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Despite the availability of medicines with proven efficacy, many patients use
complementary or alternative medicines (CAMs) to manage atopic eczema (AE).
Due to the lack of objective information on topical CAMs, this systematic review
evaluates the current evidence for the efficacy and safety of topical herbal prepa-
rations in AE. Using Cochrane systematic review methodology, PubMed, the
Cochrane Library, the Cochrane Central Register of Controlled Trials (CENTRAL),
CINAHL (via EBSCO), MEDLINE (via EBSCO), Proquest Health and Medical
Complete, GREAT and CAM-QUEST were searched from inception until June
2014. Bibliographies of retrieved studies were hand searched for further relevant
trials. All controlled clinical trials of topical herbal medicines for AE in humans
of any age were included regardless of the control intervention or randomization.
Only English-language publications were considered. Eight studies met the inclu-
sion criteria. Seven investigated extracts of single plants and one an extract from
multiple plants. Only two studies that showed a positive effect were considered
to have a low risk of bias across all domains (those of liquorice gel and Hypericum
perforatum). In these two, the test product was reported to be superior to placebo.
Despite variations in diagnostic criteria and lack of validated tools for outcome
assessments in one of these, the promising results may warrant continued
research in better-designed studies. No meta-analysis was performed due to
heterogeneity in all studies. There is currently insufficient evidence of efficacy for
any topical herbal extract in AE. Many studies had methodological flaws and even
those showing efficacy were single trials with small patient cohorts.

What’s already known about this topic?

e Patients use topical complementary or alternative medicines to manage atopic
eczema.
e Objective evidence of efficacy and safety is lacking and is essential for clinicians

and patients to make informed choices.

What does this study add?

e Of six studies that displayed superiority of treatment over placebo, only two stud-
ies, of liquorice gel and Hypericum perforatum, were considered to have a low risk of
bias across all domains.

e The promising effect of these two therapies for atopic eczema warrants continued
research in well-designed studies.
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Atopic eczema (AE) is a chronic, relapsing and frustrating
condition, with marked effects on quality of life (QoL).
Despite the availability of medicines with proven efficacy,
many patients resort to complementary or alternative medici-
nes (CAMs) to manage flare-ups.' > Many of these CAMs have
shown conflicting evidence of efficacy, and hence systematic
reviews have sought to provide clarity on their role for AE.
Previous systematic reviews have focused on oral CAMs,*®
and an overview of these concluded that there was currently
no evidence of efficacy.’

Topical corticosteroids remain the mainstay of treatment for
AE. Many patients are concerned about their long-term safety

10-12

and seek evidence-based safer alternatives. Many topical

herbal preparations have been tested for AE, but few in con-

trolled clinical trials.'>2°

We have found no systematic
reviews of these trials, although systematic reviews of topical
herbal extracts have been published for other chronic skin

. L2123
conditions, such as psoriasis.

In 2014, a Cochrane proto-
col was registered with the aim to review all randomized con-
trolled trials (RCTs) of several forms of CAMs (including
phytotherapy) and complementary techniques (including
acupuncture).”® No review based on this protocol has yet
been published. Our systematic review focuses specifically on
controlled trials of topical herbal preparations (whether ran-
domized or not), and on evidence of efficacy and safety. The
overall aims are to provide clarity to prescribers and patients,

and to identify opportunities for future research.

Methodology

Data sources

This systematic review was conducted independently with refer-
ence to the Cochrane Handbook for Systematic Reviews of Inter-
ventions Version 5.1.0 (no registered protocol).”® The
electronic databases searched from inception until June 2014
were PubMed, the Cochrane Library, the Cochrane Central
Register of Controlled Trials (CENTRAL), CINAHL (via EBSCO),
MEDLINE (via EBSCO), Proquest Health and Medical Complete.
Subsequent searches were conducted in two additional databases
(CAM-QUEST and GREAT). Bibliographies of retrieved studies
were hand searched for other relevant trials.

Search terms were ‘atopic eczema/atopic dermatitis’ together
with ‘topical herbal’, ‘topical application’, ‘topical administra-
tion’, ‘plant extract’, ‘natural’, ‘cream’, ‘ointment’ and their
synonyms. These were adjusted according to suitability for each
database. The corresponding author may be contacted for a list
of the search terms per database. The search terms and strategy
are summarized in Appendix S1 (see Supporting Information).

Inclusion and exclusion criteria

All controlled clinical trials published in English that tested a
topical herbal medicine for AE in human patients of any
age were included, regardless of the control intervention or
randomization.

© 2016 British Association of Dermatologists
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Topical herbal medicines were defined as those containing
extracts of multiple or single plants. These could include non-
herbal ingredients used in the extraction process or in prepa-
ration of the test or vehicle. Preparations described as
homeopathic were not excluded. Any preparations incorporat-
ing or combined with an active pharmaceutical ingredient,
other bioactive ingredients, vitamins or minerals were
Chinese herbal
excluded, as a recent systematic review dealing specifically
with these was published in 2014.>°

All patients had to be clinically diagnosed with AE. Studies

excluded. Topical medicines were also

on other types of eczema (e.g. hand eczema) and where the
type of eczema was not clearly classified (e.g. chronic eczema)
were excluded. Case reports, case series and clinical trials not
environment were also

conducted within a controlled

excluded.

Data extraction and analysis

Titles and abstracts of the initial search were scrutinized by
two reviewers (Y.T. and A.M.) and a selection of full texts
was made. Discrepancies were clarified by two independent
reviewers (J.B. and A.G.).

Data from included trials were extracted by one reviewer
(Y.T.) and checked by the others. Study authors were con-
tacted where clarity was required. Details of the extracted data
and study descriptions are included in Table 1. The risk of
bias in each study was assessed by three independent review-
ers (Y.T., AM. and A.G.) according to the Cochrane domain-
based evaluation.”” Table 2 includes this assessment.

Results

Literature search

The initial searches yielded 3813 potential studies. After
removing duplicates, 2451 potential papers remained. Consid-
ering the inclusion and exclusion criteria, the full texts of 41
publications and three studies from reference lists were
retrieved. Eight publications were finally selected. Subsequent
searches of additional databases did not yield any studies that
met the inclusion criteria. Figure 1 shows the results of the
selection process.

All eight studies were RCTs conducted between 1990 and

15,16,18,19 _ .
» 27 with the
20

2011. Four were conducted in Germany,
the UK, Iran'®

Five were intraindividual paired left-right comparison tri-
15-19

others in Spain,'* and the Philippines.

als Participants ranged in age from 4 months to
65 years. The largest trial included 88 patients'” and the

smallest 12 patients.'”
15,19,20

Treatment duration ranged from

13,16-18
to 2 weeks.

