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Waraphorn Apasrawirote.(2009). Systematic Review and Meta-analysis of Topical
Medlications for Seborrheic Dermatitis. Master thesis, M.S.(Dermatology). Bangkok:
Graduate School, Srinakharinwirot University. Advisor Committee: Suthee

Rattanamongkolkul, Assoc.Prof. Montree Udompataikul.

Background : Seborrheic dermatitis is a common chronic papulosquamous
dermatoses. Topical medications are sufficient for control the disease. The main topical
agents are antifungals and corticosteroids. Immunomodulators and other agents are
investigated. Until now there are no absolute conclusion of their efficacies. Systematic

review and meta-analysis was done for reliable conclusion.

Objective: To assess the efficacy of various topical medications for seborrheic

dermatitis.

Method: We searched for all relevant studies that are the randomized controlled
trials of any topical medications for seborrheic dermatitis. After screening by inclusion
criteria we assessed the quality of the studies by the criteria from The Cochrane
Collaboration. Then extracted the data of each study. Finally, statistical synthesis and
analysis are used to summarized the efficacy of treatment (the numbers of participants with
clinical improvement = 75%), that are pooled relative risk. Forest plot was used for analysis

of results.

Results: Thirty three studies were included, 22 were poor methodology and
reporting. Duration of treatment period varies between 2 — 8 weeks. The majority of included
studies evaluated the efficacy of topical antifungals (19 studies), and topical corticosteroids
13 studies of. Eight studies of topical antifungals compared with vehicles which can pooled.
After excluded the very poor quality studies that cause heterogeneity, only 4 studies were
pooled. We found that topical antifungals were more effective than vehicle (pooled RR 2.75,
95% CI 1.87 to 4.03). As in topical corticosteroids were more effective than vehicle (pooled
RR 1.77, 95% CIl 1.25 - 2.562). Other comparisons were found in small number for firm

conclusions.



Conclusion: Meta-analysis results of topical antifungals that showed more effective
than vehicle is the most strong evidence we found. Topical corticosteroids showed more
effective than vehicle in moderate evidence. Limited amount of evidence was found for
assess the efficacy of immunomodulators and others topical treatments. Most of
included studies were poor or very poor quality. Reviewed trials were varies in disease

severity, durations and quality.
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(dandruff) Dadnluzfianenistieaigaaes
Erythema paranasale HHuwAsganayn wutiaslunedeaiauinnanme
gnel anaazdafluaiintasuag seborrheic eczematid
1.4.2.2 Patchy seborrheic dermatitis tHusiianneilluansuzianizeealsa
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NN : Peter O Fritsch; Norbert Reider. (2003). Dermatology. p.217.

1.5 N15IUARLULANLSA
- Atopic dermatitis TuAnnsnsinaziiauaang 3 wew Wuiowisdniay Au
YN (9959 NUHUINUILNINLT I UAULAZUTINUA913190U extensor surface walulsA seborreic
. dl [ A o < U dl a 3 v = v dl = a dl 1
dermatitis  NuArlNAWYTAAUIANTIAY NUNUNINLINMENLE  viFadnuUHuiNeNLE 014
o o = = ~ a a C®) o @ . L ~NA A
fndanaztinialsatuasdamant lnfaninndn® dawlugunmiilu atopic dermatitis azlEuy
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- Psoriasis ANHUINNARNN LATNNNENBINELNAINI2ATLAERALAANA 1A
Aalfiann ananudiluuazadansnizuisariung seuagandn®
- Leiners disease 81N1IAETUUIIAULANABNYIAFG (erythroderma) Fiadguein
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- Rosacea HulsatiuadmmamnlaRanluviin azAdnail  rosacea Tu

' = . . o 1 (9,40)
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2pTUaERALAAN IMRAFINTDANASE IAAINANHULNNARTN  LATNNTINIZANs

1 1
o
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o ng dly o dd‘ [ dl :/j o . .
NNTAATUHBAZN AN N TN UNULAIABNTIIFA (exfoliative erythroderma)
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capitis) )
1.7 mssnelsaduaisdaainann g
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WINLHAYANNANNITNAARNWILLTD b uwagtlasiunisnauiludnlfuundnaingunglanede
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1.7.1 lspduasaninan lahanuiads s
1.7.1.1 mmwuﬁﬁﬁqmmmmg’ (medicated shampoo)
< ! A vo o o A oo o A o ~
fuegnnguusniaenlddmiunisdniauimivssy  daeiiiuinans
wanesa LHun endnnesnwaes wu Alnlaunlaa 2%, 39A IWiseewu(Pyrithione zinc) 1%,
Fadlangalws (Selenium sulfide) 1-2.5%, lalaalnandlaanlu (ciclopirox olamine) ¥isanns

(far)  UWAREIANANNONEAzaEYY (keratolytic) MHun dladnuedna (Salicylic acid)

(3,18,41)
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1.7.1.2 anngunglanasnass
o o o . A q | Y a a Y Ao
dninlugladu (lotion) eliigzaansanislitsnnidswy Asldannd
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Tsﬁ@;ﬁu (mometasone solution), 0.25% w@aandiunlau ladu (desoximethasone lotion) 1N
o o o o N § o a o . A4 a = ®)
WiliAsEzduar 12 A% winensliaTulivinnstlaiu (occlusion) LNBIWNNIAATNEN
dmiuenglareifneadlugdenaszunAnnistiianld 1Hun 0.05% taaiwnimes Twsfilewn
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1.7.2 15@ seborrheic dermatitis ﬁﬁwﬁfq
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1.7.2.1 81#1T851 (antifungals)
engudiaTa (imidazole) Winanisinua unguiianldlunisinm
dnsdnenudnudansldandlunan 4 dlenvt lenanisinensesay 63-90 eTNANINNLUAN

Wugnaenlfifludusuusn ennfianngananlalaunlea (ketoconazole) enauliun Taalms

114 (clotrimazole), Talaunlaa (miconazole) (3.4
Y g s @ = My Ay o o My A o
efinmasIngNaw ANnnaAnwnudnlinandubeai liun 1% Jo7
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Use@ndning Mun lansnlawnlea (itraconazole) wawna 200 Aadniusadu” walaunlaa

50 51
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(fluconazole) 300 Raanfueaasamedfadla1f™, wadu iy (terbinatine)

1.7.2.2 4NAUNN9BNLAL (anti-inflammatory agents)
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HINGNARNLIMINUA  (vitamin D3 analogues) HNagUuLLATH Tl
o A = o (8)
wazladu Dadlugmisaanunuanan
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Tugannsnlfenlugansls douseslsanandaanunsaidanananuussunanels wu 0.1%

Tnsuendlulaussy, 0.1% luwmnlau fsn



e mAeNdATe  (ithium  succinate) 8% e Aaunglawm
(lithium gluconate) 8% Hanaaanisaniaulin®

enlalawmsilugu (isotretinoin) lugtlanfuilseniu aannisienaiunsnan
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1.7.2.3 enifinasenifui
tNguAATINTUAUELIWaS (calcineurin inhibitors) Fluenitinan 1l
nainelsndueusdernenlaia ui ewnlnsiagdne 0.1% way wlnillnsAuacss 1%
wuddtlszAnsnna
1.7.2.4 n9R18LL&N (phototherapy)
JnsAnunlfuasdanalalaanidaeswas  (narrow-band UVB, NUVB)
Tuftlhefitennisquuss fnsnszansvesdsaduitunning nodfilssavinmlunsinmin
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ssngnmredisadniuloniEesa u weq  nefnearusamiensliiiiuaianse u1amss
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v 1
satlsauaziinliinayladunnniaUnfndu el fumsalAeeegnsies

2. nMsusziivANgULsIadlsa”

ﬂ@@ﬁuﬂ”ﬁﬂﬁmmsﬁmma‘gmﬁ%mm;ummmim wsinssnuaslnatlszidiv
31N semiquantitative scale AN17HIAZLUWANINIULINTEIBINITAIN 0-4 luusiazennsselui
16iun

1. ANLAN (erythema)

2. n3nAYe (scaling)

3. mmnmmmim (infiltration)

4. AuLULRSEN (oily skin)

5. ANAU (pruritus)
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1881113 (no symptom)

= [~3 ¥ .

daN19Lanuag (mild symptoms)
191n171U71nane (moderate symptoms)
ﬁmm@@mm (severe symptoms)

ﬁmmig‘mw\mm (very severe symptoms)

AMNUUTUAZLUUTDILFAAZEINITNFINN WD UAZWIUTIN (total score)

nstlsziiuanuguussaedainisi i unisiey anauaneeiuluusaznisfnm

U19aaz il AUz RuAILia 5 a1N17 LATIAAYAINI?AIANNITIAASIULINEN 3-4 TYAL 11
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UNNIANHIANAUTENUNEY 2 81N17 A AITHLUANUAZNNTINATYE wazliAziluulNegs 0-3

NUUAZUUUTINGIGARZINNL 6

3. N9snlsATURIRALARNILAREAI8IENNINNaUAn (Topical medications for

seborrheic dermatitis)

3.1 gamnaunglArashnan (topical glucocorticoids)

anslAgaaT N ugILaasenanil dsznaulifioe afuan 21 6a wnFeaiutlung
al 49 Q
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#": Answer.com. (2009). Androstane. (Online).
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1) Anlinaenaennafa (vasoconstriction)
2) nMgeugan9iLNFARa89LEa (anti-proliferation)

3) NMenARHANTL (immunosuppression)

4) NIIEIUNITBNLAL (anti-inflammatory) Lﬁmmnmw‘”u&mm&mu%ﬂ
wWaalnlawlaley (phospholipase A2)
AINUINTBIENINGNN IARBTRAADLA ﬁyuﬂgj uiladpuanaaeing - lhun  gqms
Tasea3ramnaiadaassioen guuunaasen Audindu ﬁmﬂ'wmmmﬂu@ﬂﬁﬁﬁl%@q'sluﬁw-gﬁu
AeldRnesateed sl 7 55U #am19ns 1 uamInsSANgNEINEanngang A

ABSHARLARNNAINLINANHNIN LA

199 T MNTULNNANAINANLINTBSMINNEUaNNgNNglAAeTRAR K
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AN TRE (TBNITAN)

Class 1 (superpotent) Betamethasone dipropionate ointment, cream, 0.05% (Diprolene, Diprosone)
Clobetasol propionate ointment, cream, 0.05% (Temovate, Dermoxin)
Diflorasone diacetate ointment, 0.05% (Fluorone, Psorcon)
Halobetasol propionate ointment, cream, 0.05% (Ultravate)

Class 2 (potent) Amcinonide ointment, 0.1% (Cyclocort)
Desoximetasone ointment, cream, 0.25%; gel, 0.05% (Topicort, Ibaril)
Diflorasone diacetate ointment, 0.05% (Florone, Maxiflor)
Fluocinonide ointment, cream, gel, 0.05% (Lidex)
Halcinonide cream, 0.1% (Halog)
Mometasone furoate ointment, 0.1% (Elocon, Ecural)
Triamcinolone acetonide ointment, 0.5% (Kenalog)
Amcinonide ointment, 0.1% (Cyclocort)
Desoximetasone ointment, cream, 0.25%; gel, 0.05% (Topicort, Ibaril)
Diflorasone diacetate ointment, 0.05% (Florone, Maxiflor)
Fluocinonide ointment, cream, gel, 0.05% (Lidex)
Halcinonide cream, 0.1% (Halog)
Mometasone furoate ointment, 0.1% (Elocon, Ecural)
Triamcinolone acetonide ointment, 0.5% (Kenalog)

Class 3 (potent) Amcinonide cream, lotion, 0.1% (Cyclocort)

Betamethasone valerate ointment, 0.01% (Valisone)



A9 1 (FiB)

AITNELTY
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TRE (TBRNITAN)

Class 3 (potent)

Class 4 (midstrength)

Class 5 (midstrength)

Class 6 (mild)

Class 7 (least potent)

Diflorasone diacetate cream, 0.05% (Florone, Maxiflor)
Fluticasone propionate ointment, 0.005% (Cutivate)
Fluocortolone cream, 0.25% (Ultralan)

Fluocinonide cream, 0.05% (Lidex E cream, Topsyn)
Halcinonide ointment, 0.1% (Halog)

Triamcinolone acetonide ointment, 0.1% (Aristocort A)
Triamcinolone acetonide, cream 0.5% (Aristocort-HP)
Betamethasone valerate lotion, 0.01% (Valisone, Luxiq)
Desoximetasone cream, gel 0.05% (Topicort-LP)
Fluocinolone acetonide cream, 0.2% (Synalar-HP)
Fluocinolone acetonide ointment, 0.025% (Synalar)
Mometasone furoate cream, 0.1% (Elocon, Ecural)
Triamcinolone acetonide ointment, 0.1% (Kenalog)
Betamethasone dipropionate lotion, 0.05% (Diprosone)
Betamethasone valerate cream, 0.01% (Valisone)
Fluocinolone acetonide cream, 0.025% (Synalar)
Fluocinolone acetonide oil, 0.01% (Dermasmoothe/FS)
Flurandrenolide cream, 0.05% (Cordran)
Hydrocortisone butyrate cream, 0.1% (Locoid)
Triamcinolone acetonide lotion, 0.1% (Kenalog)
Alclometasone dipropionate ointment, cream, 0.05% (Aclovate)
Betamethasone valerate lotion, 0.05% (Valisone)
Desonide cream, 0.05% (Desowen, Tridesilon)
Fluocinolone acetonide cream, solution, 0.01% (Synalar)
Prednicarbate 0.1% cream (Dermatop)

Triamcinolone acetonide cream, 0.1% (Aristocort)
Dexamethasone cream, 0.1% (Decadron phosphate)
Hydrocortisone, 0.5%, 1%, 2.5% (Hytone, others)
Methylprednisolone, 1% (Medrol)

Topical preparations with flumethasone, prednisolone

s : Ulrich R Hengge; et al. (2006, January). Adverse effects of topical

glucocorticosteroids. J Am Acad Dermatol . 54(1): 4.
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emngunglareifreasnalunguusnitiasaaniluandausnlunieinm
Tranutomiadniauvanes) aia sonislsnduendamenitoia  edausnitiunline lalns
Pa3ALI (hydrocortisone) MAIAMNULANNISANHIENFAIBWT] NHANUIIFNG] T 99uTetineN
TunguaunnFauausei™

Tl 1986 Albrecht G. wazane™ Anmanmeatiansiunluadnudindy 0.25%
Tna/asunszangen (vehicle) lugduuusne f wudaldss@nsnmalunisinelsagueisda
warn lRauaanisdenilungan 3 §anif

) ~N(61) =2
Brassine de la wazAndy 1l Aneen  0.05% Halomethasone cream
al o A a a [ a % o

wWFeueuiy 0.1% betamethasone cream WuqNR1szAnsn wwinmanfulunisinunise

Rouiladniay atopic dermatitis wazlsaTuaisdrnanlnma
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- HAUTRUANANY (striae)

- HutieElanneag (skin atrophy)

- viaeslRenlesvenssa (telangiectasia)

- A9RNALHRTAYA (Steroid acne)

- Howdsanigusaulnn (perioral dermatitis)

_ 3084nAen (purpura)

- Rowmladansaandnini (hypopigmentation)

- nandudludnaedlsaunniy (rebound phenomenon)

- Hhuwiduda uasfiomsnigussanedes (allergic and irritant contact
dermatitis)

- AANTTNNNNUTRY HPA axis wulfannenni walenasieaunn winqsseda

nstdldeniBunnusnnlugiedinuaniin
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3.2 emnauAULTas (Topical antifungals)
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" : Wikimedia commons. (2006). Imidazole structure. (Online).
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paiamasNguaan e e (dermatophytes) waznauiiasidu C. albicans $9uvisi@a M. furfur

faseengnslaedudinisinaureaenlaianluameseaniuiaigg (Lanosterol 140
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I = o . o ; PRy
HNANUATHNNIAATNINGINNEHRENIN (<1%) B1azAatianIzndiuan
APBIMIINTING (stratum corneum) aslElunnsfnenisfinmesludusy (superficial fungal

infection) 15
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AllaunTea  (ketoconazole) luennfiannga  Hienmuandtenlungs
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WEINUAR  UBNANNTANULTATILAIENNYNTAIUNITANALAIE AATNINLAN THun
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http://upload.wikimedia.org/wikipedia/commons/7/7b/Imidazole_structure.svg

CH, Cl 0

oxo /—\ |l

| CH,0 N N—C—CHj
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nilsznau 5 grslassadansenplnlauilos®

i3 : Teva Pharmaceuticals USA. (2006). Ketoconazole cream. (Online)
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Ao ~ [ 1% ¥ (63)
wananUgalgns unsAunIEna LA
v a 1 dgl v 1 =S % a E% o a -dl
mmﬂmﬂﬂmqmﬂquuimLm UIARNLALITD NN AN ALLITIIONNIEN
a1aaznun su LA e ls waldiasin®
= 71) =] a a a = =
1 2005 Gunduz K. kazAns’ " ANEUIZANTNINLRY 1% WaluInwATy

1 1 a A a a a o = a a dl ¥
wuuldfnguuBeuinay wudndlss@nanwalunisinelsaauesdameni lafan lundin



(72)

Vena GA wazanuelut] 20057 way Scaparro wazanuzluiil 20017 Anmien

Sullseynnumatiunilu 250 Jaanfusady Wunan 4 flanvinuqnllsz@nsninlunisanmany
suusaaadisalietnedlivedAnyden Foumsuiuanaan

3.2.3 MNANLUUTANY (benzylamine)
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3.3 ﬂﬁwﬁnéNLLﬂa“ﬁﬁ’ﬁu’Euaﬁmfa% (Topical calcineurin inhibitors, TCls)
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Ca".
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é}l‘ Calcineurin + calcium
+

@‘7 Calcinaurin + calcium + immunophiling

|
i - @
T

Actvabon of NF-AT

Mucleus  synthesis

L

X,

'G" Galginsurin + calcium
v

Tacralmus
— Caleineurin + calcium + mmunophiling
Pimacralimus

* Activasion of NF-AT

IF = immunophilin; NF-AT = transcription factor; P = phosphorus;
PLC = phospholipase C; TK = tyrosine kinase.

