18% of
thetotalbodysurfacearea.Theheadwastreatedasahalfunit.Ateachunit,twoactivesigns(erythemaandsurfacedamage)and
twochronicsigns(lichenificationandscaling)wereassessedusingaseverityscoreof0(none)to3(severe).Accordingtothearea
ofinvolvementineachunit,anareascoreof1for<33%,2for33-66% and3for>66% involvementwasalsomade.Anadjusted
scoreforaclinicalparameterwasdefinedastheproductoftheseverityscoreandtheareasscoreineachunit.Thesum ofthe
adjustedscoresinallunitsgavetheclinicalscorefortheassessedparameter.Clinicalscoresforerythema,surfacedamage,
lichenification,andscalingwereobtainedforeachpatient;§,bodysurfacewasdividedinto0roughlyequalareasandwithineach
area,ascoreof0(none)to3(severe)forthedegreeoferythemaandsurfacedamage(i.e.,population,vesiculation,scaling,
excoriation,andlichenification)wasmade.Foreachoftheseclinicalfeaturesandestimateofthepercentageareawithineachzone
affectedbythatparticularfeaturewasmeasured.Ascoreof1wheretheareaaffectedwas<33%,2wheretheareawasbetween34
and66%,and3wheretheareawas>67%.Thesumoftheseverityscoresmultipliedbytheareascoresprovidedatotalbodyscore
foreachfeature,theMax.being180;AD,atopicdermatitis;CDLQI,children’sdermatologylifequalityindex;CON,controlgroup;
CS,corticosteroid;DAC,DeutscheArzneimittel-Codex;HM,herbalmedicine;Lt,left;RCT,randomisedcontrolledtrial;Rt,Right;
SCORAD,scoringatopicdermatitis;wk,week.

Author
(year)

Outcomes
Tolerabilityorcompliance
/Adverseevents

Comments

Klövekorn
(2007)

10)

•NSinsummaryscore
•NSinpruritisseverity
•NSinglobalassessmentof
effectiveness

•Tolerabilityacceptable
•NosignificantAEinHM group

•ITTanalysis
•HM superiortoCONforsummary
scoreinapost-hocsubanalysis
(n=64)consideringtheoutside
temperature(P=0.019)
•CS,antihistamines,antipruritic
agents,topicalNSAIDs,antimicrobials,
urea,coaltar,UVtreatment,
phototherapy,andimmunosuppressive
agentsnotallowed

Hon •NSintotalSCORADscore •Tolerabilityacceptable •ITTanalysis

Table2.Outcomesoftheincludedstudies
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(2007)17)
•HM superiortoCONinCDLQI
score(P=0.008)
•NSinCSandantihistamineuse

•NosignificantAEinHM group
•NSinAEbetweengroups

•Emollients,bathoil,soapsubstitutes,
topicalCSandoralsystemic
antihistamineallowed

Shapira
(2005)16)

•NSintotalSCORADscoreeither
at2wkor8wk
•NSeitherinbodysurfacearea
involvementorintensityscore
•NSeitherinsleeplossorpruritis
at2wk

•Tolerabilityacceptable
•NosignificantAEinHM group

•Nodescriptionofwithdrawalsor
dropouts
•Changesintopicaltreatment,use
oflocalimmunomodulatorsnot
allowed

Schempp
(2003)

12)

•HM superiortoplaceboinmodified
SCORADscoreatallvisits;day7
(P=0.002),day14(P=0.016),day
28(P=0.022),respectively
•NSinbacterialcolonizationofskin
lesions
•HM superiortoplacebointheno.
ofCFUsofStaphylococcusaureus
(P=0.064)

•Tolerabilityacceptable
•Cosmeticacceptability;goodor
excellentbyover65% patients
•NoseriousAE

•ITTanalysis
•Concurrentuseoftopicalagentsor
medicinalproductscontainingCS
notallowed

Patzelt-
Wenczler
(2000)

11)

•HM betterthanhydrocortisoneand
placeboinsummaryscorefor
pruritis,erythema& desquamation
•HM betterthanhydrocortisoneand
placeboinglobalassessment

•Tolerabilityacceptable

•Noothertreatmentallowed
•Noproperstatisticalanalysisperformed
ornocorrespondinginformation
reported

Fung
(1999)

13)

•NSinmedianchangesinclinical
scoresforerythema(P=0.775),
surfacedamage(P=0.822),and
scaling(P=0.869)
•HM superiortoplaceboindecrease
inlichenificationonly(P=0.013)