4 weeks
Three

AE,">'7'!° one with moderate AE'® and another with moder-

The severity of AE varied.

studies included patients with mild-to-moderate
ately severe AE.'® One study included patients with low-to-
high/moderate objective Scoring Atopic Dermatitis (SCORAD)

scores, implying a varied degree of AE severity.”® One study

British Journal of Dermatology (2017) 176, pp330-343




332 Topical herbal medicines for atopic eczema, Y. Thandar et al.

(panunuoo)
(37 susta
e stuaned o)
Aq pazods) sureamd
S JO dURINOI
urys pue Aniqeidodoe
DIPUWISOD (87
SNOTIOS PIIIPISUOD pue o sep 1e snamp
SeA $103§J9-9PpIs §120020[Aydpig I
A1) JO JUON "BUIIZID UOTIRZIUO[OD UTYS
1001u00 padoaasp :Arepuooag *(sa[qerrea
juaned suo ‘Apmis wory QATR[qns sapnpxa)
TemeIpiiim o) urpesy Sreos jurod-moy
P slsliseclel Qv jo sposida amde ® 3uIsn payIsse
ordoly uo av :s1uaned 29I UT $1997J Aysuyur (Burpess

9210 yse[, weadong
o Aq papudTTOdaI
unpuosde o dursn
PR1B[NOMED SEM 9I0DS
(08 > @vi0Ds)
JUIXD pATWI] Jo qV

ANDEQNS JO STSOUZeI

09—S1 e AVIO0DS

S1RIPOUI-0)-P[IW JO
Jusunean edrdol o ur
SIYPA 'SA SNAIND S ITM.

UOTPZIUO[OD UTYS JO

UOTIONPAIT pue A0edTjjo

ur rotradns Apuesyrudis

sem umpiopnpd wmordAy

TUS[0X

sem douerdol ‘sdnord

-9pIs moj (8] = u)
skep 01 > paise[
JUQUIEDT) ISNBIIq
OMm] pue JudUIedI)
Jo skep o1 1oy

erep Aoedyye Surssiur o)

anp auo ‘synodorp vy,

PUE TONEIYIUYII|
‘UOTIRLIODXD ‘ISNLID
‘uonended ‘ewriie
Jo Ansuarur
PUE JUAXD UO
paseq Xopur qvY0DS
payTpour :Arewitig
(1@
R 700d1) 17 R 0
skep 1e T0Q) ‘17 Aep
e sdn-arey gy uo
VD paiel-101e3nsoAul
tsso] deoys ‘smyumad
‘seare AT[edt] ur umys

A1p ‘uonedyTuIyRI

uostredurod (73—
1391 Juaned-uTIIM)
SpIs-Jrey ‘Apmis
Ppa[jonuod-oqaoeid
‘Pur[q-Sqnop
‘paziiopuel

‘oandadsoig

(sureand
(a0 s, umof
15) T wmpiogiad

OM] 3T} UT [edNUIPT
SPIY2A 1) JO

uonisodurod) apris wmomadAy jo

1o uo parfdde JUAMINSUOD Tofeur

sYoam ¥ ‘sreak g (SPryPA patypre ® — unojadAy § Auearen

—71 28 s;uened ¢ -INOJ0d) 0QDE[ Sururenod urear) t¢007 dduraypg

rentur 4q pagnuenb 0q ur paaoxdur /UOLIBLIOOXD

sem AII9AS "SI 700 ‘sirtod uomnengeas ‘Bunsnn \MENOO
PUE SQUII[ JO SIDJINS [[® & [edoNUAPT ‘uonemded /eupao

‘S99UY 10 /pure sem QYgODS (ProIRls PURAIR ‘SUOTSI] TV SYPam ¢ ‘(sreaf ¥ (sreuordoxd

SMOQ[d ) JO SP[O] reordoy o1 sonzadoxd JO 1UIX9 — QVIODS 0] sypuow 4) aexding (ureamd yurOUI

9} UL SUOISI[ ANDE IP[IUIIS PRILIISUOWDP dnoi3 30 swt doywads Apnis pazruropuer UIPTIYD) QUOSTIOd0IPAT]) ®aaou£8mv
Jo uasaid uo paseq QNB[[NISIPOIO 19y ut dn-mof[oj :A1epUOddS "17 £ ‘0 “pur[q-s[3urs ‘0% :[onuod PIOIDISODNIOD B[[NISIPOI[O 4 ureds
Sem UONIUYSP [edTUI]D) %7 Iomopung 01 SSO[ 10 SYQY ON  SAep qQVyQDS :Arewrig anereduwos ‘uadg ‘0% susunea], reardog, %7 Iamopung {1107 AYsAo[IPg 2

RLIDILD dNsouderq swoomQ sy asaape ‘sinodoiq SOINSEIUW SWODINO) udisop Apmig Apmas jo [onuo) UOTIURAIU] uonedoy ‘Apmg

uonemp ‘syuedonred

Jo a3e pue ‘oN

SITPNIS PIPN[OUT 3} JO SONSTINDRIRYD [ I[qeL

© 2016 British Association of Dermatologists

British Journal of Dermatology (2017) 176, pp330—343



Topical herbal medicines for atopic eczema, Y. Thandar et al. 333

(panunuoo)

(0861 Byley

PU® UYTURH) LIDILD
pardaooe £q paurep
Se Jy 9lelopowa

-0)-p[Iw ey syuaned

(Burpeos ‘eurIA1d
‘BuryoIT) eLIRILD
o1seq ) 10 /—F

JO 2I0D§ WIS © [T
(seare 1591) surre Yloq
UO UOTeDYTUIYIT]
[eanxoy

Buruasiom A@Pinoe 10
s[qers 1uasaxd 01 pey
Os[e sjuRned mN.Am< Jo
SOINILIJ IOUTUI I
PUE OTISeq I ISEI]
Je) eyley pue uyrueH
JO BLINID ) 0)
BurpIodde paysI[qeIsd
SeM SISOUS®IP ‘TY
919435 A[reIopOTT

pey Siudned

S9I0DS PISSISSB-10100P
UT 9DUIIJIP 1UedYTuSIS
A[reonsnels oN “HY
Zunean 103 renuaiod
sey Odd [pordoy ey
3UIpNPUOd ‘SIUSUISSISSE
-jpos Juaned Zutsn u29s
SEM WIBSID G pue
OdH US9M19q DU

yueoyTudts A[peonsners v

uoneredaid aseq

QY M URY) 1919q
ol 3q 0) PUNOJ sem
QR[MSTP SIPWDWDH I
Swoomo onnaderaty
S} pue ‘91e[[usIp
sipumwpy 01 Iorradns
3q O) PUNOJ SEM UTEIID