Figure 1 - A)Activity of NF-AT transcription factor via calcineurin
B) Activity of calcineurin inhibitors
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111 : Rio J. 2006, Calcineurin inhibitors in the treatment of allergic dermatitis. J

Pediatr. 82(5); 167.
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A8ALUUIUIRE

sUuuuN15738 (Research design)

n3ANETRA Systematic review WAL Meta-analysis

FTUSLIAURINIFIAEY
IPBUNNUIEL WA, 2551 — LAAURUIAN W.A.2552

nsauAuiiayaacAuga lhauiuIAN W.A. 2551

\Asasiafldlunisaas
1. paufioimnd Ao Ruw
2. uuueutiiinfeyaiiesiuaecanidef Resteviomn oAl
3. wnefiuinmeaziaanresaAdeauEiidnaeinnsAne
4. Tlsunsuililunnsdae 1Eun
- Review Manager (RevMan version 5) ’Lgﬂumaﬁmmzﬁ%gmqmﬁﬂmi

ANUIINNNADF T99annlagl The Cochrane Collaboration

- EndnoteX (trial version) & lun1saanisussainynau
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meta-analysis 4%
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Prepare a protocol

A 4

Identify appropriate databases and sources of studies

and search on all relevant clinical trials

A 4

Save all related citations in EndnoteX software

A 4

Reviewer screen all titles/ abstracts

via EndnoteX and manual

\ 4

The selected articles are retreived for full-texts

h 4

Reviewer considered the full-text articles followed the

inclusion criteria into the final analysis

- MEDLINE(Pubmed),
CENTRAL, EMBASE,
Proquest,
Sciencedirect, etc.

- Citation tracking

A

Reviewer extracts data

Excluded studies with

reasons for excluded

A 4

reviewer assesses the quality follow

The Cochrane Collaboration guidelines,

A

Statistical analysis by Revman5b software or manual

\ 4

Interpret, conclusion and report

Awdsznau 8 uHunnalduneunsiae



1. NMTRAUAUSILINUNITIRENLNLIUDY (Searching for relevant studies)

'
a o 4

A v A Ay D -
NITALUAUTIENINUNITI EI“V]Lﬂﬂ')“ﬂ‘ﬂ\iiﬂﬂv\lﬂ’mﬂﬂ\l@uﬂu@ﬁﬂLLM@\?“]J@E;IJ@VI’NT]’]?LLWV]EI@’m
1 dl v v a o dl dl v [ o a o O dl o 1
1/12\]’]‘51"'] AANNIN LW'aﬁluimqquqaﬁmmmmmﬂummumm@mmmumnmm ‘Emﬂmmmmm’m
1 o d”
E]’N"’] NN
(% a a o v 1
1.1 gﬁumagamanws@unﬂ 1ﬂLLﬂ
1. CENTRAL (The Cochrane Central Register of Controlled Clinical Trials)

N1 http://www.thecochranelibrary.com

2. MEDLINE (Pubmed) N4 http://www.pubmed.gov

3. EMBASE 119 www.info.embase.com

4. gﬂu?ﬂ]ﬂgaﬁm?‘ﬂuﬂ?xmﬁ (Regional databases) Hun Science-direct
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1.1.1 gﬁuﬁ’aga Medline (PUBMED) : ﬁlgﬂLL[ﬁ'lﬂ.ﬁ.1966
aumulagld text word
(seborrh* [tiab] AND (dermatitis[tiab] OR eczemaltiab]))AND
(treatment [tiab] OR therapy[tiab])
Limit clinical trials, humans
auAulngld MeSH
“Seborrheic dermatitis”(51) AND treatment[sh]
Limit clinical trial, humans
1.1.2 CENTRAL
avulneli MeSH

#1 MeSH descriptor Seborrheic Dermatitis explode all trees

#2 seborrheic near dermatitis
#3 seborrheic near eczema
#4 #1 OR #2 OR #3

#5 MeSH descriptor Treatment explode all trees

#6 #4 AND #5
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Inclusion criteria 4113487

1. {lauRaiin randomized controlled trial

2. IENUNANNIANEFILALNTIAN 2503 - RANAN 2551 (A.A.1960-
October 2008)
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3. nMsUsziiuAMNINGIUINE (Quality assessment)

@ o

1nauAdendinnuEianns inclusion criteria NNUsTiHBANININIWARE  TTaqiiuda

q

TfuananidunnnsgiududunisiansanAmnineswiddedsugitlszinym - randomised
controlled trial  widaulvnjazardaAnuvanadailssnauiis (composite scale) ali

ATALIARNTN internal LAz external validity

R

v I
a v aAya

nsisziiiu 6 vindienan (:reazidaalunianwin 3) wiluewidsiipanliudaily 7 fanali

lunnsfinenAfifiazendauunieres The Cochrane Collaboration™
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1. Sequence generation
Allocation concealment
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Blinding of investigators
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Selective outcome reporting
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4. MsaNAUaYA (Data Extraction)
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5. NSAATIZNUATAAATITNLANAIGNITNNEDH (Statistical synthesis
and analysis)
A7ALILLWANINIAY The Cochrane Collaboration @1n The Cochrane Handbook
2008 Fail
5.1 Funnel Plot
L‘ﬁ@ﬂimﬁu@mﬁ@mmiﬁﬁuﬁ(publication bias) UBINIUD SEATIINLITIN
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5) 418170132404 publication bias 1#annsw
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5.3 N1SNARALAMNLANAINIRINANITANEITSUAINNIUIELARLRUY (test

of heterogeneity) § 338 L&un
Lo = L. R A o 2 ~
5.3.1 Q-statistic 1178 Cochrane statistic TINNITNTEANEFAILLL Y~ test 7

degree of freedom Win k-1 (k=1auNUASENAzINNaNTTINTW) WaaAdaL null hypothesis

1
o o A

Taeinnuarn g AT 0.1
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0-40% might not be important

30-60% may represent moderate heterogeneity

50-90% may represent substantial heterogeneity

75-100% considerable heterogeneity
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atfuanysnl {4t

ya 1 o ¥ o = A v YA dl a QI a a A
llﬁlﬂﬂﬁ]fﬂllﬂ NHNINITANBILASUTVNHNARLNDURTILALLALALNNLAN NEWEN 2

2 1

1 17 918 Bosaz 11) WNTUNRAUNALNT 918AZDEANIHARBLARAIAIAIII 10
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a u

NNSANEN el 7 seazidanfifanis n1smAay NANITAALNAL
ARG /el
Parsad D. 2001 5/11/08 No. of patient with = 75% No
improvement

Stratigos JD. 1988

No. of patient with = 75%

improvement
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NNSANEN el 7 sasziBEnfifanis nsmAaU NANISAALNAL
Ansa e/l
Wheatley D. 1982 22/01/09,  No. of patient with = 75% No
29/01/09 improvement
Piérard GE 1991 21/01/09 No. of patient with 2 75% No
improvement
Elewski B. 2006 21/01/09 % improvement of total score No
Rigoporous D. 2004  21/01/09 % improvement of total score No
Piérard-Franchimont  5/11/08 No. of patient with = 75% No
C. 2002 improvement
Dreno B 2002 21/01/09 No. of patient with = 75% No
improvement
Vardy DA. 1999 21/01/09 Definition of responder, No
substantial improvement
Satrino RA. 1987 Definite no. of patients (from No
graph)
Ortonne J.P. 1992 22/01/09 Definition of excellent to good Yes excellent to good
response 22/01/09 response imply to 2
75% improvement
Bonnetblanc JM. 22/01/09 No. of patients clear of lesion Yes cured 18/26 in benzoyl
1990 all sites 31/01/09 peroxide group and
9/23 in placebo group
Stiefel Laboratories 5/11/08 Full paper of 2 RCTs : No
Extina® and Xolegel®
Barrier 5/11/08 Full paper of RCT : No
Therapeutics, Inc. Sebazole®
Intendis GmbH 5/11/08 Full paper of RCT : Azeleic No
acid 15% gel
Astion Pharma A/S 5/11/08 Full paper of RCT : ASF 1057 No
Novartis 5/11/08 Full paper of RCT : Flidel® No

International AG




4. pamsdszidiuAuNNIUIRE
a1AEINnT99 Cochrane collaboration review astlsznevliEaefnans 7 fo feil
1. Adequate sequence generation ?
2. Allocation concealment ?
3. Blinding of participants ?
4. Blinding of investigators ?
5. Incomplete outcome data addressed ?
6. Selective outcome reporting ?
7. Other sources of bias ?
nstlssiuusiasindieas s Aiesne +, 0, - Tag AT 2
+ = yes 1138 low risk of bias
0 = unclear 138 unknown risk of bias

- =no %98 high risk of bias

HanTsLlsviduAuNIWNIs AN LER T TUTIUAIRI919 11

A1319 11 nanslssiduAN NN AN LA avalTuMINMEiNNssnidY 7 daudn

«~
(@)
- P 0 g =
© € I b S
3 £ 3 S g o o
C [0} = = S o &
(] ] 0O 7] O o ©
> (&) + [0) = > a
O c © > 8 -*5 -
8 o~ 8 Q £ o o ko) [}
o 5 c o o 2 3 o <
=] S o) o) 5 2 @ ©
2 g S £ j= s 3 S G >
o g 8 2 2 S o 8 o s
o 2 = = = e o o 0 5
< O < om m S © [ [ €]
Chosidow 0 2002 + + + + - + + high
Cullen SI1973 0 0 + + + + + medium
de la Brassine M 1984 0 0 0 0 - 0 0 very poor
Dreno B 2002 0 0 + 0 + + - poor
Dreno B 2003 + + + + + + - high
Dupuy P 2000 + + + + + - - high
Elewski B 2006 0 0 0 + + + poor
Elewski BE 2007 0 0 0 0 + + - very poor
Firooz A 2006 + 0 0 0 - + + poor
Green CA 1987 0 0 + 0 - + - poor



AN 11 (F|)

~
o~ o 3 2
o © =
5 £ S 5 5
0] e © © (0] o
2 © jex o £ e %
@ ® © b 3 o @
& 2 5 g 5 2 Q
@ © C
g o 8 Q £ ° o 9] 9]
] 5 c o [ 2 ° o) £
L2 9 & R D ©
SR 2 o) o) s @
2 g © £ £ e 3 k] k] >
g 2 o ° ie] 5 = o © =
T o 2 £ £ o 3 o o S
< O < m m £ © w [ lc]
Harris JJ 1972 + + + + high
Katsambas A 1989 0 0 0 0 very poor
Koca R 2003 0 0 + 0 very poor
Majerus J-P 1986 - 0 + 0 very poor
Ortonne JP 1992 - 0 0 0 very poor
Pari T 1998 + 0 + + medium
Parsad D 2001 - 0 + 0 very poor
Pierard-Franchimont 0 0 0 0 very poor
C 1999
Pierard-Franchimont - - + - very poor
C 2002
Pierard GE 1991 0 0 0 0 very poor
Rigopoulos D 2004 + + 0 + high
Satrino RA 1987 0 0 0 0 very poor
Seckin D 2007 + + + 0 high
Siadat A 2006 + 0 0 0 very poor
Singwahakul P 2007 0 0 0 0 very poor
Skinner RB 1985 0 0 0 0 very poor
Stratigos JD 1988 0 0 0 0 very poor
Unholzer A 2002 + 0 + + high
Vardy M 1999 0 0 0 0 very poor
Veraldi S 2008 + + + 0 high
Warshaw EM 2006 + + + + high
Wheatley D 1982 0 0 0 0 very poor
Zienick H 1993 0 0 + 0 poor

annstlsziiugmunndnediuainnsouanuata D IeINanslss BRI DN LERY

a o

falugdunund Asnandsznau 10



100%
90% |
80%
16 16
70% - 23
60% - 24 O unclear
50% 6 B no
[ -
40% E yes
30% - |
= 17
20% 12 5 11
10% 8
OO/D
Adequate Allocation Blinding ? Blinding ? Incomplete Free of Free of other
sequence concealment ? participants investigators outcome data Selective bias?
generation ? addressed? reporting ?