•FewminorAEsincludinghair-loss,
transientdizziness,GIupsets,and
lichenoideruptiononthetrunk
•NoseriousAE

•Normalcompletebloodpicture,renal
andliverfunctionthroughoutthe
study
•Noinformationonconcurrentuse
oftopicalagentsormedicinalproducts
containingCS

Sheehan
(1992a)

14)

•HM superiortoplaceboinmedian
percentagedecreaseinerythema
scores(HM 51.0,95% CI[34.5,
72.6]vs.placebo6.1,[-25.2,30.7])
•HM superiortoplaceboinmedian
percentagedecreaseinsurface
damage(HM 63.1,[34.5,72.6]vs.
placebo6.2,[-25.2,30.7])

•Noinformation

•Nopropersamplesizecalculation
•Differentdosagesfordifferentages
•ConcurrentuseofCSnotallowed
•Normalhaematologicalandbiochemical
profilesthroughoutthestudy

Sheehan
(1992b)

15)

•HM superiortoplaceboin
erythema(P<0.0005)andsurface
damage(P<0.0005)

•MinorAE:2patientshavingmild
abdominaldistensionandheadaches

•Normalhaematologicalandbiochemical
profilesthroughoutthestudy
•Normalbloodpressureorweight

AE,adverseevents;CDLQI,children’sdermatologylifequalityindex;CFUs,colony-formingunits;CI,confidenceinterval;CON,
controlgroup;CS,corticosteroid;GI,gastrointestinal;HM,herbalmedicine;ITT,intention-to-treat;NS,nosignificantdifference;
NSAID,non-steroidalanti-inflammatorydrug;SCORAD,scoringatopicdermatitis;wk,week.

1.Descriptionofstudies

ThreestudieswereconductedinGermany
10-12)
,

twoeachinChina
13)
andUK

14,15)
,andonein

Israel
16)
.Numberofpatientsinvolved in the

studieswas474and 445wereanalysed.Two

studieshad children only14,17),whiletheothers

had adultsormixed populations.Halfofthe

includedtrialsadoptedHanifinandRajkacriteria

for diagnosis of AD
10,13,15,17)

.In three trials,

differentherbalointments were tested against

vehicle
10)
,placebocream

11,12)
,andhydrocortisone
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cream11).Theothertrialsinvestigatedtheeffect

of various oral extracts or decoctions. The

treatmentdurationrangedfrom 2weeksto12

weeks.

2.Methodologicalquality

Two out of 8 studies were double-blind,

placebo-controlled,two parallelgroup trials
16,17)

andthreewerehalf-sidecomparisonRCTs
10-12)
,

whiletheotherthreewere cross-over,double

-blind,placebo-controlledstudies
13-15)
.Meanquality

scorewas3points(SD1.4,range2to5);sequence

generationmethodwasconsideredinadequateor

notdescribedexcepttwostudies
10,17)
;onlythree

out of8 trials were assessed to have used

adequatedouble-blindingmethods
10,12,17)

.Information

on adequate allocation concealment was not

providedinanyoftheincludedtrialsexceptone

whereadequatesequencegenerationandallocation

concealmentwasreported
17)
.Only three trials

reportedintention-to-treatanalyses
10,12,17)

.

3.Outcomes

1)Efficacy/effectiveness

Five trials reported significant symptom

improvements;Hon etal.reported twice-daily

dosing of three capsules of herbal formula

consistingof5herbs,i.e.Loniceraeflos(金銀花),

Menthaeherba(薄荷),Moutancortex(牧丹皮),

Atractylodisrhizoma(蒼朮),Phellodendricortex

(黃柏),for12weeksresultedin30% improvement

in Children’s Dermatology Life Quality Index

(CDLQI)scoreattheendoftreatment(P=0.008).

However,there was no significant intergroup

differenceeitherin SCORAD orcorticosteroid/

antihistamineuse
17)
.St.John’swort(Hypericum

perforatum L.)cream containing1.5% hyperforin,

appliedtwicedailyfor4weeks,wassuperiorto

placebocream inSCORAD scoreat1,2,and4

weekvisits(P=0.002,0.016,0.022,respectively)
12)
.

WhenKamillosancream® madefrom 2% ethanol

extractfrom chamomileflowerswasappliedtwice

dailyfortwoweeks,asignificantimprovementin

pruritis,erythema,desquamation,and patients’

globalassessmentwasachieved compared with

placebocream or0.5% hydrocortisonecream
11)
.