SUOSTIIODOIPAT] 9SOP-MOT

#1 pue o skep
uo uorssaxdur [[er9A0
PUBR TONEIYTUSYDI]
‘PUIDPIO /UORN[YUL
“euwaAID
“Burreos ‘ssoukip 10§
sjuaussasse uenIsAyd
pue ‘p1 ‘/ ‘0 shep
uo uotssardur [[er9A0
pue g ‘ssoukip
PIAISqO Burpeds ‘ssoupar
S1D9JJ2-9PIS DTUIASAS 10 10§ urasAs SurIods
reardon ou ! (gy ur drepy (quoned) justssasse
01 anp) mnodoip auQ -Jes wurod-o1 v
ZINRIE
£ skep 1e Aiiqessjor
passasse-juaned
pue -uenisAyd
pue ‘quaned pue
wentsAyd £q 10959
onnaders jo vo f1
‘£ ‘0 skep 1e passdsse
LI JOUTUL
pue diseq ¢ (LI
IoUTUr) S9INSSY
dnoid suosniodorpAy puR UONELIOIXd
WOoIJ U0 ‘TONRIYTUSTI]
pue dnoid ruounesn ‘uonepnxa
woiy s;modoIp ‘sopmisnd ‘sapnded
S ¢ (uoneradood “PWIPO ! (BLIANTID
ou a4y ‘ddueridwoduou o1seq) Surfeds pue
JUO ‘SNIYPUOIq w4 SurydII 10§

ouo) s;odoip uaasg  Sumer aeds yurod-mog

(uostreduwod 1y3ut
—1J9[) Tern paared
‘paffomnuod-oqaderd SYooMm 7 ‘s1edf 9%

‘pur[q-s[qnoq —% a3e sywened 71

skep $1 ‘s1eak 79
—g1 a3y "(uream

QUOSNIOD0IPAT])
et 9¢ pue (3PIyPA)
paared ‘pazruopuex 9¢ :[onuod

‘purq-a[qnoq 7/ uduneal],

(0da) 1o dsorurtd

(ureand §Hq) 0qade[d Suruaas peardog,

Apoq

JO 9PIS 110 UO
pardde (9¢ = u)
ureand %S-0
QUOSTIIOd0IPAT]
10 (9¢ = )
NP[USIP SIPUDUWDH uredId NR[NISTP

JO SPIYRA R1-3niq pupruiBiia sipUDWDE]

.0 10661 Aaasuy

5 Auewen

‘6661 Sunioy

®LIIID dNSOuer

QWoMNNQ

S109JJ9 9sIoApe .wuﬁOn—OHQ SINSBIW WIOIINQ

udisop Apmig Apmis jo

uonemp ‘syuedonred

Jjo 23e pue ‘oN

[onuo) UOTUSAIIUL

uoneso[ ‘Apmg

(ponunuod) 1 I[qey,

British Journal of Dermatology (2017) 176, pp330-343

© 2016 British Association of Dermatologists



334 Topical herbal medicines for atopic eczema, Y. Thandar et al.

(panunuoo)

SYPIM 9 <
Bursey 950> [edTUI
‘g tAdore jo Aros1y
Aprurey 10 peuosrad

‘ ISnneWRp
snojeurazod Jo reord£y
SUOISI[ ‘¢ SUOTSSTUIdL
PUE SUOTIRGINDEXD

Aq payreux

9sIn0d ‘7 ‘3urydrens
pue smumnid ‘7 :qQy
JO 599139p eIIpOW
-0)-p[TW Pasouderp

Areoturp mim s1uRNRg

suuire

oq uo reistp ‘(6

—( 23uer 21005) /—¢
Jo uoneurenbsop pue
eupAL ‘smumid jo
2I0DS wmns ® 91T .m.<
JO 99139p reIOpOU B

qIUX? 01 Pey siuLned

gV JO yusunean
10J JuRS®e 2ATIDJD

Ue Se PAIIPISUOD

3q P[Nod 1DeNXd
uronbry syeem 7
I9A0 3UrydI pue
BUIPAO ‘PURIAI JO
$9I00s ) JUNPaI Ul
%1 et w>~.uuw.w.wv Q0w

sem 9,7 [98 dduonbry

oqaoerd ‘s aouLITP
[eurdreur e pue

%G+() dUOSNIODOIPAT]
1240 Ayurorradns

P[IW Pamoys

uresaId uesof[ruuesy

Apmis oy ur
PRUONUIUI 3I3M SIS

-opis ou ‘snodoip oN

(dnoi3

oqoe(d /uesopruey
) woy) 1uaned
Juo ur Aifrqersfoiut

‘s;nodoIp L2y,

Burpeos pue
w4 ‘Sumpir
‘BUIDPIO UO 1P

9rens uﬁﬁOQlHSOM

Passasse-101e3NSIAUL

PpIssasse
osTe Aiqeniol
«97eds Jurod-1noj

B UO Paseq yo) Pajel
-1013TISIAUT ‘SIINSST
PUB UOTIBLIODXD
“UONBdYTURYI[
‘sopsnd pue sapnded
SO[OISAA ‘RUTIPIO
‘uoneurenbsop pue
epuRAR ‘smyumid
Jjo 3unsisuod

9I0DS WINS pUe 31008
THIM PIUTULINIP SEM
Aoeoygo “oreds dars
-INOJ ® UO PIssasse
arom swoyduwihs

[eNPIATPUT TV

et
Ppafonu0d-0qaverd
‘oanoadsoxd
‘PU9-2[qnop

¢ (Burdures woptrer

Srduuts) pazruopuey

(uostredurod 13—
1J9[ [eNpPIATPUTRIIUT)
uostredurod Iprs
-J[eY ‘paziwiopuer
‘PapuIq

-9[qnop A[renreq

SyPaMm 7

‘s1edf 1 < 28y
0§ fonuo)

*(%¢ 2douonbry)

0€ (%1 @duonbr)
0§ udUIedI],

SYPaM
‘st G-G¥ o3¢

o3eraae ‘syuened 7/

(128 aseq) oqade[q

Apoq

JO 9pIsS PO o

pardde (9¢ = 1)

W'D %G

QUOSTIIOd0IPAT] 10

(e€ = u) (ogede(d)
WEID IPIYIA

(s1001 T DIqO[B
pzIyuAIA[D woly
PaeNXd) (P8 %7

pue 9, aduonbry ¢ UBI[ f€00T 1Pa9es

ureard
(uesoqruesy)

10RIIX9 I[ruoureyn

. _?HNEBO 0007
I9[ZOUD A\ -I[PZIR

®IILD ONSOUdeI(]

Elisieniiile)

S109]J° 9SISApE ¢ muSOQO.HQ

SAINSBIUL SUIODIND

udisop Apmig

Apmnis jo

uonemp ‘syuedonred

Jo 93e pue "oN

[onuo)