NNLIENaY 10 WNU)HUARINANITU S UAIUININTBINIFAN TN

= . A = v A A aa \a
RINNIINAZLAUIN Nﬂq?ﬂﬂﬁq@quuﬂﬂmﬁ\zu?’]ﬂﬂzLﬂﬂﬂQﬁﬂq?@‘NWQQH'N (sequence

generation) 12/33 (36%), nn3annguinglaing uaasuii (allocation concealment) 8/33 (24%),

a o

nstlmisginnnsAnen  (blinding  investigators)  9/33  (27%) Hieaan stmisgidingan

n13ANE (blinding participants) NHNN39£135NN31 920N UATINTINTBIVIANNA RB 17/33 (52%)

HANNIAATEALAUNINIBINITANEN LAASLAAIATIG 12

B9 12 NANTIAATZALAMANINNANE

ADNINNITANEA U HGE
49 9 27
1hunang 2 6
[5%'1 5 15
AN 17 52
CREY 33 100

n3ANEY 17 1Tl (52%) HAMAIWAININ IHaSAININAZIBIAIENIANHILAZN

! v i
=

1o = = ¥ { o aa
?qmmmimmﬂu ansAnEtiaanI il lugNa9isviun (iil"l’lilﬂ?.ﬁ 27) NHATUNTNG



5. NANNSANATDYA
. P

NTANETAENUITATNNTRUININANFANENIFAIZ LETavaA 33 aifu W

nsanafioya UazIBEATRUERTNTANEILAASTUNIANWIN 11 NNINANTUIHAANSTEN

12
o A

= PRy = : = | ™
ﬂq?ﬂﬂ‘]ﬂq'ﬂ&lqﬁ;ﬂLL'Ll'Llﬂ'ﬁﬂﬂ‘]:mLLmﬂﬁ]qﬂqqﬂﬂ’]?ﬂﬂEq@qusluﬁy Lﬂumu
5.1 Multiple intervention groups comparison

15un n19AnE99 Elewski B.E. 2007 ilunisdnsuuy 4 n1s Tnannsquiiae
dingnnsfnmdiaeien 4 il (4 ngu) lAun ketoconazole foam 2%, vehicle foam, ketoconazole
cream 2% Uaz vehicle cream uawliFeuWeuLlszAnininaesen 2 f lAun ketoconazole
foam 2% AU vehicle foam waz ketoconazole foam 2% AU ketoconazole cream 2% NTELRAY
" o & p o . A ~
W@anuaanfaInnInTeLeued ketoconazole foam 2% AU vehicle foam Winiu tHagaannd
Ruugtaewin iU (427 waz 420 918 FINATAL) 49UNGN ketoconazole cream 2% HUR

Anungilasfiaandnniersanila (210 9)

5.2 Two phase study
ddal ) o dlﬁ a g dl a dl
nriilazineaansiannz luszasusniAnEINNAATEd  iNeanANNRANANAT
2192 ZNAANNNATBIEN LN AaWMEN TALN N13AnE1289 Singwahakul P. 2007 luszaizusn
(active phase) filog 2 nqugngnliiliFuanraflaawmasans (0.02% triamcinolone cream)

1% o

Azt MNHNAEBNNANTY (1% pimecrolimus cream) wadanAsy 2 dilaviazliienluszey
maintenance Tmmzimm’ﬁﬁ*‘]_l 0.02% triamcinolone cream aygnuiiaiilu 2 ﬂ@ﬂiﬁ?ﬂﬂﬁﬁﬁuﬁ@
31 1A 2% ketoconazole cream 3@ 1% clotrimazole cream WNu dqun@uﬁiﬁ@m 1%
. . Yo a dd’j 2 o & . a e A

plmecrollmus cream ’QZVL@?’]JE’]LWN ﬂﬁ‘mu@zblsﬂN@@Wﬁ'llﬂ\‘i active phase H1LATIEUW ABNT

wlaufiey 0.02% triamcinolone cream fU1% pimecrolimus cream

5.3 NNFANEINUALAILUUIURIGI9NE
= = o & Aasg o . , , o
NNFANHINLAAINARNEIINDININATUNALAEAUSTDITNNNNY KW BV
AFAZMTIATHY  AALUINAANEIINNATIZT  WAUINUAASHARNEURIRA ML NANNULI

ATy AAZIAANANIZHARNENAIUITINALATITITIVINTL

5.4 NNSANHNN Intention to treat (ITT)
ATANEAN ITT aztitadniaas ITT population 1134A3123 N13AnsE a7 bl

ITT ARzRATUNNAANEAINTATNLNTY



6. NANT5ILATIZHUTZANE NNURIENANNITANEINSIUSIN LA

i 4
nsAnENdingnsmziiNg 33 ail BiN1dinsnzieiniy (meta-analysis)

dande 22 ety TeeiinisuaudeudsrAvinimdug  uleemunguenesngns  aauau

NNIANENANNNIORANLAIBINN NN HAIRN319 13

v

AN39 13 AuaunaAnENdingnisiiaziuazidingiuneuaes meta-analysis Inguansng

whraunaununguailieg

u

AuaunIAnEAwnTikazidingnisanset

NANEMINTEUEN gINAaN 2 geeSile  eidnade enadia et
dosn  qwesend  QRANTY B
mﬁmlﬁ”@m 12 (8) 2(2) 4 (3) 0 1(1) 19 (14)
H1ADTALAALADIDLIA 2(2) - 4 (3) 3(2) 0 9(7)
MANaRen AN 1(1) - - - - (1)
m%luj 4(0) - - - - 4 (0)
993 33 (22)

wnnge Ao lwnsduningfsanuaunsAnendingnisinssi ludunenses meta-analysis

NANNTANEUSERNENINARILIMIMEUANAINNISANEININNANTIUTINA

(systematic review and meta-analysis results)
n3seuNa luduRautAz LAAINATEINNIANEIIINATIENdan1iAt
1 v
nsAnE Rl lfnnaanfiiinunsn (pooled data) ludumneuLed meta-analysis AXLAAINARNS

Sy =
lfannnsAne Inanisussene

v
o A

v Ls
HANSANENUILANBNINTBINITANEI 13 33 QUL UARNHARINNANENEBNLYIE Wi AYT
S
6.1 EMMINYNAULTAT
=2 :/j o [ = o o 1
wunsAnEvianNea 19 et Wunisuaumeuduamaen 12 a1fu amings
v
posilamasass 4 a1l annguiuEas feaiies 2 aiil enamaunglawe 1 aiil
6.1.1 aamsnwdasulFauisunuaiuaan
WUNIANENEIUAY 12 2l ANwzaednIsAnEIusazelLanIA
A1919 14 TuanuauitlfAnaanain meta-analysis 11434 4 a1l (Elewski B 2006, Parsad D.
2001, Pierard G.E. 1991, Satrino RA. 1987) tasainldszydamaauougihandaau vise

HARNS LA N0 NN A



=2 dl = & d” o
NITANIN LIE‘E‘U LA ULIRTINUETUNRN

A7 14
Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity
Study pooled
Dupuy P. RCT, DB, PG, 28 128, face, mild — Ciclopiroxolamine 1% cream vs. 25/57 (44%) vs. High
2000 days (28 days) moderate vehicle 11/72 (15%)
Elewski B.E. MC, RCT, DB, PG, 1,162 (50) Ketoconazole 2% foam vs. 239/427 (56%) vs. Very
2007 ITT, 4 weeks vehicle foam vs. 176/420 (42%) poor
Green C.A. RCT, DB, PG, 4 20 (1), face, (£ Ketoconazole 2% cream and 2%  5/10 (50%) vs. Poor
1987 weeks scalp, chest, back) shampoo vs. placebo 0/9 (0%)
Koca R. RCT, DB, PG, 8 84 (6), face, mild — Metronidazole 0.75% gel vs. 18/48 (37.5%) vs. Very
2003 weeks moderate vehicle 10/30 (33%) poor
Siadat A. RCT, DB, PG, 8 56 (3), face Metronidazole 1%gel vs. 12/26 (46%) vs. Very
2006 weeks placebo 2/27 (7.4%) poor
Skinner RB. RCT, DB, PG, 1 37, 8 sites+ Ketoconazole 2% cream vs 18/20 (90%) vs. Very
1985 month vehicle 3/17 (17.6%) poor
Unholzer, A. MC, RCT, DB, PG,  189(0),face, Ciclopiroxolamine 1% cream vs.  24/92 (25% ) vs. High
2002 ITT, 29 days moderate — severe vehicle 8/97 (8.2%)
Zienicke H. MC, RCT, DB, PG, 100 (8), face Bifonazole 1% cream vs. 16/43 (37%) vs. Poor
1993 4 weeks vehicle 10/43 (23%)
(2 weeks)
Study unpooled
Elewski B. RCT, DB, PG, ITT, 459 (0), moderate — Ketoconazole 2% gel vs. effective (IGA Poor
2006 14 days severe Vehicle gel score 0-1) 58/229
(25.3%) vs. 32/230
(13.9%)
Parsad D. RCT,DB, PG,8 44 (6), scalp, face, Metronidazole 1%gel vs. >50% Poor
2001 weeks chest placebo improvement
14/21 (66.7%) vs.
2/17 (11.8%)
Pierard G.E. DB, PG, 4 weeks 50 (11), 7 sites’ Ketoconazole 2% emulsion vs. 72% vs. Very
1991 placebo 5/16 (32%) poor
Satrino R.A. RCT, DB, 4 weeks 40 (0), scalp, face Ketoconazole 2% cream and excellent 95% vs. Very
1987 2% foam-shampoo vs. vehicle 0% (from graph) poor

RCT= randomized controlled trial, DB= double-blinded, CO=cross-over, MC=multicenter, PG=parallel group, ITT=intention to treat

+ 8 sites = scalp, hairline, eyebrows, bridge of nose, nasolabial folds, ear canal, posterior aspect of ear, and chest

++ 7 sites = hairline, eyebrows, forehead, nasolabial folds, retroauricular, presternal, interscapular)



N19ANENIAIUIY 8 atiUingn193LA9ILIT (Siadat A. 2006, Unholzer A.
2002, Koca R. 2003, Dupuy P. 2000, Green C. A. 1987, Elewski B.E. 2007, Zienicke H. 1993,
Skinner R.B. 1985) Anuiugilaeisan 1432 978 A7n funnel plot AIn wlsznay 11 wuns
nazangresanuunInlianning Fomneiedeniannisifuiesnsdneie 8 atu e

=

=2 dl o v v ] v 4 1 . o P4 ] =2 v 1
mmﬂmwmmfaugmmmu@ﬂLmﬂummﬂuﬂqu vehicle ANAALINZANITANHIUBENIN

O_»SE(Iog[RR])

05T

_RR

2
nwdsznau 11 Funnel plot aa9n1saneilFauifausinifnudasiiuaivaen

A9UN133LANLFLTZANTNIN WLIN pooled relative risk MNIADLALBS

AasNNA1 1.60 (95%CI1.40 to 1.81) AannLlsznau 12

Antifungals Vehicle Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dupuy P. 2001 25 57 11 72 44% 2.87[1.55, 5.33] -
Elewski B.E. 2007 239 427 176 420 79.8% 1.34[1.16, 1.54] .
Green C.A. 1987 5 10 0 9 0.2% 10.00[0.63, 158.87] -
Koca R. 2003 18 48 10 30 55% 1.1310.60, 2.10] -
Siadat A. 2006 12 26 2 27T 09% 6.23[1.54,25.18]
Skinner R.B. 1985 18 20 3 17 15% 5.10[1.81,14.39]
Unholzer A. 2002 24 92 8 97 35% 3.16 [1.50, 6.68] -
Zienicke H. 1993 16 37 10 43 42% 1.86 [0.96, 3.59] |
Total (95% ClI) 717 715 100.0% 1.60[1.40, 1.81] ¢
Total events 357 220

Heterogeneity: Chi? = 24.41, df = 7 (P = 0.0010); 1= 71%

Test for overall effect: Z = 7.12 (P < 0.00001) 005 02 ! S 20

Favours vehicle Favours antifungals

Andsenay 12 Forrest plot 2e9gn1finwd@asze e uiueuann



SlefansnunANTlEaNNNIIARELIANLAN AR IHATNEBINNT AN
wiazalll (heterogeneity) WLANHAMNLANANGTW (P = 0.0010, I° 71%) aqﬁmmmwﬁﬁﬂﬁ
\in heterogeneity §Raal§ivin subgroup analysis TagatsunluudaaspniNINaBINI9ANE
WU4IN3ANEN 4 ety lAuA Elewski B.E. 2007, Koca R. 2003, Siadat A. 2006 L&z Skinner
R.B. 1985 Lﬂumiﬁﬂmﬁﬁ@mmwﬁmm (very poor quality) uwazAIAdIaziluamRLeg
heterogeneity AIFANNIANENIA 4 21TaaNaINNNT pooled estimate  HANS subgroup
analysis muAmsnnsAne Taeuemidlu 2 nau Wun AnnMgs LazAMNNAN ATl

naRneiflanunings 2 axfu 1Xurd Dupuy P. 2001 waz Unholzer A.
2002 a1uugtlaeisan 318 918 WANT pooled estimate WU pooled relative risk Tunng

AELALEIARLNNAT RR 3.00 (95%CI 1.86 to 4.84) uazlinu heterogeneity Aaniwilsenay 13

Antifungals Vehicle Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Dupuy P. 2001 25 57 11 72 555% 2.87[1.55, 5.33] —i—
Unholzer A. 2002 24 R 8 97 445%  3.16[1.50,6.68] — &
Total (95% Cl) 149 169 100.0%  3.00[1.86, 4.84] S
Total events 49 19 . .
T

Heterogeneity: Chi? = 0.04, df = 1 (P = 0.84); I?= 0%

—t f f f
Test for overall effect: Z = 4.50 (P < 0.00001) 0102 05 1 2 5 10

Favours vehicle Favours antifungals

=3 dld dl al v dgj o
nUseneu 13 Forrest plot NM3ANHNNAMNINGINITHLWEUENIFW@as iU aan
= pRp o o ¥ . L
naAnNRAN WA 2 2170 1Hun Green C.A. 1987 uaz Zienicke H.
1993 AnuauE{tlaesan s18NaNIg pooled estimate WA pooled relative risk Tun1sRaLaUes

AaENAN 2.30 (95%CI 1.21 to 4.35) wazliwy heterogeneity Aanwilsznay 14

Antifungals Vehicle Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Green C.A. 1987 5 10 0 9 54% 10.00[0.63, 158.87] N D —
Zienicke H. 1993 16 37 10 43 94.6% 1.86[0.96, 3.59] ‘._
Total (95% CI) 47 52 100.0% 2.30[1.21, 4.35] ‘
Total events 21 10 . .

Heterogeneity: Chi? = 1.48, df =1 (P = 0.22); I = 33%

] ]
Test for overall effect: Z=2.55 (P = 0.01) 005 02 ! 5 2

Favours vehicle Favours antifungals

= aa o a P g o
ﬂqWﬂﬁ':ﬁﬂ@U 14 Forest p|0t ﬂJ'ﬂQﬂ’]iﬂﬂHﬁVIM@Mﬂ’]Wﬁl’W]LﬁﬁﬁmLV]EH.IF;IW]’]WML%@@’]HU?;I’M@'M
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Tudunauniadulavin sensitivity analysis Ingin1smaaes pooled estimate
=

Tnsannnissaunisinen 4 atfuniagmunings uazamunwAdinfoaiy aruaugilassan 417

5181 axl@AN Pooled relative risk lun1smaLduadsasn 2.75 (95%CI 1.87 to 4.03) wayluny

heterogeneity Aan wlsznay 15

Antifungals Vehicle Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Dupuy P. 2001 25 57 11 72 356% 2.87[1.55,5.33] —i—
Green C.A. 1987 5 10 0 9 1.9% 10.00[0.63, 158.87] I —
Unholzer A. 2002 24 92 8 97 285% 3.16 [1.50, 6.68] —
Zienicke H. 1993 16 37 10 43 33.9% 1.86 [0.96, 3.59] —
Total (95% ClI) 196 221 100.0%  2.75[1.87,4.03] <
Total events 70 29
Heterogeneity: Chiz = 2.35, df = 3 (P = 0.50); I* = 0% ' )

005 02 1 5 20

Test for overal effect: Z = 5.17 (P < 0.00001) Favours vehicle Favours antifungals

nwilsznail 15 Forest plot 19IN13ANHINNAMNINALAL N BEUNLILIINMNA T

ZEIUQAN

aziiulfidnseneilnauanidungueaaainguninnisdnen  laun
ATUNINES mez@mmw&"ﬁ w’?\@mmimmmjwﬁnﬁwﬁu ANLINaN1TIATIZH (AN pooled
relative risk) ol luuuamaiA ey

nafnen 4 atuldlEinadnsunsaalunnsdiesilEud Elewski B
2006, Parsad D. 2001, Pierard G.E. 1991, Satrino R.A. 1987 WUNANIANE ﬁdﬁv

Elewski B. 2006 AnE1ls@AnSNInaes  ketoconazole 2% gel
Whsnifeusuamaen dagausesiihefiendsz@ninwlunieinm (1GA score Wil 0 1ibe
1) 111 58/229 (25.3%) waz. 32/230 (13.9%) AINAIAL (p=0.0014)

Parsad D. 2001 Wreuiieuilse@nininaes metronidazole 1%gel fiu
&NUADN wm”wE’gﬂqaﬁmmiﬁ{umﬂﬂdf]’é@m: 50 Ha119% 14/21 (66.7%) iumju‘ﬁ'%’%u
metronidazole Was 2/17 (11.8%) Iuﬂ@:NHWM@@ﬂ (p< 0.0001)