Thisstudy,however,didnotreportvaluesfrom

properstatisticalanalysisthusvalidity ofthe

resultsisquestionable.Threestudiestestedthe

same product,Zemaphyte
®
in different doses.

Zemaphyte® isastandardisedformulationconsisting

of Ledebouriella seseloides (防風), Potentilla

chinensis (萎陵菜),Clematis armandii(木通),

Rehmannia glutinosa (地黃),Paeonia lactiflora

(白芍藥),Lophatherumgracile(淡竹葉),Dictamnus

dasycarpus(白鮮皮),Tribulusterrestris(白蒺藜),

Glycyrrhiza uralensis (甘草) and Schizonepeta

tenuifolia (荊芥), in sachets prepared by

Phytopharm Plc,UK.TwoLondon studiesin

1992showedbenefitfrom Zemaphyte
®
inreducing

erythema and surface damage14,15),a Chinese

study in 1999 did not find such benefit
13)
.

Concomitanttreatmentsincludingcorticosteroids

werenotallowedin5studiesofwhich,three

studiesdemonstratedpositiveresults11,12,14).

2)Tolerability/safety

Herbalmedicineusedintheincludedtrialshad

allacceptabletolerability and also no serious

adverse events were reported in any ofthe

studies.IntheFung1999study,twopatients

complained of transient dizziness,4 reported

gastrointestinalupsets,andonedevelopedlichenoid

eruptiononthetrunk13).Mildabdominaldistension
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andheadacheswerereportedinanotherZemaphyte®

study
15)
.Onlyonetrialmissedsuchinformation

14)
.

Threestudiesreportednormalhaematologicaland

biochemicalprofiles
13-15)
.Later,however,Sheehan

etal.reportedtheirlong-term follow-upresults;

fatalhepaticabnormalitieswereobservedintwo

childreninthefollowingobservationalstudybut

returnedtonormalafterdiscontinuingtheherbal

therapy18).Gastrointestinalupsetswereoftenreported

aftertaking Zemaphyte
®
and a mild laxative

effectwasobservedinaboutone-thirdofpatients

whocontinuedwiththetreatment
18,19)
.

Ⅳ.Discussion

1.Summaryofmainfindings

This overview ofthe current evidence on

herbalmedicineforAD foundinconsistentresults.

Testedherbalmedicinevariedacrosstrialsand

alsowasgivenindifferentform anddosagefor

differentduration.AformulationofLoniceraeflos

(金銀花),Menthaeherba(薄荷),Moutancortex

(牧丹皮),Atractylodisrhizoma(蒼朮),Phellodendri

cortex(黃柏)incapsulesimprovedCDLQIscore

inchildrenaged5-21
17)
.St.John’swortcream

12)

and Kamillosan cream®
11)
seem to alleviate

symptoms compared with placebo. Although

Zemaphyte
®
consistingof10herbsshowedbenefit

forbothadultsandchildren
14,15)
,seriousadverse

eventshavebeenreported.Evidenceislimited

bothinnumbersandquality.

2.Applicabilityofevidence

Asthisreview included only8heterogenous

RCTs,acarefullookattheindividualstudiesis

needed.The included studies adopted various

formsofherbalmedicine,from powderincapsule

to herbalointment.Although three outof8

studieslookedintothesameproduct,noclear

direction ofoutcomecould beseen from the

studies.Twostudieshadchildrenonly14,17),while

the others had adults or mixed populations.

Control regimen and concomitant treatment

greatlyvariedacrossstudies.Thishighlevelof

clinicalheterogeneityneedscautionininterpretation

andapplicationofthefindingsofthisreview.

In Korea,there are few RCTs ofherbal

medicineforAD;mostofthestudiesareanimal

study,case report,orbefore-after comparison

study whensearchedwiththekeyword‘atopic

dermatitis’inKoreanOrientalMedicalSociety’s

electronicdatabase(Nov2009accessed).Moreover,

randomised,double-blind,placebo-controlledtrials

are sparse. Frequently used Korean herbal

decoctionsshouldbetestedinrigorouslydesigned

andwellconductedRCTstoinform patientswith

this refractory disease of effective treatment

optionsavailable.ForKoreanMedicineDoctors

whoaremorefamiliarwithoraladministrationof

waterextractofherbalmedicine,herbalpowder

incapsuleorointmentinthisreview provides

newideasonwhatapproachshouldbesoughtor

couldbepossibleinthefuture.