TOTIUDAINU] wonedo] Apmig

(ponunuod) [ d[qelL

© 2016 British Association of Dermatologists

British Journal of Dermatology (2017) 176, pp330—343



Topical herbal medicines for atopic eczema, Y. Thandar et al. 335

Ayenb 100 xopuy 9JIT JO Anrengd) snnewaq s uegu] “TOOCI IUSWSSISSe 12qo[8 ‘yvo ‘aireuuonssnb 1oedwy Afrureg snnewg ‘TIJ feurazod drdoje gy {UONDEAI SNIP ISIIAPE YAV *

snneund( dtdoly 3utods ‘qQvYoDS 1 Jo
newap didore ‘qy

av jo

Ax015TY ATTuey e i
uonenosse 1uanbaxy
28e Jnpe 1e [eINXAY
Surwonaq ‘o3e
103unoA e e SISOIX
PUE BUIDZOY IOSUINXD
pue [eney jo uraed
e ‘smyumad ‘9simnod
Bursdepax pue druoryd
® Jo L1011 ® JO
BLILD Jofew umjTUe]
payTpour a1} uo

Paseq amm sasouder

o¢PUERSUET pue
eyley 01 durpioooe
popeis pue _ eyley
PUE UYTUEF] UO
paseq sem sIsOuderp
IV 9TeIspour

-0)-P[IW TNIM SIUINRJ

TOTRZIUO[0D

Ay Jo npunean
aandeoxd ) ur myasn
9q Aewr snamp °g isurede
Aanoe wnnoads
-prOIq 0NIA Ul pUR

ISSO Ut Uomdpat ODA

19team AIp

PUR P[OD JO SUOTITPUOD
I9pUN 9ATDJD 9q
g3t urean Ay Jerp
paredtpur sisAfeueqns
Y gV Srerspout
-01-P[IUI JO 1UAUNEII
J10J WIEdId 3seq © O}
1otradns 2q 01 wasoxd
9q 10U P[NOd JUIUNUIO
DINDISD ")) PUE 10[0I11)

*A “wmijombp pruoyppy

(1ISSO) xoput A1traAds
avyoDs 2An29l(qo
parodar a1om 1A ‘uoneZIuO[0d
as1aApe ou ‘sinodorp oN snarnp sn22020[Aydoig
Anpqersiol
PUE SSOUIATIONJD
Jo vD ® pue (3eds
ondoetre [eNSIA W
-01) Aaass smumad
MO JUIUISSISSB “muﬁwoﬁm
pu2 A1epuoddg
“UONBIYTUSYDI|
PUR UOTIRLIODXD
‘Bunsno pue 3urzoo
SJUDAD ISISAPE “PUPRO “PURIAID
SNOLIdS OU ‘PIIRID[O) 10J 21008 Arewruums
-[PMm ‘s;modoip reos jurod-noy

/1 ‘PIPNAXd U :syutod pud Areurtig

[eL0 pPI[[ONUOd

‘PUNq-2[qnop
‘pazIIIopuey

uostreduwod
OPISSTED
PI[ONUOD-I[ITYDA
‘Pur[q-3[quop
‘paziwiopuey

SyooM §
s1edhk 081

23y ‘97 :[onuo)
97 IUDUNEAI],

sYoam ¥ ‘s1eak §9

—g1 93¢ siuwoned gg

(0dA)
[10 MUOD0D UIBITA

oeSoudId (800t

[10 QAT[O UTSITA [[PMOY-O[[eIdA

SIuRTpaI3ut

II21) PUe DINDISH

D[PIUI) pue 0[O}

vjorA ‘wnrjojmbn

DIUOYDY JO SIDBIIXD

(syuatpazdur damde

juerd paseq-Totoore o AueuIeD

OU) JUOfE IPIYRA  SUTUTEIUOD IUNUI) /007 UIOYIAOTY

RLIDILD dNSOUSeI

QwodNQ

S109JJ9 ISIoApE .wHSOQOHQ SINSBIW WOIINQ

udisop Apmig

Apnis jo

uonemp ‘syuedonred

Jo a3e pue ‘oN

[onuo) UONUIAINUL uonedo[ ‘Apmg

(penunuod) [ d[qel

British Journal of Dermatology (2017) 176, pp330-343

© 2016 British Association of Dermatologists



336 Topical herbal medicines for atopic eczema, Y. Thandar et al.

(penunuoo)

Teapun
PIPNXD 10U J19M
93} SB SAUTWBISTTIUE
w)-3Uo] U0 UIdq
QAT P[NOD UAIP[IYD
swos ‘Apmis Suruurdaq
910J3q SOTwA)sAS pasn
Asnoraaxd jo sporrad
INOYSEM JO TeI[OUN
URUNEIN IO [ONUOD
I PIM Tondun(uod
ur Aprengar
ST) pasn PIYD {PIYM.
01 se pI0da1 ON "A[rep
90UO 1SBIT Je SN 0} IO
req Ayrur @Smoﬁuum
pnpoxd suatd4y 4poq

® TAAIS 2I0M TRIP[T [V

ysu ySH

pariodar arom parenyead
3q 0) SIWODINO [V

JSIT MOT

partodar a1om parenfead
9q 01 SAWOMNNO [y

JSIT MOT

JuDUIEIN pue

oqgaderd Ut TednuIpt

QI9M SIATIPPE JO

(remerpyiim JUSUOD pUe INOJ0d
:papurq osfe
JIOSSISS AI0JIII)

‘P3PMIq S[qnoq

JSII MOT

01 3UIpes] SNNeULIp
ordore amde padofaadp)
snodoIp 29311,

JSIT MOT

SI19A195G0
Jo Surpurq
urejurewr o)

1opio ur parfddns
pue padeyoed
aram syded 153
) MOT TeddUN
sem 11 ‘spnpoad
TeIWIOod

10q 1M

T[oNuOod pue 1S3 3Y)

SY "PIpUI[q I9ALSAO

IS Y3TH

smodoip oN

}SUI MOT

(Souereadde
ur Tefruits a1om oqadeld pue
JURUNEAN 10q) PIpUI[q [qnoq

ST MOT

(ureand o
Ardde 01 moy o1 se suononnsur
JUDIRJJIP UIATS) PIPUI[q
10u (s1uared) siwaned :(spod
[epIATPUT Ue Aq Paynuspt
a3exped) poapuryq 1A195q0
ysu ySH

(paymwads

10U UOTRZIWOPURT

Jo [rep)