Piérard G.E. 1991 @n ketoconazole 2% emulsion WFaILLeILiveN
AN ‘wudﬁﬁ’gﬂwﬁmm@ﬁ%yumrmdﬁ@mz 75 Anlluienas 72 uar 32 AINATAL

(p=0.0008)



N19ANEIE8Y Satrino R.A. 1987 uansnan1sinslugiaesnsiw wiuda
Ej}ﬂQﬂﬁﬁmm?a@”uu’mﬂdﬁ@mz 75 Tunqu ketoconazole 2% cream A ketoconazole 2%
foam-shampoo NA1UU 95% Glummzﬁlmjumm@mﬂu 0% (p< 0.001)

4.6.1.2 svndudasuBandauiuemewdas

v
o

WLUANTANHIRNWIU 2 B1fLl (Chosidow O. 2002, Seckin D 2007) 4424

a o

AUUHINNAN AN NG ANHTTIMARTNIANHIUAAIAIRN1T 15

= A p o Py o o g
M1919 15 ﬂ’]ﬁ‘ﬂﬂ‘]:’r’WlL‘]ﬁﬂ‘LlLV]F;I‘]JF;I’WMrmul,‘ﬁm’]ﬂ‘i_lﬁl’mf]mumm’]

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity
Chosidow O. RCT, OL, PG, NI, 303(21), face, mild- ketoconazole 2% foaming gel vs 51/149 (34%) vs. High
2002 ITT, 28 days moderate Ciclopiroxolamine 1% cream 57/154 (37%)
(28days)
Seckin D. RCT, DB, DD, ITT, 60 (15), face Ketoconazole 2% cream vs. 13/22 (50%) vs. High
2007 4 weeks metronidazole 0.75% gel 11/23 (41%)*

RCT= randomized controlled trial, DB= double-blinded, DD=double dummy, NI=non-inferiority, PG=parallel group, OL=open-labelled, ITT=intention
to treat

*=>70% improvement

Chosidow O. 2002 Ann ketoconazole 2% foaming gel wWEeLauiy
ciclopiroxolamine 1% cream @21 Seckin D 2007 L38LiNg1921914 ketoconazole 2% cream
iU metronidazole 0.75% gel  LWasannslrauiauenlunguiinumafoaiis  ussa

= [~1 a =X 1 o o & . vy K
whauauilusnauazatia agldanunsntiinadwiun pooled estimate 1§ Ads1enuuAaLLN
= o dgj
AINNNIANE AT

HANNIAN®I28Y Chosidow O. 2002 HAuaugidinsaunisAnsvianue
282 3181 wuanlunguinldien ketoconazole 2% foaming gel AfRIN1IRaLIANBIFBENAATIY
34% daulunga ciclopiroxolamine 1% cream AALLY 37% A1 RR 0.92 (95%CI 0.68 to 1.25)

A9un19ANHILe9  Seckin D. 2007 WuEinFaNnsANETIINA 45 918
TunsAnsBaziuualiienImeAatinaIy > 70% Aadardediinismeuauessiasn nax

ketoconazole 2% cream HERINITABLAUBIFALN 50% LHaFaLRLAUNGN metronidazole

0.75% gel 41% A1 RR 1.24 (95%Cl 0.71 to 2.14)
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AN1TINI6  N1FANSN L‘LEEILILVIEI‘LIEI’W]’] FNUTRTNLEINIARIALAALARIAL A

1 111 (Stratigos JD.1988) 921N19ARUAUBIEDNNITNHINAINNIATU > 50%

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity

Study pooled

Katsambas DB, PG, 4 weeks 50 (0), 8 sites” Ketoconazole 2% cream vs. 20/24 (83%) vs. Very

A. 1989 hydrocortisone 1% cream 25/26 (96%) poor

Ortonne RCT, SB, PG, 1 62(3), scalp and Ketoconazole 2% foaming gel 26/29 (90%) vs. Very

J.P.1992 month othersites vs. betamethasone dipropionate 22/30 (73%) poor
0.05% lotion

Pari T.1998 RCT, DB, PG, 4 36 (5), face & trunk Ketoconazole 2% cream vs. 11/17 (64.7%) vs. Medium

weeks clobetasol 17-butyrate 0.05% 12/19 (63.2%)

cream

Study unpooled

Stratigos * RCT, DB, PG4 78 (6), 8 sight” Ketoconazole 2% cream vs. 29/36 (80.5%) vs. Very

J.D. 1988 weeks hydrocortisone 1% cream 34/36 (94.4%) poor

RCT= randomized controlled trial, DB= double-blinded, SB= single-blinded, PG=parallel group, * >50% improvement

+ 8 sites = scalp, hairline, eyebrows, bridge of nose, nasolabial folds, ear canal, posterior aspect of ear, and chest

AN9ANHITIG 3 ITUNTNNNALAIIZY (Pari T. 1998, Katsambas.A. 19809,

Ortonne 1992) Hanuaufilogsan 145 9181 pooled relative risk lun1smauauassiasn 1.02

(95% CI1 0.79 to 1.31) Aanndsznay 16

Antifungals  Corticosteroids Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events  Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Katsambas A. 1989 20 24 25 26 421%  0.87[0.71, 1.05] — &
Ortonne J.P.1992 26 29 22 30 38.0% 1.22[0.95, 1.57] B
Pari T. 1998 11 17 12 19 19.9% 1.02[0.63, 1.67] E
Total (95% Cl) 70 75 100.0%  1.03[0.88,1.21]
Total events 57 59

ity: Chi? = = = 2= 599 f f } t
Heterogeneity: Chi? = 4.89, df = 2 (P = 0.09); I> = 59% 05 07 1 15 )

Test for overall effect: Z = 0.40 (P = 0.69) Favours corticosteroids ~ Favours antifungals

Andsenay 16 Forest plot 189enfiNu@esFeuieuiuaniness indmasas s



AMNNANTIATIERNLINE heterogeneity (P = 0.09, I 59%) a9fa9m
ANNUE MINAINAFIAUANRTNLIINITANENDY Katsambas A. 1989 AzwANFNNAINNIIANTE

[ %

an 2 ey Fefle RR feandt 1 gpdedddfumnanmglaefinsanandaeniili v 3
AsAnefendudasii  ketoconazole  witlaudy  usenmeiAlAgimesesdRlEANN
uAnAnarfual] Katsambas A. 1989 W hydrocortisone 1% cream fednaglunguiitipnnaus
%agl, Ortonne J.P. 1992 1 betamethasone dipropionate 0.05% AANWNLIUNANS Baz Pari
T. 1998 14 clobetasol 17-butyrate 0.05% cream HAMNUNUIUNANEUAY ANUANFITR
ANNUINTBNENNANARTAIAAIAD IRt MUNAziTluaE8Y heterogeneity

Fan1sfneaes Katsambas A. 1989 ennguulauiiauduamipes
Alrdasesdniianuusatios ¥nlHiAn heterogeneity A9AE9AABANANNNITILATIZT LA

n13 Pooled estimate ludlaald fixed effect model AN WUI1 pooled relative risk Tun1g

ABLAURAARENNAT 1.15 (95%CI 0.92 to 1.45) san wilsznay 17

Antifungals  Corticosteroids Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events  Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Ortonne J.P.1992 26 29 22 30 65.6% 1.22[0.95, 1.57]
Pari T. 1998 1 17 12 19 34.4% 1.02[0.63, 1.67]
Total (95% Cl) 46 49 100.0%  1.15[0.92, 1.45]
Total events 37 34

! ] ] ]
0.5 0.7 1 15 2
Favours corticosteroids ~ Favours antifungals

Heterogeneity: Chi? = 0.43, df = 1 (P = 0.51); I?= 0%
Test for overall effect: Z=1.22 (P = 0.22)

6

b4 d’l = o oA dld
A wilsznau 17 Forest plot ‘IJ@\??LI'WVI’W]’]HL‘TT@?’WL‘LE‘EI‘LILV]EI‘LIm_IEI’W]’]ﬂ@ﬁ‘IFIIﬂZQLl}"l’ﬂﬁ"ﬂﬁlﬂ%ﬂ

AN RNANY

daun13AnNE189 Stratigos J.D. 1988 17eLiAeLsEuInNg ketoconazole

2% cream fU hydrocortisone 1% cream wudngileeieainismeedtinatusasas 50 (i

29/36 (80.5%) WAz 34/36 (94.4%) ANNANAL (p> 0.05)

4.6.1.4 sammuaasilFauiisuiuemaiaunglaue
WUNSANENES 1 211U (Dreno B. 2003) Hanuaugilaeison 288 el

wWIaLay ketoconazole 2% cream WA lithium gluconate 8% ointment WLAN1IAALAUDY



FiaeN189v9aeengH tlu 39/136 (28.6%) WAy 78/152 (57.8%) MINATAL ANHOITURINIANTE

LAANAIAITIN 17

=2 a a % d’l a o a a
AT 17 ﬂ’]ﬁ‘ﬁmﬂqﬂﬁ‘ZﬂWﬁﬂ’]Wﬁl’WﬂE‘l’]uL‘ﬁ'ﬂﬁ"]Lﬂ_ﬁ‘ﬂULV]E]UﬂUE]WVI’]@LVIEINﬂ@IIﬁLuﬂ

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity
Dreno B. MC, RCT, DB, PG, 289 (1), face, Lithium gluconate 8% ointment 78/ 152(57.8%) vs.  High
2003 NI, ITT, 8 weeks moderate or severe vs. ketoconazole 2% cream 39/136 (28,7%)

RCT= randomized controlled trial, DB= double-blinded, NI=non-inferiority, MC=multicenter, PG=parallel group, ITT=intention to treat

4.6.2 EMNANARTHLARLADTDERA
4.6.2.1 mmnéum%ﬁ‘immmemﬁLﬂ?ﬂuLﬁﬂuﬁumuaan

WLUANTANHIRIUIU 2 21T (Harris J.J. 1972, Cullen S.I. 1973) N484

RUUNAMINNITAUUIUNAWUAZES ANEIUZIBIUFAZNNIANHIUARIAIAGIS 18

AN919 18 NNgANEsLANENNENMIAaAlAZIAaTat M FaLIs U UL1YAanN

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity
Cullen S.1. RCT, DB, PG, = 20 Betamethasone benzoate 5/10 (50%) vs. Medium
1973 14 days 0.025% gel vs. vehicle 0/10 (0%)
Harris J.J. RCT, DB, PG, 2 391 (88) Betamethasone 17-valerate 52/140 (37.1%) vs High
1972 weeks 0.1% lotion vs. placebo 37/263 22.7(%)

RCT= randomized controlled trial, DB= double-blinded, PG=parallel group

Harris J.J. 1972 An®1en betamethasone 17-valerate 0.1% lotion 214
Cullen S.I. 1973 @n®" betamethasone benzoate 0.025% gel ﬁmf;uﬁfﬂﬂqmw 323 78l

pooled relative risk Tun1spaLARBIABEN 1.77 (95% Cl 1.25 t0 2.52) Asnwlsenay 18



Corticosteroids Vehicle Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Cullen S.I. 1973 5 10 0 10 1.9% 11.00[0.69, 175.86] n

Harris J.J. 1972 52 140 37 263 98.1% 2.64[1.83,3.82] .
Total (95% Cl) 150 273 100.0%  2.80[1.94,4.04] L
Total events 57 37

Heterogeneity: Chi?=1.03, df =1 (P = 0.31); I?= 3%

Test for overall effect: Z = 5.51 (P < 0.00001) 0.01 0.1 ! 10 100

Favours vehicle Favours corticosteroids

nwilsznau 18 Forrest plot 189annAefilaamnaseamilTauiauiuanmasn

4.6.2.2 enmpasiladinasasnilsauifisunuamaasfladinasass
WLNIANHIAUIN 4 A1TU TIIUNARAININAININ WINTAIEN meta-
analysis 1191 3 1fU (Piérard-Franchimont C. 1999, Majerus J-P 1986, de la Brassine M.

1984) Ampaan 1 @il (Wheatley D.1982) Lﬁmmm::uLﬁm%‘@ﬂ@wmmummqmmmm

1 v
aalkf

UL INTN AU ANHULADILAAENNTANHILAAIAIANTIT 19

AN919 19 NNTANEsLANENTneMIAaiAlAdIaTat s FaLaUT UL AR A LARLADIBLA

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity

Study pooled

de la DB, 3weeks 39 (0) C 48.401-Ba cream 14/20 (70%) vs Very
Brassine M. (halomethasone 0.05%) vs. 13/19 (68%) poor
1984 betamethasone valerate 0.1%

cream
Majerus J-P RCT, DB, 3 weeks 22 halometasone 0.05% cream 9/11 (82%) vs. Very
1986 (Sicorten®) vs. betamethasone 10/11(91%) poor

valerate 0.1% cream (Betnelan®)

Piérard- RCT, SB, ITT, 14 40, scalp & face, Hydrocortisone 17-butyrate 19/20 (95%) vs. Very
Franchimont days moderate emulsion vs. betamethasone 13/20 (65%) poor
C. 1999

dipropionate lotion

Study unpooled

Wheatley D. RCT, DB, PG, 3 55, head & neck Hydrocortisone 17-butyrate lotion Total score Very
1982 weeks (scalp, neck, (Locoid®) vs. betamethasone improvement 71% poor
forehead, eyelids valerate lotions (betnovate®) vs. 62%
& pinnae)

RCT= randomized controlled trial, DB= double-blinded, PG=parallel group



9/
[

mmﬂmmmu 3 QUUVIL‘LI’WZQHWEQLV‘]?’]VM Nﬂﬂ?LlﬁiﬂULV]ﬂUﬁlQﬂ’]ﬂ@ﬂQVé ANU
Pierard-Franchimont C. 1999 /7euiiiey hydrocortisone  17-butyrte  emulsion iyl
betamethasone dipropionate lotion @71 Majerus J-P 1986 UWay de la Brassine M. 1984 AN
21 2 palfun halometasone 0.05% cream iFauWauiy betamethasone valerate 0.1%

cream AN Aatidlunng pooled estimate ALALATIEHANIZANTANSN 2 AUTUNRAVINITU

= o 1

HRnuuiilhasu 61 318 A1NNNFAAIIEIA FaeRBN1INNATANL pooled relative risk Tun1g

FALIALIARLN 0.97 (95%CI 0.73 to 1.29) Asn1InLlsenal 19

Halometasone  Betamethasone valerate Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% Cl
de la Brassine M.1984 14 20 13 19 57.1% 1.02 [0.67, 1.56]
Majerus J-P 1986 9 11 10 11 429%  0.90[0.64, 1.26] S E E—
Total (95% Cl) 31 30 100.0%  0.97[0.73,1.29] —eentl
Total events 23 23
Heterogeneity: Chiz = 0.25, df = 1 (P = 0.61); 1= 0% f f f |

0.5 0.7 1 15 2

Test for overall effect: 2 = 0.21 (P = 0.83) Favours halometasone  Favours betamethasone

nwlsznal 19 Forrest plot 484811 Halometasone 0.05% cream wWRaudeuiuen

Betamethasone valerate 0.1% cream

nM3ANEa8Y Piérard-Franchimont C. 1999 HfidingaunisAne 40 318
wBeuiey hydrocortisone 17-butyrte emulsion i1l betamethasone dipropionate lotion
WUINHERIINNTIRBLAURIFREE Y 95% 1Ay 65% AINA1AL AN RR 1.46 (95%CI 1.04 to 2.05)

nsAN®T89 Wheatley D.1982 Wraudiey hydrocortisone 17-butyrate
lotion 71U betamethaaone valerate lotion WL91 total score improve du 71% way 62%

ANNANAL (not significant)

46.2.3 2NNNARSALARLARsAL AT I UA LN NNNAARTS UL
AN
WUNNIANENIAUIL 3 21T NTNNALATIZY meta-analysis a7uau 2 atiy

(Firooz A. 2006, Singwahakul P. 2007) A3ANHINARean 1 @ifl (Rigopoulos D. 2004)

A , ° o PR = A o o = o
Lu’ﬂ\iﬂqﬂiﬂﬁ‘zﬂqquguwﬂqgwNuﬂ’]ﬁl ?Z‘quLWH\?TJH?&L"J@"W]Nuﬂqﬁlﬁ@ﬁﬂ’]??ﬂ‘]ﬂ'q NITANTINN 3

q u

] o

atiulfunguninasian ANl Ao pimecrolimus 1% cream ANWIEIBIUFIATNIIANHILAA

AIBINTN 20
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AN
Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity
Study pooled
Firooz A. RCT,SB, PG, 40 (3), face Hydrocortisone acetate 1% 17/19 (89.5%) vs. Poor
2006 2weeks (4weeks) cream vs. 15/18 83.3%)
pimecrolimus 1% cream
Singwahakul  RCT, DB, PG, 2 90 (13), face or Triamcinolone 0.02% cream vs. 12/58 (20.69%) vs.  Poor
P. 2007 weeks pinnae pimecrolimus 1% cream 7127 (25.93%)
Study unpooled
Rigopoulos RCT, OL, PG, 21 20 (4), face Betamethasone 0.1% cream vs. Both are complete  High
D. 2004 days Pimecrolimus 1% cream resolution of

erythema, scaling
and pruritus at day
9,9and7

respectively.