3.Qualityofstudies

TheOxfordscaleorJadadscalewasusedto

assess methodologicalquality ofthe included

studies
9)
.The scale evaluates three important

domains,i.e.randomisation,blinding,andhandling

withdrawalsanddropouts.Inaddition tothis,

allocation concealmentwasassessed asin the

Cochranereviews.Meanqualityscorewasgenerally

high(mean±SD,3±1.4).Thehighestriskofbias
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in the included trials,however,may lie in

allocationconcealment.Ithasbeenreportedthat

inadequateallocationconcealmentintrialswhere

asubjectiveoutcomewasanalysedoverestimates

intervention effect20). Outcomes used in the

includedtrials,i.e.SCORAD,summaryscorefor

severalsymptoms,orCDLQI,aresubjectiveand

thuspronetobias.Only onestudy described

adequate sequence generation and allocation

concealment
17)
and thisshould be taken into

accountwheninterpretingtheresults.Onlythree

trialsreportedintention-to-treatanalyses
10,12,17)

.In

allthreecross-overtrialsofZemaphyte®,carry-

overeffectswerereportedwithnosignificance
13-15)
.

4.Potentialbiases

Bias can be introduced in every step of

reviewingandthisreviewisnoexception.Asthis

review looked at the publications enlisted in

PubMed only,thepotentialofmissingeligible

trials,especiallyfrom Chinesedatabases,maybe

greaterthanexpected.Empiricalevidencetellsus

thatincluding publications in languages other

thanEnglishappearstohavelittleimpactonthe

conclusion of the review
21)

and it remains

unansweredwhetherthiscouldbethecasefor

this review.A recently published review on

ChineseherbalmedicineforAD lookedinto29

Chinesearticlesandthetreatmentregimenswere

more diverse and atthe same time,lacking

appropriatetesting
22)
.Rigorousclinicaltrialsin

thisfieldarewarranted.

5.Implicationsforpracticeandresearch

Basedonthefindingsofthisreview,itisnot

clearwhetherherbalmedicinealleviatessymptoms

of AD,i.e.itching,or sleep loss.Due to

heterogeneityofthestudies,thefindingsinthis

reviewaredifficulttointerpretasafirmevidence

againstherbalmedicineforAD.Someofherbal

decoctionorointmenttestedinthetrialsincluded

inthisreviewappeartoreducesymptomsofAD

compared with placebo,but the evidence is

limited.Littleevidenceemerged forany harm

caused by herbalmedicineexceptZemaphyte®.

Theevidencepresentedinthisreview shouldbe

madeavailabletobothKoreanMedicineDoctors

and patients with AD to help them make

informed decisionson whetherornotto use

herbalmedicineforAD.A numberofquestions

shouldbeansweredinfuturestudies.Thisreview

foundrigoroustrialstestingherbaldecoctionsthat

KoreanMedicineDoctorsfrequentlyuseforAD

arefew.Thesedecoctions,i.e.Saeng-hyul-youn

-boo-eum (生血潤膚飮),On-chung-eum (溫淸飮),

Bang-poong-tong-sung-san (防風通聖散),Pyung-

wee-san (平胃散) orYang-wee-tang (養胃湯),

once tested in a before-after comparison
23,24)
,

shouldbetestedinawell-designedand-conducted,

double-blind,placebo-controlledRCTs.Thetrials

shouldanswerarangeofresearchquestionssuch

asitsefficacy,optimaldosageand treatment

duration,bestresponders,i.e.childrenoradults,

acuteorchronicstage,ortypesofpattern(辯證

型), safety, and mechanism whereby these

decoctionswork.Iforaladministrationofwater

extractofherbalmedicineisnotpreferredbythe

patients,especially children,differenttypesof

herbalmedicinesuch aspowderintablets,or

ointmentshould bedeveloped and tested.We

havenosounddataonthecostsassociatedwith

herbalmedicationforAD.Futurestudiesshould

beplannedandconductedtoaddressallthese
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issues.

V.Conclusion

Toconclude,currentevidenceseemstosupport

theuseofherbalmedicineforADbuttheresults

are inconsistent and rather limited. The

heterogeneity ofthestudiesavailableto date

prevents making a firm conclusion. Further

researchseemstobewarranted.
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