Apoq a1 Jo aprs 3
10 9] Y} 01 PANBIO[[e

A[uopuer sem JULUNEIL],

JSIT MOT

S19A195q0 Jo Surpuriq
urejuTew 0 I9PIO UT
porddns pue padeyoed
Srom syoed 159

S} MOY Tedpun “IST
UOTINQLINE PIZIWOPULT
® UO UOISN[UL

JO 19pI0 [ed130[0U0IYD
® 3urmor[oy

sdnoi8 jonuod

pure jusumnesn a3 ojut

pazZIwIopuRl UIP[IYD

S Y3TH

wean (1Iom
st

s, uyof 1) T wmiogiod

Pa2eIs 10N wummddy Aweurren
TedpUN t¢007 dduraypg
(paymads

jou uonezrwopuer

JO POTIauI) P[RS UIeSID R[[NISIPOIO

k4!
%7 Wmopuns ‘ureds

1107 AYsaoqpg 2

Auiopuer a1om SIURTRJ

Tespup)

SI030e) MCSUﬁSOMQOU

/soseIq renunod MO

Buniodar aanddRg

Blep 2WIOdINO WHMMQEOUQH JUIUISSISSe

Quoomo jo Surpurg

Puuosrad

pue sywedpnred jo Surpurg

JUSUITEIDUOD UOTIeIO[[Y

uoneRuad Apmig

douanbas wopuey

JUQUISSISSe SeIq-JO-YSTY T 9[qeL

© 2016 British Association of Dermatologists

British Journal of Dermatology (2017) 176, pp330—343



Topical herbal medicines for atopic eczema, Y. Thandar et al. 337

(panunuo)

Bep

S Aq parroddns aq
JOUUED UOSNIOD0IPAT]
03 1otradns

ST UBSO[[TUIe et
wrep dY) ‘9I0JIAY L
"0gaoe[d Jo 123JJ a1
Burpre3ar apewr a1om

siumawRIeIs ploq A[uQ

swordwids e
jo Bunzodax aydwoduy

‘uo pariodar arem

dnoi3
oqaoefd /uesoyrurey

Ay ur “ (Arqessjorur

WIALIS

JUDUNEIT ) MUY [PuuosIad

pue syuaned yoq :1deIeyd

Apmis uado we pey Apnis o)

URSO[[TUIEY] O) DUINYT YITM

I9)0RIRYD ‘([PWs pue INO[0d JO SULI)
Apmis wadQ ut JuaryTp pareadde wesorureyy
URIID JUIUNRII) nq ures o) pareadde asap

3 JO dreme Se SUTeaId ONUOD 0) PIpUI[q)

(saquunu

Juaned o1 Surpioode
19pI0 Te2130[0U0IYD

ur pNedo[re

siuaned) uonezIopue:
JO suLR) ur

sistxe LimBrqury - (yoes
saqumu Juaned 1y
Io)fe Padue[eq ‘eIIPIN
BIsy Jo yupunredsp

Tedrmauorq Aq

o UESDD 658553@

‘sosATeure [ednISTIRIS ON saWoNINo urewr AUQ 01 anp) smodoip a1y, sem 107e3NsIAU] papurq 9[qnop Afrensed syusneg MO PILLIRd) PIZIWOPUERY Pa1e1s 10N S[Iuowreyd ‘AUPULIID
st yS1H YSH MOT S MOT st yS1H st Y31y YSH MOT TedpUN 10007 I9[20UIMI[PZIe]
SIMSAT
UINPUT P[NOD IS}
Jo uondrosqe dTuRISAS
QUIOS “SeAIE 153) Ue[)
12110 say1s 0 parpdde
syuounean [eardol ([Pus pue Imojod (pauonuaux
rensn uo pasoduur partodoar 19m parenyead (31ey (4uo 1ensqe ur 9INIX9) UT TRJIWIS [ONUOD JOU UOTeZIIIOpPUeT , WeaI
Sem UOTIDLIISAT ON 9q 01 SIWOMNMNO [y 01 anp) modoip suQ  parels) purq qnoq PUE JUSUNEID) PUIq [qNOJ  JO POYIDW) PIZIUIOPUERY Patels 10N 1o ssoxuarad Suruaas
ysu Y3t YSIT MOT JSIT MOT JSIT MOT JSH MOT YSIT MOT Teapun YN 0661 Adsuy
9ATIORD
w29q dAeY Jou Aet urpur[q
t(ased a1 ur SPrOONIOO0ON[I
Juan0d 210U PIATdRI FurAey
JUSUIEST) PUR [01UOD PUE 109JJ9 PIIISIP JO 19SUO
UL WIS UOTIBILLIT Pa4e[Pp 01 aNp) TWOMEdTPIW
urys Jo S109JJo-9pTs Apmis o) M 3[qeIIOJUIOdUN
{(dnoid suosniodorpAy 1[9J A9 se JusumedIn
WOIj U0 91 ysmuy o) pajeAnowt
pue dnoid ruounesn ApAnoe 9q 01 pey siuwaned (as1] uonezITOpPUERT
woij 31 [odooid 1RY) PITRIS OSTe ST I] "dUres paururR)opaid
mm Aidurod jou pip o Bureq spawr jo ouereadde B WOITJ) I2qUINU I1SIMO]
moj ! (uoneradood ou PUe 3IMIX3) JO SpRW Sem s yoed wonedtpaur e
aayy pue duerduroouou uonuaw oN “(saqm 8- Papod wIATS seam Juaned Yoed
partodar a1om parenjead Suo ‘spIyouoIq [eIMIU UT I9M SONUOD pue JUSUINEST) JO UOTIEDO[[e o WEDID D1E[[NSTP
9Q 01 SAWIOMINO TV Juo) s;odoIp U243 Papur[q I01e31saAT] JUDUNEID 10q) PApUI[q S[qnoq PAZIWIOPURT SIMSUS O], Patels 10N puprurBIra stpwpUDH
Teapun YSIT MOT st y3tH JSIT MOT ysu y31H JSIT MOT reopun  Auened (§g61 Sunioy
$1010€] ZuUrpuNOJUOd guniodor 9and9pS  Bep dwoomo srdurodur JUIWSSISS® [Puuosiod JUIWI[LADUOD UOTIEIO[[Y uoneIIUI3 Apmig

/soserq renuslod RMO

swodno jo Jurpurg pue syuedonred jo Surpurg

ouanbas wopuey

(ponunuod) 7 I[qelL

British Journal of Dermatology (2017) 176, pp330-343

© 2016 British Association of Dermatologists



338 Topical herbal medicines for atopic eczema, Y. Thandar et al.

y3ry Surpuy

dURYD JO YSU 3
SOYRWI (SITUOTOD SnaInD
sn20020[Aydmig anTSOd
T1 'sA 07) urseq
e sdno1d peouefequn