RCT= randomized controlled trial, DB= double-blinded, SB=single-blinded,, PG=parallel group, OL=open-label.

NN9IANHIAUIL 2 faﬁuﬁL?‘ﬁﬁzjmﬁLmﬁzﬁifmﬂummﬁ“ﬂuLﬁﬂu
pimecrolimus 1% cream Ay hydrocortisone acetate 1% cream (Firooz A. 2006) W@y
triamcinolone 0.02% cream (Singwahakul P. 2007) %qﬁmmmﬁmﬂu mild potency 9884
UNNAsEisan anuaugiloasn 118 918 pooled relative risk lunnspavuauassiann 0.97

(95% C1 0.70 to 1.34) uazlany heterogeneity Asn ndsenau 20

Corticosteroids ~ Pimecrolimus Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Firooz A. 2006 17 19 15 18 61.7% 1.07 [0.83, 1.39)
Singwahanont P. 2007 12 58 7 27 38.3% 0.80[0.35, 1.80] &
Total (95% Cl) 77 45 100.0%  0.97[0.70,1.34] ~ai
Total events 29 22 . .
T

Heterogeneity: Chi? = 0.84, df = 1 (P = 0.36); I>=0%

1 1
T T T
Test for overall effect: Z=0.19 (P = 0.85) 05 07 15 2

Favours pimecrolimus ~ Favours corticosteroids

o

nnilseneaw 20 Forrest plot 9a4enAasflaamasatfi BeLnauiuammNNnasin i fumiv
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daun19ANEN284 Rigopoulos D. 2004 NAneaniiun s Fauieulss@nsnin
9211974 betamethasone 0.1% cream iU pimecrolimus 1% cream WL{N819&489n1 1#ia1n1g

was 78 wazAung ludli 9, 9 uay 7 MNANAL (not significant)

4.6.2.4 smAashladinasanfFaudisunuennInguauy

, = PREpy -
VLNWUﬂW?ﬂﬂHWWUﬂ’]Lﬂm%

[ %

4.6.3 s ANAABsTULYRANAY
m?ﬁﬂ‘iﬂ’m{im\lﬂ 4 a1fu ﬁwmlﬂuma‘ﬁﬂmmm pimecrolimus 1% cream %Ixi
wReusuiusuasn 1 24y Wreumsuiuresalaginasess 3 a1iu (lAnandl8udadinefiv)
4.6.3.1 sninafaszuLARANA UL R auAEUA UEAaN
wuMsAn® 1 21U (Warshaw EM. 2007) iflunsfinsniidipounings
WReuguEnT pimecrolimus 1% cream fugnuaen Auudiey 94 918 Wugn 8
pimecrolimus ﬁé’mmm@mmmﬁu 37/47 (78.7%) wazenuaan 33/47 (70.2%) (p=0.01)

ANHULADINITANHILAAIAIRNTN 21

=2 a a dld ] ay o a [
17N 21 ﬂ’ﬁﬂﬂHWﬂﬁ‘z@Wﬁﬂ’]WﬂWV}’WmN@ﬁ]@?ZUUQNQNﬂ%LlEE]ULVIEIUﬂUE’]M@@ﬂ

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity
Warshaw RCT, DB, PG, 96(2), face, Pimecrolimus 1% cream vs. 37/47 (78.7%) vs. High
E.M. 2007 ITT, 4 weeks moderate-severe placebo 33/47 (70.2%)

RCT= randomized controlled trial, DB= double-blinded, PG=parallel group, ITT=intention to treat

4.6.4 anguAU )

v
WUNMIANHIINA 8 a1l uanmNnguen lFAs
4.6.4.1 gN" Lithium
WUAN9ANEN 2 17 21Tuusn (Dreno B. 2003) lunns3avidiien lithium

gluconate 8% ointment AU ketoconazole 2% cream (ﬂd’]fJVL’ﬂLL?ﬁqﬁlu%qﬁu) A3ANEIAN 1

atfunfBaudiey Lithium gluconate 8% ointment fuenuaan (Dreno B. 2002) v lulfriniging

u
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LAANAIAITIN 22

=2 a a a a = o
F1TIN 22 ﬂ’ﬁﬂﬂ‘i&ﬂﬂﬁ‘t@ﬁﬁﬂ’]WEﬁV]’]@LVIEINL'LE‘EIULV]‘F.IUT']UEI’WM@@T‘]

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity
Dreno B. MC, RCT, DB, 129 (22), face, mod Lithim gluconate 8% ointment 29.1% vs. Poor
2002 PG, ITT, 8 weeks — severe vs. vehicle 3.8%

RCT= randomized controlled trial, DB= double-blinded, MC=multicenter, PG=parallel group, ITT=intention to treat

4.6.4.2 aMNNAN

WUNTIANTA 2 111 ANHUZABUARLNNTIANELAAIAIAITN 23

=2 a a P o
17N 23 ﬂ??ﬂﬂ‘]ﬁf’]ﬂiﬁ@%ﬁﬂ’ﬁ/\lﬂ’]N@NLLE‘EIULVIHUﬂUEWM@@ﬂ

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity

Piérard- RCT, DB, PG, 18, face Ketoconazole 2% + desonide Mean score Very
Franchimont ITT, 3 weeks 0.05% vs. vehicle reduction 92% vs. poor
C. 2002 42%

Veraldi S. RCT, DB, PG, 60 (2), face, mild — MAS064D (sebclair®) vs. 27/40 (68)% vs. High
2008 ITT, 4 weeks moderate vehicle 2/18 (11%)

RCT= randomized controlled trial, DB= double-blinded, PG=parallel group, ITT=intention to treat

a1iuugn (Piérard-Franchimont C. 2002) ANMILINILANIENING BHN
@931 ketoconazole 2% AU enAasAlaaRasess desonide 0.05% uRBtuFeLfUEvaen
Hilogan 18 318 wuinf 3 zﬁ“ﬂmﬁﬁﬂ:LLuummg‘uLLiwmmmmmmm?{ﬂ 92% uaz 42%
ATNANAL

AnsR ANVl (Veraldi S. 2008) WinnsiBauieuemnfinausns
@ﬂﬂqw’éu@ﬁﬂj sfanlsildnesAlaamesans MASOB4D (sebclair’) fugNuaan gilaeisan 58

9§18 WUI1BINTELATU (IGA score 0 %178 1) 27/40 (68%) WAz 2/18 (11%) AMNAIFL



4.6.4.3 EINMIUNIR5LLY
wunMsAN® 1 a1y (Vardy D.A. 1999) wlauiiey Aloe vera emulsion
Auamaen aruugilee 44 318 AnNIRaLAUANFRNT (BINIMNLNTERT) 14/24 (58%) UAY

3/20 (15%) ATNANAL ANHOULIBINITANTILAAIAINIT 24

AN919 24 NNTANEUILANEA NI UUMNAT L FaLAs U ULNYAan

Study Design, duration no. of paticipants Interventions Response rate Quality
of active phase randomized
(maintenance (dropouts), sites,
phase) severity

Vardy DA. RCT, DB, PG, 4-6 46 (2), face, 4-6 Aloe vera gel Resolution& substantial improvement Very
1999 weeks weeks vs. vehicle 58% (14/24) vs 15% (3/20) poor

RCT= randomized controlled trial, DB= double-blinded, PG=parallel group.

AMNNI9ILAZY meta-analysis TBINARWENNIANEHWIIMNATIEY arnnsnagl

UsrAnsninzesenusaznguiilumini e 25

v
19 25 agunannstiasnzilsvAninineeansdnenludupenuaes meta-analysis NIy

= PRy .
NITANINUNIT pooled estimate

naNeN ATUIUNITANE (fiﬂuqulﬁﬂqﬂsqu) Pooled relative risk (95% Cl)

gngnudas
NVADN 4 (417) 2.75(1.87, 4.03)
HNARSTALAALABTREG 2 (95) 1.15 (0.92, 1.45)

gNARsAlAALARSALA NU

81MaeN 2(323) 1,77(1.25, 2.52)
tAesAlAAIARIREA" 3(61) 0.97 (0.73, 1.29)
NHNAsenH ATl 2(118) 0.97 (0.70, 1.34)

* {1 Bauiisisnhalometasone 0.05% cream 11l betamethasone valerate 0.01% cream
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AsAnEn 27 lu 33 ety Neeuenisliielszassainnisanninisuen
(lunflazsuanizennisditamasiaainnaadiasiunislfamnanewinui) dedaulnnif

2INNIRNITLTIMEuArE ANgRLsTiag giiFEnNIRinTsineIN1sdinaALeAIRIge 26

F19799 26 9UFANNINIL0981NIINNLALILAAZEINIIIUUNATNNANEN

gndudas #nasAlAdInasTas A gnlnilasdya #NUARN
Erythema 0-10% 0-7% 0-3.3% 0-12%
Burning sensation 0-18% 0-11% 0-37% 0-10%
Pruritus 0-11% 0-7% 0-3.3% 0-6%
Stinging 0 0 0-13% 0
Dryness 0-14% 0-23% 0-3.3% 0-3%
Worse 0-15% 0 0 0-33%
Reactions 0-4% 0-46.8% 0-32.7%
Others: edema/ acute dermatitis  burning sensation+pustule 3%, folliculitis 3.3% dermatitis <1%,
specified 2% pain 10%, increase seborrhea Increase small

3%,skintension 2.8% papules 3.6%

= [ [ < -4
4.8 HANISANEINISLUAINUNITNALILLIUEN

= = = o o o aAnya e @ o
UNFANTIUNEN 4 QUUANAVNUNA 33 @1‘].|‘LI‘VI1®[§1mmumﬂ’]?ﬂ@mﬂwﬁwfﬂ

v
P Al o =

fuiindounisAnmudsannigaldennAnmn Meazdanvesusaznisdnuiumn

Pari T. 1998 3auiiail ketoconazole 2% cream 11U clobetasol 17-butyrate
0.05% cream Wudqﬁé’gﬂmﬁﬂﬁmﬂwﬁwﬁﬁmm 2 1naUnAIY AL 5088z 30 WAY50 AMNAAL

Ortonne J.P. 1992 wWIaLay  ketoconazole 2% foaming gel U
betamethasone dipropionate 0.05% WL3MN19NAL Sudnfiingn 1 weunamenliinsineily
11/19 (59%) uaz 6/13 (33%) va4Etlag

Firooz A. 2006 iBaiLiney hydrocortisone acetate 1% cream 71 pimecrolius
1% cream wudf]miﬂﬁuLﬂwﬁyﬂut’gﬂqmﬂu’é@mz 17 uazbasaz 16 MNAAL Tunan 4 dUad
NRINEANITINEN

Rigopoulos D. 2004 wWeLiay betamethasone 0.1% cream iU pimecrolius

1% cream wudansnaufiugn lwiun 21 (12 Jundmealinieinun) Tugiaenilu 7/9 (78%)
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Domain

Description

Review authors

judgement

Sequence generation.

Describe the method used to generate the allocation
sequence in sufficient detail to allow an assessment of

whether it should produce comparable groups.

Was the allocation
sequence adequately

generated?

Allocation concealment.

Describe the method used to conceal the allocation
sequence in sufficient detail to determine whether
intervention allocations could have been foreseen in

advance of, or during, enrolment.

Was allocation

adequately concealed?

Blinding of participants,
personnel and outcome
assessors. Assessments
should be made for each
main outcome (or class of

outcomes).

Describe all measures used, if any, to blind study
participants and personnel from knowledge of which
intervention a participant received, Provide any
information relating to whether the intended blinding

was effective.

Was knowledge of the
allocated intervention
adequately prevented

during the study?

Incomplete outcome data.

Assessments should be
made for each main
outcome (or class of

outcomes)

Describe the completeness of outcome data for each
main outcome, including attrition and exclusions from
the analysis. State whether attrition and exclusions

were reported, the numbers in each intervention group

(compared with total randomized participants), reasons

for attrition/exclusions where reported, and any re-

inclusions in analyses performed by the review authors.

Were incomplete
outcome data

adequately addressed?

Selective outcome

State how the possibility of selective outcome reporting

Are reports of the study

reporting was examined by the review authors, and what was free of suggestion of
found. selective outcome
reporting?
Other sources of bias State any important concerns about bias not addressed | Was the study

in the other domains in te tool. If particular
questions/entries were pre-specified in the review’'s
protocol, responses should be provided for each

question/entry.

apparently free of other
problems that could put

it at a high risk of bias?
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SEQUENCE GENERATION

\Was the allocation sequence adequately generated? [Short form: Adequate sequence generation?]

Criteria for a judgement of

'YES' (i.e. low risk of bias).

The investigators describe a random component in the sequence generation process such as:
®  Referring to a random number table;
(] Using a computer random number generator;
e  Coin tossing;
e  Shuffling cards or envelopes;
e  Throwing dice;
®  Drawing of lots;
®  Minimization*.

*Minimization may be implemented without a random element, and this is considered to be

equivalent to being random.

Criteria for the judgement of|

'NO’ (i.e. high risk of bias).

The investigators describe a non-random component in the sequence generation process.
Usually, the description would involve some systematic, non-random approach, for example:

®  Sequence generated by odd or even date of birth;

e  Sequence generated by some rule based on date (or day) of admission;

®  Sequence generated by some rule based on hospital or clinic record number.
Other non-random approaches happen much less frequently than the systematic approaches
mentioned above and tend to be obvious. They usually involve judgement or some method of
non-random categorization of participants, for example:

®  Allocation by judgement of the clinician;

e  Allocation by preference of the participant;

e  Allocation based on the results of a laboratory test or a series of tests;

e  Allocation by availability of the intervention.

Criteria for the judgement of]
‘UNCLEAR'’ (uncertain risk

of bias).

Insufficient information about the sequence generation process to permit judgement of ‘Yes' or

‘No'".

ALLOCATION CONCEALM

ENT

\Was allocation adequately concealed? [Short form: Allocation concealment?]

Criteria for a judgement of

'YES’ (i.e. low risk of bias).

Participants and investigators enrolling participants could not foresee assignment because
one of the following, or an equivalent method, was used to conceal allocation:
e  Central allocation (including telephone, web-based and pharmacy-controlled
randomization);
®  Sequentially numbered drug containers of identical appearance;

®  Sequentially numbered, opaque, sealed envelopes.

Criteria for the judgement of

'NO’ (i.e. high risk of bias).

Participants or investigators enrolling participants could possibly foresee assignments and
thus introduce selection bias, such as allocation based on:

e  Using an open random allocation schedule (e.g. a list of random numbers);




e Assignment envelopes were used without appropriate safeguards (e.g. if
envelopes were unsealed or nonopaque or not sequentially numbered);

° Alternation or rotation;

e  Date of birth;

e  Case record number;

®  Any other explicitly unconcealed procedure.