Apasyreur yitm

partodar a1om pajenfead

Apmis oy Jo pud
) 18 S107e3NSIAUT
01 PasopSIp A[uo
pue isoeureyd

® Aq duop

9I9M SIPOD pue
A3y uonezrwopuer
pue sspoq

o jo uoneredaig

@wuhoﬁwwh RIREIE] ‘Papurq

Burpuryq o sestwroadurod
uonesrdde renrur ‘soynurur

may urpim sreaddestp 1uads o
vy 110da1 szoyine S y3noyry
‘pueq ) oyuo pamod

UM JUDIJJIP OS[e SI [0 JO
oouereaddy -3[qelou ST 1UDS AP
‘o 1=1e Jo uoneoridde uodn
“Apmis Jo pus Je s107e3NSIAUT

01 pasopsIp pue Ispeurrerd

® Aq SUOp d19Mm $IPOD pue

A9y moneziwopuer ‘sapioq Jo

(g, pue
.V, Pa[Rqe 1oded jo
sa0a1d pofjo1 Jurmerp)

TUONEIO[[R WOpURL

o NEO nuod0d

stoquimu Juaned [rewrg 9q 01 SAWOMNO [y 3siaApe ou ‘sinodoip oN sem 107e3NSIAU] uoneredaid 104 "papurq djqnoq pareaduod dpduug parers 10N urBaa tsourddriyg
st 3ty JSU MOT JSLT MOT JSU MOT st g3 JSU MOT Tedpun 18007 [[PMOY-O[[eIdA
(%07~) Aoeoyya Apmis o) ur paAoAur
Jo 3yor[ 01 9np sinodorp (saqm1 [ednIUApT JoUu URpNSNES © o U0
pa1odaz /1 ‘(enyea surppseqisod ut pasuadstp pue duereadde Aq 9poo woneziuropuex DIDISD DI
Q1M pajen[esd aq o) prrea e opraoxd papurq UT TR[TUITS DI9M I[DIIRA parerduagd-romdurod “I0[01n) D[oTA ‘wmijojibp
SI9M 1B} SAUWODINO [[Y 10U PIP) PIpNPXa UQ Sem I01e3TSAT] PUE WINIaA) Papur[q 3[qnoq B 3UISN UOMeZIWIOpUeY parels 10N DIUOYDN ‘ATrRULIDN)
TedpuN ST MOT st Y3t JSIT MOT JSII MOT S MOT Tedpun £/007 UIOYAOT
(paymads
10U JuLauI[eaduod
partodar a1om pajenfead JO s[rewp) (paymads 10u JusuIEIIUOD (Burdures wopuex
9Q 01 SAUWIONINO TV sinodoip oN papurq 3[qnoq JO S[TeIdP) Papur[q [qnoq ordums) pazrwopuey parels 10N ¢[98 @ouonby
Teapun JSIT MOT JSH MOT JSIT MOT JSH MOT JSIT MOT Teapun URl] {007 TPIveS
$1010¥] ZUTpUNOJUOd 8uniodor 9anoopS  E1Ep dwooINo a[durodur JUIWSSISS® [Puuoszod JUSUI[EIDUOD UOTEIO[[Y uonenuasd Apmig

/saserq renualod RO

swoomo jo urpurg

pue siuedonred jo Surpurg

douanbas wopuey

(ponunuod) 7 I[qelL

© 2016 British Association of Dermatologists

British Journal of Dermatology (2017) 176, pp330—343



Fig 1. Flowchart showing the selection
process of controlled clinical trials of topical
herbal products for atopic eczema. CAM,

complementary or alternative medicine.

included patients with SCORAD < 80 and another, 15-60,
hence there was a wide variation in severity.
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Results from databases
S (n=3813):
k] PubMed (n = 83), Cochrane
EE (n =1810), CINAHL (n = 370),
S Medline (n = 169), Proquest
P (n = 1375), Academic Search
Complete (n =6)
‘ Excluded studies (n = 2410)
Records after duplicates are * Not eczema (n = 1355)
¢ Eczema BUT NO intervention (n = 553)
lén removed (n =2451) * Not treated with topical products (n = 226)
§ ! * Not human subjects (n = 9)
S| | Records screened on basis of * Not CAM (n = 190)
title and abstract (n = 2451) ‘ * CAM other than herbal therapy (n = 53)
* Not a controlled trial (n = 6)
« Not English studies (n = 16)
* Topical CAM combined with oral CAM (n = 1)
* Unpublished studies (n = 1)
Further excluded studies after retrieving and
- reading full papers (n = 36)
- ¢ Not related to clinical trials (reviews) (n = 3)
£ Full text articles assessed for  Not topical (oral treatment) (n = 3)
",,9,, eligibility (n = 41) “ * Not eczema (n = 3)
frr « Intervention not herbal (n = 5)
— o Not human subjects (n = 2)
I ; e Hand eczema (n=2)
Papers retrieved through * Chronic eczema (type not specified) (n =7)
reference lists (n = 3) « Case series/reports (n = 2)
« Not a controlled trial (n = 3)
; « Not topical (n = 1)
-] o Combined with pharmaceuticals (n = 5)
3 Subsequent searches from
2 || additional databases (n = 34): — - - -
£ GREAT (n = 13), No additional studles.the?t meet the inclusion
g CAM-QUEST (n = 24) - criteria
&
Studies included in
systematic review
(qualitative analysis) (n = 8)

14,15

Primary outcome measures were a modified SCORAD using

a four-point scale assessment in five studies,

13,15,16,18,19

and an ointment containing extracts of Mahonia aquifolium, Viola

tricolor and Centella asiatica.

SCORAD in one study,'® objective SCORAD in one’® and a

10-point self-assessment of symptoms in another.'” Staphylococ-

15,20
7 and

15,16,18,19

cus aureus colonization was measured in two studies
tolerability was assessed secondarily in four studies.
Only one study assessed health-related QoL.'*

Four studies compared a topical plant extract with a topical

13,15,17,19 ' )
Two trials were two-arm parallel studies

16,18

placebo.
(comparison with placebo and hydrocortisone 0-5%). In
another two, the test treatment was compared with a topical
active control: hydrocortisone butyrate propionate'* or virgin
olive oil.*

Seven studies investigated single-plant extracts, and one
studied extracts from multiple plants.'” These were sunflower
oleodistillate, Hypericum perforatum L (St John’s wort), Hamamelis
virginiana distillate, evening primrose oil (EPO), chamomile,

Glycyrrhiza glabra L (liquorice gel), virgin coconut oil (VCO)

© 2016 British Association of Dermatologists

Risk-of-bias assessment

The judgement of risk of bias per domain is summarized in
Table 2 and depicted in Figure 2. Selection bias in terms of
sequence generation was unclear in all studies. Only one
reported randomization'* and none stated any method of
sequence generation. All studies stated that participants were
randomly allocated into treatment groups, hence allocation
concealment was considered to be low risk in all but one

14

study. ~ Although two did not provide any detail on the

method of randomization, they were classified as low

1151
risk.'>!7

Four studies demonstrated a high risk of performance

14,16,18,20

bias, with two also having a high risk of detection

"% I the study of Patzelt-Wenczler and Ponce-Poschl

bias.
(Kamillosan®), the participants and investigators, although

blinded to the control, could identify the treatment cream due

British Journal of Dermatology (2017) 176, pp330-343
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0% 20% 40%
; ;
t t

60%
;
t

80% 100%

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel
(performance bias)

Blinding of outcome assessment (detection
bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other sources of bias

OUnclear ELow MHigh

Fig 2. Risk-of-bias graphs presented as

percentages across all included studies.

to its distinct colour and smell.'® The study of De Belilovsky
etal. (2% sunflower oleodistillate) was observer blinded."*
Participants were unblinded and were given different instruc-
tions on application of the creams. Although they reported
that this was unlikely to influence the outcome, the study was
classified as having high risk of performance bias.'* Unblind-
ing of parents and carers may affect adherence, especially if
the corticosteroid is known. Also, it was unclear how the
commercial test and control products were packaged and sup-
plied to maintain blinding. These factors generated a study
with high risk of detection bias. In the study of Verallo-Rowell
et al. (VCO), the creams were distinguishable by scent and
appearance prior to application.”® Despite the authors’ claim
that this was unlikely to have influenced the results, we con-
sidered the performance bias as being high.

In the study of Korting et al. (Hamamelis distillate), the treat-
ment and control creams were dispensed in neutral, coded
50-g tubes; however, no mention was made of the similarity
of texture, colour or smell, thus the double blinding may have
been ineffective.'® Also, patients had to be actively motivated
to complete the trial as they felt uncomfortable with the medi-
cation due to delayed onset of desired effect and having
received potent glucocorticoids previously. This study was
thus regarded as having a high risk of performance bias.

Two studies had incomplete outcome data and were consid-
ered to have a high risk of attrition bias.'®'? Korting et al.
(Hamamelis distillate) had seven dropouts, in whom analysis
was performed on intention-to-treat numbers and the last
value obtained served for analysis.'® These values were not
mentioned, thus the missing data could have resulted in inac-
curacies. Conflicting figures exist in this study, as an initial
report of seven dropouts was inconsistent with another state-
ment that four patients withdrew (three test and one control).
Another discrepancy was a statement that 65 patients com-
pleted the trial, but a later statement said that 61 complied
with the full trial protocol. Despite the poor-quality reporting,
the results were not in favour of the test product.'®

Approximately 20% of the sample dropped out in the study
of Kl6vekorn et al. (multiple-plant extracts) due to lack of effi-

19

cacy.  Analyses were performed on the intention-to-treat

British Journal of Dermatology (2017) 176, pp330—343

data. The missing data could have led to inaccurate results.
Attrition bias in the other studies was low, due to no drop-

13,14,20 15,17,18

outs, small dropout numbers or clear reasons for

dropouts."*™! 8

All eight studies were considered to be at low risk for selec-
tive reporting, as all outcomes assessed as part of the trial
objectives stated in the paper were reported in the results.
One study did not report on additional symptoms investigated
as part of the outcomes; however, the risk was low, as all
major symptoms were reported.'®

14,17
In

Other potential sources of bias exist in two studies.
De Belilovsky et al. (2% sunflower oleodistillate), all children
were given Stelatopia® milky bath oil for daily use. Compli-
ance is uncertain and it is possible that its regular use could
improve symptoms and bias the results. Also, no mention was
made of washout periods with previously used systemic corti-
costeroids, antibiotics or immunosupplressants.14 In Anstey
et al. (EPO), no restrictions were given with any topicals used
on other areas of the body.'” The risk was considered high, as
systemic absorption of these could potentially produce inaccu-
rate outcomes.

Only three studies measured compliance. Two collected and
weighed tubes'*'® and one collected tubes and documented
application frequencies.'” Follow-up was mentioned in only
one study, which ceased after 2 weeks."?

13,14,18
o Three

16,17,19,28

Diagnostic criteria varied among studies.
reported the use of the Hanifin and Rajka criteria.
One used the modified Hanifin and Rajka criteria,”® and
another used the criteria recommended by the European Task
Force on Atopic Dermatitis (1993).">%°

Of five studies that used a four-point scale to measure out-

comes,l3‘15‘16'18'19

only four used the same scale, with ery-
thema being the only common symptom assessed. Three were
placebo controlled and two included two comparator arms
(placebo and hydrocortisone 0-5% cream). Four were half-
sided intraindividual comparisons. Due to these differences, a
meta-analysis was not considered feasible.

*19 of which three

and the others reported

. . 1
Six studies reported on adverse events,
14,17,19

reported that there were none,

that none was serious.

© 2016 British Association of Dermatologists



Description of studies

Topical single-plant extracts compared with placebo
(n=4g

Published in 2003, a randomized, placebo-controlled, double-
blind trial was conducted by Schempp et al.'* In this intraindi-
vidual bilateral comparison, the effects of St John's wort
cream, containing hyperforin (a major constituent of H. perfora-
tum) on AE intensity were compared with placebo using a
modified SCORAD of objective variables. Secondary outcomes
were S. aureus colonization and tolerability. The investigators
found that St John’s wort cream significantly improved the
intensity of AE and reduced S. aureus skin colonization com-
pared with placebo. Tolerability was good, with only a few
nonserious adverse effects reported.'®

A randomized, double-blind, placebo-controlled, intraindi-
vidual bilateral comparison trial with topical EPO was pub-
lished in 1990."7 In this pilot study, the effects of topical EPO
on eczema severity were assessed by patients and physicians
using a 10-point scale. A statistically significant difference only
in patient scores (not doctor’s) was noted, concluding that
despite uncertainty of emollient or anti-inflammatory effects,
topical EPO has the potential to improve eczema.'” No pub-
lished main study following this pilot was found.

Published in 2003, Saeedi et al. investigated the effect of
liquorice gel 1% and 2% (extracted from G. glabra L roots)."
This was a randomized, double-blind, placebo-controlled
three-arm trial. Symptoms were assessed using a four-point
scale. Itching, oedema, erythema and scaling were reduced
more effectively with liquorice 2% gel compared with 1%.
Both were more effective than placebo. The investigators con-
cluded that liquorice 2% extract could be considered in AE
management.'?

Topical multiple-plant extracts compared with placebo

(n=1)

In 2007, Klovekorn et al. compared an ointment containing
extracts of M. aquifolium, V. tricolor and C. asiatica with placebo."’
This was a bilateral intraindividual comparison. Efficacy was
based on a modified SCORAD four-point-scale investigator
assessment of objective parameters. Subjective variables were
assessed by the patient. A global assessment of effectiveness
and tolerability was also assessed. The investigators concluded
that this extract was not superior to placebo. Considering the
study was conducted over a period of varying climatic condi-
tions, a subanalysis over similar climatic conditions concluded

that the cream might be effective.'’