Criteria for the judgement of
‘UNCLEAR'’ (uncertain risk of
bias).

Insufficient information to permit judgement of ‘Yes’ or ‘No’. This is usually the case if the
method of concealment is not described or not described in sufficient detail to allow a
definite judgement — for example if the use of assignment envelopes is described, but it

remains unclear whether envelopes were sequentially numbered, opaque and sealed.

BLINDING OF PARTICIPANTS, PERSONNEL AND OUTCOME ASSESSORS

\Was knowledge of the allocated interventions adequately prevented during the study? [Short form: Blinding?]

Criteria for a judgement of

'YES' (i.e. low risk of bias).

IAny one of the following:
e  No blinding, but the review authors judge that the outcome and the outcome
measurement are not likely to be influenced by lack of blinding;
(] Blinding of participants and key study personnel ensured, and unlikely that the
blinding could have been broken;
(] Either participants or some key study personnel were not blinded, but outcome
assessment was blinded and the non-blinding of others unlikely to introduce

bias.

Criteria for the judgement of

'NO’ (i.e. high risk of bias).

Any one of the following:
(] No blinding or incomplete blinding, and the outcome or outcome measurement is
likely to be influenced by lack of blinding;
e  Blinding of key study participants and personnel attempted, but likely that the
blinding could have been broken;
(] Either participants or some key study personnel were not blinded, and the non-

blinding of others likely to introduce bias.

Criteria for the judgement of

Any one of the following:

‘UNCLEAR'’ (uncertain risk of
bias).

Insufficient information to permit judgement of ‘Yes’ or ‘No’;

The study did not address this outcome.

INCOMPLETE OUTCOME DATA

\Were incomplete outcome data adequately addressed? [Short form: Incomplete outcome data addressed?]

Criteria for a judgement of

'YES' (i.e. low risk of bias).

Any one of the following:

° No missing outcome data;

(] Reasons for missing outcome data unlikely to be related to true outcome (for
survival data, censoring unlikely to be introducing bias);

®  Missing outcome data balanced in numbers across intervention groups, with
similar reasons for missing data across groups;

(] For dichotomous outcome data, the proportion of missing outcomes compared

with observed event risk not enough to have a clinically relevant impact on the




intervention effect estimate;

(] For continuous outcome data, plausible effect size (difference in means or
standardized difference in means) among missing outcomes not enough to have
a clinically relevant impact on observed effect size;

(] Missing data have been imputed using appropriate methods.

Criteria for the judgement of

'NO’ (i.e. high risk of bias).

Any one of the following:

(] Reason for missing outcome data likely to be related to true outcome, with either
imbalance in numbers or reasons for missing data across intervention groups;

(] For dichotomous outcome data, the proportion of missing outcomes compared
with observed event risk enough to induce clinically relevant bias in intervention
effect estimate;

(] For continuous outcome data, plausible effect size (difference in means or
standardized difference in means) among missing outcomes enough to induce
clinically relevant bias in observed effect size;

®  ‘As-treated’ analysis done with substantial departure of the intervention received
from that assigned at randomization;

(] Potentially inappropriate application of simple imputation.

Criteria for the judgement of
‘UNCLEAR'’ (uncertain risk of

bias).

Any one of the following:
e |nsufficient reporting of attrition/exclusions to permit judgement of ‘Yes’ or ‘No’
(e.g. number randomized not stated, no reasons for missing data provided);

®  The study did not address this outcome.

SELECTIVE OUTCOME REPORTING

Are reports of the study free of suggestion of selective outcome reporting? [Short form: Free of selective reporting?]

Criteria for a judgement of

'YES' (i.e. low risk of bias).

IAny of the following:

e  The study protocol is available and all of the study’s pre-specified (primary and
secondary) outcomes that are of interest in the review have been reported in the
pre-specified way;

®  The study protocol is not available but it is clear that the published reports
include all expected outcomes, including those that were pre-specified

(convincing text of this nature may be uncommon).

Criteria for the judgement of

'NO’ (i.e. high risk of bias).

IAny one of the following:

e  Not all of the study’s pre-specified primary outcomes have been reported;

®  One or more primary outcomes is reported using measurements, analysis
methods or subsets of the data (e.g. subscales) that were not pre-specified,;

e  One or more reported primary outcomes were not pre-specified (unless clear
justification for their reporting is provided, such as an unexpected adverse
effect);

®  One or more outcomes of interest in the review are reported incompletely so that
they cannot be entered in a meta-analysis;

®  The study report fails to include results for a key outcome that would be




expected to have been reported for such a study.

Criteria for the judgement of  |Insufficient information to permit judgement of ‘Yes’ or ‘No’. It is likely that the majority of
‘UNCLEAR’ (uncertain risk of  [studies will fall into this category.
bias).

OTHER POTENTIAL THREATS TO VALIDITY

\Was the study apparently free of other problems that could put it at a risk of bias? [Short form: Free of other bias?]

Criteria for a judgement of IThe study appears to be free of other sources of bias.

'YES' (i.e. low risk of bias).

Criteria for the judgement of  [There is at least one important risk of bias. For example, the study:

'NO’ (i.e. high risk of bias). ®  Had a potential source of bias related to the specific study design used; or

e  Stopped early due to some data-dependent process (including a formal-stopping
rule); or

® Had extreme baseline imbalance; or

° Has been claimed to have been fraudulent; or

®  Had some other problem.

Criteria for the judgement of  [There may be a risk of bias, but there is either:

'UNCLEAR’ (uncertain risk of (] Insufficient information to assess whether an important risk of bias exists; or
bias). (] Insufficient rationale or evidence that an identified problem will introduce bias.
‘]_I??M’Tléﬂﬁ‘ﬂxl

1. Higgins JPT, Altman DG. Assessing risk of bias in included studies. In Higgins JPT,
Green S. Cochrane Handbook for Systematic Reviews of Interventions. Version

5.0.1 [updated September 2008]
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1. Nalinee Poolsup. Principle of Meta-analysis of Clinical Trials. Thai J. Pharm, Sci.

2001; 24(3-4): 81-90.



2. Fpmun Feufen. nsduAuettuiuszuy uay adRenNwlunwndaszunInen.
WNATUTZNAUNNFARUITINATIZLIAINYN. (LONA1TBLANNIAHNE)
3. Cochrane Collaboration Handbook. Analyzing data and undertaking meta-analysis.

2008.
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Sensitivity Analysis
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UTTOUIUNTH
1. Nalinee Poolsup. Principle of Meta-analysis of Clinical Trials. Thai J. Pharm, Sci.
2001; 24(3-4): 81-90.
2. Fprun Feufiew. nsauAuesnauiluszuy uay atRefn 1w lunwndaszuAINeN.

WNANTUTTNAUNTARUIT LN ZTIZUNAINYN. (LBNATBLANNIDTNA)
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Subgroup Analysis in Clinical Trials
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QUOROM Guidelines for Meta-Analyses and Systematic Reviews of RCTs*

Title Identify the study as a meta-analysis (or systematic review) of RCTs
Abstract Use the journal’s structured format
Introduction Present

- The clinical problem

- The biological rationale for the intervention

- The rationale for the review

- An explicit statement of objectives which includes the study population, the condition of interest, the exposure or

intervention, and the outcome(s) considered

Sources Describe
- The information sources in detail (eg databases, registers, personal files, experts, agencies, hand-searching)

- Any restriction (years considered, publication status, language of publication)

Study Selection Describe

- Inclusion and exclusion criteria (defining population, intervention, main outcomes, and study design)
- How clinical heterogeneity was assessed

- Methods used for validity assessment

- The criteria and process used for validity assessment (eg, masked conditions, quality assessment)
- The data abstraction process (eg, completed independently, in duplicate)

- Study characteristics and how clinical heterogeneity was assessed

- The principal measures of effect (eg, relative risk)

- Method of combining results (statistical testing and confidence intervals)

- Handling of missing data

- How statistical heterogeneity was assessed

- Rationale for any a-priori sensitivity and subgroup analyses

Results Present

- A meta-analysis profile summarizing trial flow

- Descriptive data for each trial (study design, participant characteristics, sample size, details of intervention, outcome
definitions, length of follow-up)

- Agreement on the selection and validity assessment

- Simple summary results (for each treatment group in each trial, for each primary outcome)

- Data needed to calculate effect sizes and confidence intervals in intention-to-treat analyses

Discussion Discuss

- Key findings

- Clinical inferences based on internal and external validity

- The results in light of the totality of available evidence

- Strengths and weaknesses

- Potential biases in the review process (eg, publication bias)

- Future research agenda

*Modified from Moher D, Cook DJ, Eastwood S, Olkin |, Rennie D, Stroup DF. Improving the quality of reports of meta-analyses of

randomised controlled trials: the QUOROM statement. Quality of Reporting of Meta-analyses. Lancet 1999;354:1896-900
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Chosidow O. 2002

A8n19AnNE
o o s
diindannisAnin
4
#01uA

inourin1sAmdin

INFANITARDAN

UGN (N/2)

o &
AUUNBELATU (N/1)

o o .
AUMUIUNDBURAI (N/2)

ang (1)

WA (TE/AEY)
NNTUNTNUTS

n.

q.

ad k2
28n19 e

FTELIIANNIANE

AFARNNKA
NMSIANAANE
NARNENIARTIN
% a
AMNITINLAEN
ADH
ITT

MesAuUAYY

Randomized, open-labeled, non-inferiority, parallel group study

France, winter and spring

Age > 18 years, mild to moderate SD (sum of severity score 2 3, but erythema not greater than 2)
of nasolabial folds, alae nasi, and/or eyebrow

Pregnant or lactating, taken systemic antibiotics or had used topical corticosteroids, topical
antifungals, tar, zinc pyrithione, selenium, salicylates or antiseptics on their test lesions within 7
days prior to study entry, and those who had taken oral retinoids within the previous 90 days,
required treatment with ketoconazole foaming ggel for scalp lesion, known genetic or acquired
immunodeficiency, and those who planned to expose themselves to the sun, have facial conditions
potentially interfering with study parameters, e.g. psoriasis and contact dermatitis and patients who
were known to be allergic to one of the test ingredients.

303 (154/149)

282 (147/135)

21 (7/14)

41.1£1.17 in CIC group, 43.24£1.17 in KC group

181/122

Ciclopiroxolamine 1% cream (C(C)

Ketoconazole 2% foaming gel (KC)

Initial phase : CIC twice a day, KC twice a week. Maintenance phase : CIC once a day, KC once a
week

Initial phase = 28 days, but if patients complete resolution at D14 can enter to maintenance phase
and skip D28 followed up, maintenance phase = another 28 days

Baseline, D14, D28, D56

main efficacy = response to treatment
sample size calculation, non-inferiority test, contingency (homogeneity test) based on photographs
Yes

Pierre-Fabre Dermatology Laboratory

Chosidow O, Maurette C, Dupuy P. Randomized, Open-Labeled, Non-Inferiority Study between Ciclopiroxolamine 1% Cream and

Ketoconazole 2% Foaming Gel in Mild to Moderate Facial Seborrheic Dermatitis. Dermatology. 2003;206(3):233.



Cullen SI. 1973
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UGN (N/2)
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LWL (TN81/UEPN)
NNSUNTNLTS

n.
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SAUZINAINNTANEN
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NMIIAHAANE

NARNENIIARTIN
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AINITUNNELA LN

/D5

ImT

msaduayu

Randomized, double-blind placebo-controlled study

Private practice of the investigator, Florida, U.S.
Skin disorders : psoriasis, SD, localized neurodermatitis (LSC), and eczematous dermatoses
(contact dermatitis, atopic dermatitis, dyshidrosis, hand and foot eczema, and nummular eczema)

20 (10/10)

Betamethazone benzoate 0.025% gel (Benisone or Flurobate)
Placebo gel

3 times daily, rubbing in affected areas

= 14 days

Overall rating of degree of improvement : excellent (= 75%), good (50-74%), fair (25-49%), poor
(£ 25%)

Objective findings for disease severity = sum of severity code of index numbers : 0 (none) to 3
(severe) of 4 categories : erythema, thickness, vesicles, scales, crusts and/or excoriations
Quantitative index of improvement = difference between the pre-treatment and the post-treatment
sums

Chi-square, independent t-test

No

Cullen SlI. Selective evaluation of a new topical steroid (betamethasone benzoate). Curr Ther Research. 1973;15(5):243-7

de la Brassine M. 1984

ABNN9ANEN
. o -
HLdnsaun1sAnm
4
annun
e e s
WNLANITARLEN
INUFANITARDAN

AU (N/1)

o S
AUIUNBEYATL (/)

o o o
UUIUNDBUR (N/U)

e (1)
WA (TE/AEN)

NITUNTNLLTS

Double-blind, parallel group comparison

Belgium
SD

Ns

39 (20/19)
39 (20/19)
0



n. Halomethasone 0.05% cream (C48.401-Ba or Sicorten)

. Betamethasone valerate cream (Betnelan)
aa v
aanslfen -
STEZANNTANEN 3 weeks
ANFARNNNA Baseline, week 3
MITARNRANE
NARNENNARTIN Therapeutic result : classify in complete healing of skin lesion, major or moderate improvement, little

or no improvement

an1sdinaAe
An6 -
ITT No
MesaluaYY No

de la Brassine M, Kint A, Lachapelle JM, Tennstedt D. Halomethasone (C 48.401-Ba) for the topical treatment of common dermatoses.

J Int Med Res. 1984;12(5):307-9.

Dreno B. 2002

A8msAnEN Multicenter, randomized, double-blind, placebo-control study

JiinsanmsAnen
zﬁmwﬁl France
innusinsAadin Age 18-65 years, facial SD 2> 2 months, moderate or severe erythema and desquamation
WNLFANITARDEN Any cutaneous diseases requiring a specific topical treatment of the face (atopic dermatitis,

psoriasis), general or local lithium therapy, facial topical or oral immediate release corticosteroids

since less than 2 weeks and slow release corticosteroids since less than 2 months

UGN (N/2) 129 (66/63)
AuaunagATY (n/1) 107 (56/52)
uaunausa (n/a) 22(10/12)

ag ) 19-69 y (mean 38.6£11.6) in lithium group, 19-73 (mean 40.2%14.4) in vehicle group



LWL (TN81/UEYN) 85/44

NIFUNTNLDS
n. Lithium gluconate 8% ointment
. Vehicle
35nsl%en Twice daily
FTALINAINNIANS 8 weeks.
NAAARNKA Baseline, 4" (D28), 8" (D56)
MITARNRANS
NAAWENARTIN clinical and functional symptoms (erythema and desquamation, accounting of comedones and

microcysts, an evaluation of the skin oiliness) and an evaluation by the patient of functional signs

like pruritus, stretching and burning. were rated as absent (0), slight (1), moderate (2), severe (3)

Malassezia furfur presence by scraping

Blood sampling for creatinine, lithium level

Patients assess treatment efficacy and cosmetic properties on 100 mm VAS, compliance by

question.

1° efficacy = Rate of patients showing a complete remission of erythema and desquamation at D28

and D56. complete remission : persistence of slight (score 1) erythema and/or desquamation, all

other cases were considered as no response.

2° efficacy = Rating of objective and functional symptoms, evaluation of treatment effect and



v a
AINITINLALN

ITT

nMsANUAYY

cosmetic properties by the patient on VAS

Fisher's exact test, Student's T tests

Yes

Laboratoire Labcatal (Montrouge, France)

Dreno B, Moyse D. Lithium gluconate in the treatment of seborrhoeic dermatitis: a multicenter, randomised, double-blind study versus

placebo. Eur J Dermatol. 2002 Nov-Dec;12(6):549-52.

Dreno B. 2003
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FTELIIANNTANEN

AFARNKA

NSIARAANS

NARNENNARTIN

Multicentre, randomized,active control parallel-group non-inferiority trial

France

Out patients(men and women aged between 18 and 65 years) with facial SD for at least 2 months
and showing at inclusion both moderate or severe erythema and desquamation

Scalp SD requiring an antifungal, selenium sulphite or corticosteroid therapy, any other cutaneous
disease of theface requiring a specific topical treatment (corticosteroids, antifungals, antibiotics,
retinoids, benzoyl peroxide or QL -hydroxyacids) during the previous 15 days, oral treatment with
cyclones, lithium, antifungals or inhaled corticosteroids during the previous month and systemic
corticosteroids and retinoids during the previous 2 months. SD associated with Parkinson’s disease,
human immunodeficiency virus infection or ears, nose and throat carcinoma, severe concomitant
disease and allergy to any of the tested treatment components

288 (152/136)

254 (135/119)

34 (17/17)

39.2£11.7 in lithium group, 41.3%11.2 in ketoconazole group

183/105

Lithium gluconate 8% ointment (Labcatal)

Ketoconazole 2% emulsion

Lithium was applied twice daily (D0-D56), after facial washing. Ketoconazole was used as a facial
wash morning or evening, twice weekly for the first 4 weeks (D0-D28), then once weekly for the
following 4 weeks (D28-D56). On the other days, wash with the neutral soap.

8 weeks

Baseline (D0), D28, D56

Severity score : objective symptoms (erythema and desquamation), functional signs of the dermatitis



v a
a1NsdnaAE
A0
ITT

MeAuLAYY

pruritus, dryness and burning) and functional symptoms were rated by the investigator and
functional symptoms by the patient as O=absent, 1= slight, 2=moderate, 3=severe . compliance was
assessed by questioning the patient

Main efficacy criterion = success rate defined as complete remission (both erythema and
desquamation scores = 0 at the last visit) without any premature withdrawal for inefficacy or safety.
Partial remission was defined as the persistence of a score of 1 for erythema and/or desquamation,
and all other cases were considered as failure

- secondary efficacy criteria included the rate of patients with complete remission and the rate of
patients with partial remission at D28 and D56. objective and functional symptoms were rated
individually. Treatment effect and cosmetic properties (stickiness, staining effect and ease of
application) were assessed on 100-mm VASs. Safety was assessed on spontaneously reported
adverse events, including functional symptoms occurring immediately after application of the
products

Non-inferiority test, Sample size calculation, Wilcoxon non-parametric test

Yes

Laboratoire Labcatal, France

Dreno B, Chosidow O, Revuz J, Moyse D. Lithium gluconate 8% vs ketoconazole 2% in the treatment of seborrhoeic dermatitis: a

multicentre, randomized study. Br J Dermatol. 2003 Jun;148(6):1230-6.

Dupuy P. 2001
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SAUZINAINNIANEN

AFARNKA

Randomized, vehicle-controlled, double-blind, two-parallel groups study

France

Age > 18 years, mild to moderate (sum of score > 3, but with an erythema score < 2) seborrheic
dermatitis of the nasolabial folds and/or the eyebrows

Taken systemic antibiotics, used topical corticosteroids, topical antifungals, tar, zinc pyrithione,
selenium or salicylates within 7 days prior to study entry, taken retinoids within 30 days, known
genetic or acquired immunodeficiency, and those who planned to expose themselves to the sun
129 (57/72)

87 (43/44) at the end of maintenance phase

42 (14/28)

39.5£13.2 in ciclopiroxolamine group, 38113.7 in vehicle group

81/48

Ciclopiroxolamine 1% cream (CIC)

Vehicle

Twice daily at initial phase, once daily at maintenance phase

Initial phase =28 days, could be reduced by the investigator when total clinical remission of the test
lesions was observed

Maintenance phase = another 28 days

Baseline, intermediate visit (day14), at the end of the initial phase (day 28 or earlier), and at the end

of the maintenance phase (day 56 or earlier)



NMSIARAANS

NAANENI9ARTIN

2 =l
AINITUNELALN
A0
ITT

nsAduAYY

Main efficacy parameter = response to treatment : complete disapprearance of erythema and
scaling (sum=0) on test lesions. Patients with missing data = non-responders

Lesional score : sum of the grading on erythema, scaling and functional signs (pruitus and burning)
of all lesions

Global evaluation of efficacy, tolerance and ease of use : reported by patients at the end of the
study

Local adverse events in all lesions

A 2-test, Wilcoxon’s test, Fisher exact test

yes

Pierre-Fabre Dermatology Laboratory

Dupuy P, Maurette C, Amoric JC, Chosidow O. Randomized, placebo-controlled, double-blind study on clinical efficacy of

ciclopiroxolamine 1% cream in facial seborrhoeic dermatitis. Br J Dermatol. 2001 May;144(5):1033-7.

Elewski B. 2006
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FTULIANNIANEN

AFARNKA

Randomized, double-blind, vehicle controlled trial

24 US centers, May — Nov 04

Baseline signs and symptoms score 2 2 (moderate) for erythema and scaling, = 1 (mild) for
pruritus, and a baseline IGA score of 2 3 (3 = moderate [distinct redness or clearly visible
scalingl,4 = severe [severe erythema or scaling]), negative UPT immediately before study entry
and use of a reliable method of birth control (delineated by the study protocol) throughout the study
were required for women of childbearing potential

Known hypersensitivity to components of the study medication formulation, any skin condition or
disease that might require concurrent therapy or confound the evaluation of drug safety and
efficacy, or treatment with any investigational drug or device within 30 days before enroliment.
Systemic antiseborrheic treatment (antifungals and corticosteroids) and topical treatments
(including coal tar preparations, antiseborrheic and antidandruff shampoos, topical antifungals, and
topical corticosteroids) must have been discontinued 30 and 14 days before enroliment,
respectively. No other topical medications or moisturizers were to be applied to the affected area(s)
during the study, and medicated shampoos were prohibited.

459 (229/230)

442 (222/220)

17 (7/10)

Mean 5217.8 ketoconazole group, 50.4£17.2 in vehicle group

272/187

Ketoconazole 2% gel

Vehicle gel

Once daily

14 days of treatment, follow-up at day 28

Baseline (d0), on-treatment (d7), end of treatment (d14), follow-up (d280



MITANAANS

NAAWENARTIN -primary efficacy:proportion of subjects effectively treated at day 28, “effectively treated”= both
erythema and scaling score of 0 (none)if the baseline score L] 2 or a score of [ 1 (mild) if the
baseline score = 3, IGA score of 0 (clear) or 1 (almost clear) on day 28
- secondary efficacy : the change from baseline in signs and symptoms scores for erythema,
scaling, and pruritus at day 14

RS NGIN Incidence and intensity of AEs, as indicated by subject interview or direct observation at each
study visit. The worsening of a pre-existing condition was reported as an AE. The investigator
determined the causality and graded the intensity of AEs as mild (discomfort, but no disruption of
daily activities [grade 1]), moderate (discomfort of sufficient intensity to alter daily activities [grade
2]), or severe (inability to work or perform daily activities [grade 3]). The incidence and sequelae of
serious AEs were recorded over the duration of the study period. All AEs were followed until they

resolved or a stable clinical end point was reached.

DA 2-way ANOVA, Cochran-Mantel-Haensel general association test
ITT Yes
n’l‘iﬂﬁ’uﬂgu Barrier therapeutics, Inc.

Elewski B, Ling MR, Phillips TJ. Efficacy and safety of a new once-daily topical ketoconazole 2% gel in the treatment of seborrheic

dermatitis: a phase Ill trial. J Drugs Dermatol. 2006 Jul-Aug;5(7):646-50.

Elewski B.E. 2007

ABmsAnm Randomized, double-blind controlled trial
diinsanmsAnen
ﬂmwﬁl 24 US centers, September 2005-july 2006
inouin1sAmdin Immunocompetent subjects aged 12 years or older with mld to severe SD : ISGA score of 2, 3 or 4;

presence of a discrete, evaluable target area of at least 0.5cm2; a score of 2, 3 or 4 for target area
erythema; a score of 2,3 or 4 for target area scaling; and a score of 1, 2, 3 or 4 for target area
induration

INFANITARDAN Confounding concomitant skin disease, known allergy to any components of the study medications,
and use of any investigational therapy within 8 weeks before baseline. Systemic and topical

treatments were discontinued prior to the start of the study

ﬁwmuzﬁu (n/a) 1,162 (427/420/210/105)

fiwmuﬁ‘ﬂgjmu (n/a) 1,112

SnuTineusa (n/a) 50

ang a) 44.3£18.0 in ketoconazole foam group, 45.82£18.0 in vehicle foam group, 44.6£18.0 in

ketoconazole group, 47.1£18.0 in vehicle cream group

WA (T81/9EN) 604/555
NITLNTNLLE
n. Ketoconazole foam (427)
. Vehicle foam (420)
. Ketoconazole cream (210)
4. Vehicle cream (105)
aa v
a7 e -

SAUZINAINNIANEN -



ARARNNEA -

MITANAANE
NARNENNARTIN Primary efficacy end point : the proportion of subjects with “treatment success” (ISGA score = 0 or1
at week4, but if baseline score = 2 must have improved to 0)
Secondary efficacy end point : the proportion of subjects who had “modified treatment success” at
week 4 (ISGA score of 0 or 1, an erythema score of 0 or 1 at the target area, and scaling score of 0
or 1 at the target area, with a minimum improvement of 2 grades for each parameter) and the
proportions of subjects at week 4 with a score of 0 or 1 at the target area for erythema, scaling, and
induration
an198Aeg
AR Cochran-Mantel-Haenzel test (alpha0.05), Fisher exact test
ITT Yes(1,162)
miﬂﬁ'uﬂgu Stiefel Laboratories

Elewski BE, Abramovits W, Kempers S, Schlessinger J, Rosen T, Gupta AK, et al. A novel foam formulation of ketoconazole 2% for the

treatment of seborrheic dermatitis on multiple body regions. J Drugs Dermatol. 2007 Oct;6(10):1001-8.

Firooz A. 2006

A8NsAN® Randomized, investigator-blind, controlled clinical trial
Juinsanmsdnen
@mwﬁl Iran,Jan-Jul 05
inurinsAaLin Patients with facial seborrheic dermatitis
INUFANITARDAN Malignant or active viral lesion on face, received antibiotics or immunosuppressive drugs or photo

therapy 1 month before enrolled to the study, received any topical treatment suspectecedbto affect

facial seborrheic dermatitis 1 week before enrolled

AU (N/1) 40
Auauagasy (n/2) 37 (18/19)
uLAnaus (n/a) 3(211)

ang (1)

28.65£7.75 in pimecrolimus group, 28.6517.44 in hydrocortisone group

WA (TE/AEN) 28/12
NIFUNSTNLES
n. Pimecrolimus cream 1% (Elidel)
. Hydrocortisone acetate cream 1%
501514 Twice daily
FAUZINAINNIANEN 2 weeks
NANFARNNNA Baseline, 2 and 4 week
MITANRANS
NARNENNARTIN Primary outcome : complete disappearance of lesion
Clinical response to treatment assessed on 0-3 scale of pruritus, scaling and erythema
RS RNIGIR burning sensation: 7 in pimecrolimus group, 1 in hydrocortisone group
/DR Fisher's exact test, Mann-Whitney test
ITT No
MeAdUAYY No




Firooz A, Solhpour A, Gorouhi F, Daneshpazhooh M, Balighi K, Farsinejad K, et al. Pimecrolimus Cream, 1%, vs Hydrocortisone

Acetate Cream, 1%, in the Treatment of Facial Seborrheic Dermatitis: A Randomized, Investigator-Blind, Clinical Trial. Archives of

Dermatology. 2006;142(8):1066.

Green C.A. 1987
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SLUZIANNIANEN
AFARNNKA
NMSIANAANS

NARNENIARTIN

.
AINITUNNLAEN

/DG

ITT

MeaduaYyY

Randomized, double-blind, placebo-controlled study

United Kingdom

A persistent red, scaling or crusting eczematous dermatitis affecting principally the paranasal,
eyebrow or moustache areas.

All topical treatment was stopped for at least 2 weeks

20 (10/10)

19 (10/9)

1(0/1)

16-78 (median 34)

10/10

Ketoconazole 2% cream and ketoconazole 2% shampoo

Placebo

Apply a small amount of 2% ketoconazole cream to all areas of skin affected by the rash and to
wash their hair two or three times weekly using 2% ketoconazole shampoo (or placebo)

4 weeks

Baseline, after 2 and 4 weeks

Clinical severity, 4 sites (face, scalp, chest, back), scale 0= none, 1= mild, 2= moderate, 3=severe
Patients assessment : facial rash, scalp scaling and scalp itching, on a 100 mm VAS (none to

severe)

Wilcoxon two-sample test
No

Janssen Pharmaceutical Ltd.

Green CA, Farr PM, Shuster S. Treatment of seborrhoeic dermatitis with ketoconazole: II. Response of seborrhoeic dermatitis of the

face, scalp and trunk to topical ketoconazole. Br J Dermatol. 1987 Feb;116(2):217-21.

Harris JJ. 1972
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Randomized, double-blind, placebo controlled trial



#n Ui USA

inourin1sAmdin SD

INUFANITARDAN Use of medicated shampoo or antibiotic, highly irregular F/U visit, “slight” initial overall evaluation,

diagnoses beyond the protocol specifications

AUIUGN (N/2) 391
ﬁmqu‘ﬁ'ﬂ%imu (n/a) 303 (140/163)
Smnuiineus (n/a) 88

e (1) -

WA (TE/AEN) -

NIFUNTNLES
n. 0.1% micronized betamethasone 17-valerate in isopropyl alcohol
q. Placebo (plain isopropy! alcohol vehicle)
Aannslden Twice daily
SLUZNANNTANEN ~ 2 weeks
NARARNHA Baseline, 2", 3°, 4" or final visits
MITANRANS
NARNENNARTIN Therapeutic response : 1= no evaluation (and reason given), 2 = exacerbation, 3 = poor, no effect,

4 = fair, partial clinical control of condition (less than 50%), 5 = moderate clinical control of

condition (50-75%), 6 = excellent, complete clinical control of condition (75% or more)



Refractory = the condition would not respond readily to treatment, or where previous therapy had

failed

Patients who did not return due to a successful response = excellent, but if due to treatment failure

= poor
ansdinaAe

ADH Wilcoxon two sample t test

ITT unclear

nMsAdUAYY -

Harris JJ. A national double-blind clinical trial of a new corticosteroid lotion: a 12-investigator cooperative analysis. Curr Ther Res Clin

Exp. 1972 Sep;14(9):638-46.

Katsambas A. 1989

ABNgANI Randomized, double-blind, parallel group comparison study
diinsanmsAnen
&mwﬁl Greece
IntuFinIsARLEn SD
InoUsin1sAnaan -
AUIUGN (N/2) 50 (24/26)
Suauflagasu (n/a) 50 (24/26)
Snuiineus (n/a) 0
g (1) -
WA (T81/9EN) -
NIFUNTNLDS
n. Ketoconazole 2% cream
. Hydrocortisone 1% cream
Aan15lden Twice a day on the scalp, face, sternum and ears
SAULINAINNIANEN 4 weeks
NANFARNNNA Baseline, week 2 and 4
MITANRANS
NAAWENARTIN Severity score : eight sites (scalp, hairline, eyebrows, bridge of nose, nasolabial folds, external

auditory meatus, posterior aspect of ear and sternum) and graded numerically at each site into four
categories (erythema, scaling, papules and pruritus) on 0-3 scale (0= clear, 1 = mild, 2 = moderate

and 3 = severe). Maxiumum score = 96



Global evaluations of improvement : total (95-100%), good (75-95%), fair (50-73%), poor (<50%);
the percentage of symptomatic improvements was calculated from the total symptom score
Surface P.ovale colonization assessment : number of colonies > 20 = numerous, 5-20 =

intermediate, < 5 = sparse, and final category of no growth

GRRERRRTEHN -
LhE -
ITT No
MesAuUAYY Janssen Research Foundation

Katsambas A, Antoniou C, Frangouli E, Avgerinou G, Michailidis D, Stratigos J. A double-blind trial of treatment of seborrhoeic

dermatitis with 2% ketoconazole cream compared with 1% hydrocortisone cream. Br J Dermatol. 1989 Sep;121(3):353-7.