Topical single-plant extracts compared with topical
corticosteroids (n = 3)

Three studies compared topicals from single-plant extracts
with topical corticosteroids.'*'®'® Two were three-arm stud-

ies (comparison with corticosteroid and placebo).'®'®

© 2016 British Association of Dermatologists
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sunflower oleodistillate 2% (Stelatopia® emollient cream)
was compared in an open, single-blind RCT with hydrocorti-
sone butyrate propionate by De Belilovsky et al. in 2011."*
Both the SCORAD index and individual symptoms improved
significantly compared with baseline in both groups, but with
no differences compared with each other. However, xerosis
was significantly better with the extract. The lesions decreased
to a greater extent and sooner with the topical corticosteroid.
Investigator-rated global assessment, flare-ups and QoL were
similar. The investigators concluded that sunflower oleodistil-
late 2% cream is comparable with topical corticosteroid, and
if used repeatedly on the whole body it is an appropriate first-
line treatment for children with AE.

Korting et al. investigated the effects of H. virginiana distillate
cream against hydrocortisone 0-5% cream and placebo in a
double-blind RCT in 1995.'® While all patients received the
test cream, the two controls were randomly allocated to the
left—right side of the body. Hamamelis distillate cream failed to
show superiority over the topical corticosteroid and achieved
similar results to placebo using the four-point scale to measure
symptoms. Patient- and physician-assessed global efficacy and
tolerability also failed to show any positive effect.

In 2000, Patzelt-Wenczler and Ponce-Poschl compared a
chamomile extract (Kamillosan®) against hydrocortisone 0-5%
cream and placebo.'® This study was only partially double
blinded because the colour and smell of chamomile extract
easily distinguished it from placebo and corticosteroid. A
four-point assessment of symptoms and investigator global
assessment were the main outcomes. A marked superiority of
the chamomile extract over hydrocortisone 0-5% and a mar-
ginal superiority over placebo on assessment of pruritus, ery-
thema and desquamation were reported. No reports were
given regarding the other symptoms assessed.'®

Topical single-plant extracts compared with other
pharmaceuticals (n = 1)

In a 2008 double-blinded RCT by Verallo-Rowell et dl., the
effects of VCO on objective symptoms of SCORAD and . aureus
colonization were compared against virgin olive oil.”® Both
oils improved severity scores, but improvement was better
with VCO. VCO was also superior in reducing S. aureus colo-
nization. The investigators concluded that VCO and its key
ingredient monolaurin may be useful in the proactive treat-
ment of AE.

Discussion

This systematic review reports on trials conducted over the
past 25 years. Despite this lengthy period, evidence regarding
the use of topical plant extracts still remains unclear. Objective
information rather than complete rejection is essential for any
clinician treating patients who may be using or wanting to
consider CAMs.

Of eight RCTs included in this review, two reported no effi-
cacy.'®'” The Korting et dl. study (Hamamelis distillate) had a

British Journal of Dermatology (2017) 176, pp330-343
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high risk of performance bias, possibly leading to inaccurate
results.'® The Klévekorn et dl. study (multiple-plant extracts)
reported a high dropout rate due to lack of efficacy and thus
had a high risk of attrition bias.'” The intention-to-treat analy-
sis revealed negative results. It is therefore unlikely that a bet-
ter-designed study would show any positive effect.

Six studies reported that the extracts tested were effec-

13-15,17,18,20
However, there were no common data that

tive.
were suitable for a meta-analysis. Of these, the Patzelt-Wenc-
zler and Ponce-Poschl study (Kamﬂlosan®), which reported
that chamomile extract was mildly superior to topical corticos-
teroid, was considered to be at high risk of performance and
detection bias, lending itself towards a positive effect.'® No
statistical analysis or follow-up was reported. Considering this,
the claim of superiority over a topical corticosteroid cannot be
supported by the data in this trial. Following this 2000 publi-
cation, we have found no other trials with a chamomile
extract for AE. Another better-designed study ensuring com-
plete blinding would be useful.

The De Belilovsky et al. study (sunflower 2% oleodistillate)
had selection, performance and detection biases.!* Other
potential biases were uncertainty of washout periods with
prior medicines and the concurrent use of a milky bath oil,
which may have led to a false positive result. Results of com-
parability of the test cream with a topical corticosteroid and
its consideration as first-line treatment for mild-to-moderate
AE were reported in this 3-week observer-blinded trial. A
longer trial, with double blinding, addressing the flaws in this
study may be warranted.

The Anstey et al. study (EPO) did not mention any validated
instrument for assessing outcomes. A positive outcome was
documented by patients only, with no statistical differences in
doctors’ assessments.'” This study was considered to be at
high risk of bias, as patients were allowed to use other topi-
cals. A study excluding other medicines may be warranted.

Although the study of Verallo-Rowell et a. (VCO) showed a
positive effect, it had a high risk of detection bias.”® The
reduction in S. aureus colonization in this study is of limited
clinical significance, as it was a cross-sectional study in a small
number of patients (unbalanced at baseline), thus posing a
high risk of a chance finding.

Only two studies that showed superiority over placebo had

. . . 13,15
low risk of bias across all domains.

Despite variations in
diagnostic criteria and a lack of validated tools for outcome
assessments in one study,13 its promising effect in the treat-
ment of mild-to-moderate AE may warrant continued research
using larger patient cohorts, in better-designed, longer-dura-
tion, possibly three-armed trials (with topical corticosteroids
and placebo).

Although a thorough literature search was conducted, some
studies may have been missed. No information was obtained on
unpublished studies. Despite every effort to use a wide array of
databases, EMBASE and AMED were inaccessible. Studies pub-
lished in languages other than English were not considered.

The heterogeneity among studies in terms of the tested pro-
duct, age of participants, sample sizes, outcome measures and

British Journal of Dermatology (2017) 176, pp330—343

degree of eczema severity precluded the performance of a
meta-analysis. The development of a minimum core outcome
set to be used in future studies should be considered, as this
would make it easier to compare results across trials and thus
establish firm conclusions.

In conclusion, there is currently insufficient evidence of
efficacy with any of the topical herbal extracts explored in this
review. Many of the included studies were pilot studies and
had methodological flaws, and even those that did show effi-
cacy were single trials. Further trials with larger patient
cohorts and longer follow-up to assess efficacy and record
adverse effects may be warranted with those topical herbal
extracts — H. perforatum extracts, liquorice gel 2% and EPO —
that did show some promise.
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