Koca R. 2003
38n15AN® Randomized, double-blind placebo-controlled study
JiinsanmsAnen
mmuﬁ' Turkey
inousinnzAALin Age >18 years, mild to moderate SD of the face
INFANITARDAN Taken systemic antimicrobials or used topical corticosteroids, topical antifungals, tar, zinc
pyrithione, selenium, or salicylates within 2 weeks prior to study entry, HIV positive,
AU (N/1) 84
ﬁmmﬁﬂgﬂimu (n/a) 78 (48/30)
Sniinensa (n/) 6 (2/4)
il (ﬂ) 35.9% 5.87 in metronidazole group, 32.01£6.47 in vehicle group
WA (TE/AEN) 48/30
NITUNTNLTES
n. Metronidazole 0.75% gel
q. Placebo(topical metronidazole vehicle gel)
Aanslden Twice daily
TtﬂzLQﬂ’\ﬂ’\?ﬁﬂﬂ’] 8 weeks
AFARNKA Baseline, every 2weeks
MITANAANE
NAANENIARTIN Lesion score : sum of score of 4 sites (eyebrows, dorsal side of the nose, nasolabial folds, and
posterior aspect of the ear) evaluated for erythema, scaling, papules, and pruritus as O=absent,
1=mild, 2=moderate, 3=severe (maximum severity score=48)
Final assessment :excellent (76-100%), good (51-75%), fair (26-50%),poor (0-25%)
aN19ENaAE O=absent, 1=mild, 2=moderate, 3=severe (maximum score=12)
LR Chi-squared test, independent sample t-test and dependent sample t-test
ITT No
MeaduaYY ORVA Pharmaceutical Industry

Koca R, Altinyazar HC, Esturk E. Is topical metronidazole effective in seborrheic dermatitis? A double-blind study. Int J Dermatol. 2003

Aug;42(8):632-5.
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Randomized, double-blind, parallel group comparison study

Luxembourge

Patients suffering from one of the three common dermatoses : atopic dermatitis, seborrheic
dermatitis, contact dermatitis

22 (11/11)

22 (11/11)

0

Halometasone (Sicorten) cream
Betamethasone valerate 0.1% (Betnelan) cream
Twice a day

3 weeks

Baseline, weekly

Severity score : signs or symptoms (inflammation, crusting, scaling, lichenification, excoriation,
induration, exudate, pruritus, pain) graded by 4 point scale (severe, moderate, mild, absent)

Final assessment : healing, improvement, no change

Majerus JP, Reiffers-Mettelock J. Sicorten: a synthetic corticosteroid for topical treatment of common dermatoses. J Int Med Res.

1986;14(1):46-9.

Ortonne JP.1992

A8NN9ANEN
P -
diinsanmsAnen

A
ANUN

inourin1sAmEin

Randomized, single blind, parallel group comparison

France

Adult, SD of scalp associated with othr localizations (eydlashes, nasolabial folds, thorax), clinically



documented by the presence of erythema, scaling, and itching and not been treated for their

condition in the month preceding entry

INUFANITARDAN Pregnant or nursing, HIV positive, pityriasis capitis, psoriasis vulgaris
UGN (N/2) 62 (31/31)
ﬁ'wmuﬁ‘ﬂg'mu (n/a) 47 (26/21)
Snuiineus (n/a) 15 (5/10)
a1¢ (TJ) mean 35%2.2 in ketoconazole group, 41 in betamethasone group
LW (TNE/UEYN) 39/23
NITUNTNLLTEY
n. 2% ketoconazole foaming gel
a. 0.05% betamethasone dipropionate
51514 Initial phase : ketoconaazole twice weekly, betamethasone once daily in the 1% week followed by

once every other day in the second week and then twice weekly until the end of the first month

Maintenance phase : once weekly both

FTELNANIANEN Initial phase= 1 month, maintenance phase= 3 month, wash-out phase=1 month

AFARNKA Baseline, the end of the 1 month, the end of month 4 and 1 month after stopping treatment
MITANAANS

NARNENNARTIN Clinical evaluation : Severity of erythema, scaling and itching of the scalp, eyelashes, nasolabial

folds and thorax on a 4-point scale (O=absent, 1=discrete or mild, 2=moderate, 3=severe)



v a
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Mycological evaluation : the number of P.ovale yeasts: 0=no yeasts, 1=< 5 yeasts/field, 2=5-10

yeasts/field, and 3=> 10 yeasts/field

Global evaluation by investigator and the patient : improvement (excellent, good, moderate or

poor), a responder = excellent or good result

Efficacy evaluation by patient : compare the efficacy of the trial treatment with that of the previous

treatment (s) they had taken

Student’s test, X2 test

No

No

Ortonne JP, Lacour JP, Vitetta A, Le Fichoux Y. Comparative study of ketoconazole 2% foaming gel and betamethasone dipropionate

0.05% lotion in the treatment of seborrhoeic dermatitis in adults. Dermatology. 1992;184(4):275-80.

Pari T. 1998
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Randomized double blind parallel-group comparison

Dermatology clinic in a tertiary hospital, India

Adult patients with seborrheic dermatitis of the face and trunk

On chlorpromazine, cimetidine, alphamethyl-dopa, INAH, steroids, infants and subjects with
Parkinsonism or AIDS

36 (17/19)

31 (15/16)

5 (2/3)

Ketoconazole 2% cream
Clobetasol 17-butyrate 0.05% cream
Twice daily to the affected sites except scalp.

4 weeks.
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Baseline, weekly, checked for recurrence at the end of 3 months

Clinical score : scoring 0-3 of severity, erythema, scaling and papules; Severity : 0 = no lesion, 1 =
mild, 2 = moderate, 3 = severe; Erythema : 0 = no lesion, 1 = faint pink color, 2 = pink color, 3 =
bright red color; Scaling : 0 = no lesion, 1 = only on scraping, 2 = obvious scaling, obvious sheets of
scaling with or without fissuring/oozing; Papules : 0 = no lesion, 1 = 1-10, 2 = 11-20, 3 = >20

1° efficacy: Severity of skin lesions, itching and side effect profile using clinical score

Unclear (loss F/U =5, but No. both group not change)

No

No

Pari T, Pulimood S, Jacob M, George S, Jeyaseelan L, Thomas K. Randomised double blind controlled trial of 2% ketoconazole cream

versus 0.05% clobetasol 17-butyrate cream in seborrhoeic dermatitis. J Eur Acad Dermatol Venereol. 1998 Jan;10(1):89-90.

Parsad D. 2001
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Randomized, double-blind placebo controlled trial

India

Patients with seborrheic dermatitis, diagnosed by clinical criteria, wash out : 2 wk of all topical

treatments

44 (22/22)

38 (21/17)

6 (1/5)

19-40 (mean 23.8) in metronidazole group, 20-38 (mean 24.2) in vehicle group

29/15
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Metronidazole 1% gel

Vehicle gel

Twice daily

8 weeks

Baseline, Z”d, 4m, Gm, 8" week

Initial : mean severity score; examined at 6 sites (scalp, eyebrow, bridge of the nose, nasolabial

folds, posterior aspect of the ear and the chest) and graded at each site for erythema, scales,

papules and pruritus on a scale from 0-3 ; 0=clear, 1=mild, 2= moderate, 3= severe

Final : global evaluation ; total clearing (>70%), marked improvement (>50-70%), moderate

improvement (25-50%), slight improvement (<25%)

Fisher's exact test, Student’s t test, X2 test with or without Yates’ correction

No

No

Parsad D, Pandhi R, Negi KS, Kumar B. Topical metronidazole in seborrheic dermatitis--a double-blind study. Dermatology.

2001;202(1):35-7.

Piérard-Franchimont C. 1999
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Randomized, single blind, parallel group comparison
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Belgium

Adults, aged 20-64 years, chronic, moderately severe SD of the scalp and face, a squamometry
value > 20, not been treated for their dermatosis within 3 weeks before the study

40 (20/20)

40 (20/20)

0

20-64 (mean 40£13)

NIFUNTNLES
n. HCB-E
. BMD-L
38nsl%en Twice daily
SUZINAINNIANEN until clearance of lesion, and for a maximum of 2 weeks, whichever occurred first.
NARARINNA Baseline, 3, 7, 14 days
MIIARRANE
NARNENIIARTIN Total score of symptoms : sum of the erythema, scaling, and pruritus scores, graded in 5 point
scale ranging from nil (0) to very severe (4)
Squamometry = an overall index of scaliness
Computerized image analysis : extent of serum exudate (red-brown amorphous deposits) = %
surface area. The number of both parakeratotic cells and lymphocytes present per square
millimeter of stratum corneum.
CRURPLRRIEEN -
AnB Variance analysis, Student’s paired t-test or Wilcoxon’s paired rank-sign test, Student’s t-test or
Wilcoxon’s rank sign test
ITT Yes
MesaduaYY No

Pierard-Franchimont C, Willemaers V, Fraiture AL, Pierard GE. Squamometry in seborrheic dermatitis. Int J Dermatol. 1999

Sep;38(9):712-5.

Piérard-Franchimont C. 2002

WAL (TN81/AEYN)
NSUNITN UL

n.

AaMsAnEN Randomized, double blind placebo controlled
JiinsanmsAnen
mmuﬁ' Belgium
inousinnzAALin Patients with facial seborrheic dermatitis, healthy, not under medication
INDUFINNTARAAN -
UGN (N/2) 18 (9/9)
f-%ﬁmwﬁ'mg:mu (/) 18 (9/9)
SnnuTineusa (n/a) 0
21l (1) 23-47

Combination of 2% ketoconazole and 0.05%desonide in clear transparent anhydrous gel
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Vehicle
Once daily
3 weeks.

Baseline, 2, 4 and 8 weeks after active treatment phase

SquamometryX - scaling, Mexameter - erythema, overall clinical severity assessment by analogue
scale from 0 (no lesions) to 10 (severe lesions)

Median and ranges, nonparametric unpaired Mann-Whitney test, nonparametric paired Friedman
test followed by Dunn’s post-hoc test

Yes

No

Pierard-Franchimont C, Goffin V, Decroix J, Pierard GE. A multicenter randomized trial of ketoconazole 2% and zinc pyrithione 1%

shampoos in severe dandruff and seborrheic dermatitis. Skin Pharmacol Appl Skin Physiol. 2002 Nov-Dec;15(6):434-41.

Piérard G.E. 1991
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Double-blind, placebo-controlled trial

Belgium

Clinical diagnosis of SD at = 1 of seven sites (hairline, eyebrows forehead, nasolabial folds,
retroauricular, presternal, interscapular)

Patients treated with antifungals or corticosteroids during the previous 2 weeks, those presenting
only SD of the scalp or suffering from a serious concomitant disease, and patients known to be
unreliable were excluded

50

39 (23/16)

11(2/9)

42/8

Ketoconazole 2% emulsion
Vehicle

Twice a day

4 weeks

Baseline, 2 and 4 weeks

Symptoms scaling, papules, pruritus and redness were evaluated at each visit and rated on a four
point scale (O=absent, 1 = slight, 2 = moderate, 3 = severe)

D-squame : Pityrosporum load on the surface = the number of yeasts seen on the disc in the
interfollicular space, rated on a four point scale (I=< 10/mm2, Il = 10-100/mm2, IIl = 100-500/mm?2,
IV = >500/mm2)

Sebutape test: sebum excretion rate
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Wilcoxon test (two-tailed), Mann-Whitney U test (two-tailed)

No

Pierard GE, Pierard-Franchimont C, Van Cutsem J, Rurangirwa A, Hoppenbrouwers ML, Schrooten P. Ketoconazole 2% emulsion in

the treatment of seborrheic dermatitis. Int J Dermatol. 1991 Nov;30(11):806-9.

Rigopoulos D. 2004
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Randomized open-label, active controlled trial

Greece

SD

Other dermatoses of the face, topical treatments during the 14 days before inclusion in the protocol,
systemic retinoids during the 6 months prior to entry the study, pregnancy or lactation. Patch tests
with the standard European series were performed in all patients to exclude contact dermatitis

20 (11/9)

15 (10/5)

5(1/4) by day 7. By day 9 all patients had discontinued treatment, because all symptoms were
absent

24-45 (mean 36.4 ) in pimecrolimus group, 24-47 (37.2) in betamethasone group

16/4

Pimecrolinus 1% cream

Betamethasone 17-valerate 0.1% cream

Thin layer, twice daily

discontinue treatment as soon as symptoms were absent. On day 21 all patients with a disease flare
started treatment with pimecrolimus 1% cream, and were re-examined after 3 days

Baseline, days 4, 7, 9, 15, 21 and 24

Erythema, scaling and pruritus : using a 4-point scale, 0=absent, 1=mile, 2= moderate, 3 severe

Friedman two-way analysis of variance by ranks, Wilcoxon-Mann-Whitney test

No
No

Rigopoulos D, loannides D, Kalogeromitros D, Gregoriou S, Katsambas A. Pimecrolimus cream 1% vs. betamethasone 17-valerate

0.1% cream in the treatment of seborrhoeic dermatitis. A randomized open-label clinical trial. Br J Dermatol. 2004 Nov;151(5):1071-5.

Satriano RA. 1987
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Randomized double-blind placebo-controlled followed by open study
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Italy
Age 17-54 years, suffering from SD > 5 years, scalp or face

40

17-54 (median 29,35)
28/12

Ketoconazole 2% cream for face, ketoconazole 1% foam for scalp

Placebo

Cream = twice a day, shampoo = twice a week

First double-blind phase = 4 weeks, then patients who took placebo have continued open phase
with active substance for another 4 weeks

Baseline, 2 and 4 weeks after treatment

A score of erythema, peeling, pruritus giving 0-3 scale: 0 = absent, 1 = moderate, 2 = marked, 3 =
severe.

Microscopic examination : a presence of P. ovale
Two tails Mann-Whitney U test

No

Janssen Pharmaceuticals

Satriano RA, Florio M, Grimaldi Filioli F, Gregori S. [Seborrheic dermatitis: use of ketoconazole cream and shampoo. Double-blind

study versus placebo]. G Ital Dermatol Venereol. 1987 Nov;122(11):LVII-LX.

Seckin D. 2007
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Randomized double-blind parallel group comparison study

Outpatient Dermatology Clinics, Department of Dermatology, Turkey. Jun 2002 — Dec 2003

Age > 14 years, facial SD at least last 2 month

Coexistent psoriasis, rosacea and acne vulgaris or any other dermatoses involvimg face, HIV

positive, allergy to imidazoles, used any topical and systemic treatment in previous 2 and 4 week



respectively, severe SD requiring systemic treatment or very mild sidease with a basiline score < 5,

wash out-at least 2 month

UGN (N/2) 60 (30/30)
ﬁﬂuquﬁﬂfgmu (n/a) 45 (22/23)
Smuufineusa (V1) 15 (8/7)
2g (TJ) Mean 34.7 in ketoconazole group, 42.1 in metronidazole group
LW (TNE/UEYN) 33/20
NIFULNTNLLDY 2 group with double dummy technique
n. Ketoconazole 2% cream with Metronidazole gel as vehicle
. Metronidazole 0.75% gel with ketoconazole cream as vehicle
Aannsldien Metronidazole or its vehicle in the morning and ketoconazole or its vehicle in the evening
SUZINAINNTANEN 4 weeks.
AFARNEA Baseline, 2™, 4" weeks
MIIANRANE
NAANENINARTN Clinical severity score : six parts of face (eyebrows, forehead, cheeks, nasolabial sulci, chin and

ears) evaluated in erythema and desquamation by 0-3 scale (0=absent, 1=mild, 2=moderate,

3=severe)

Global evaluation by both patients and the investigator at week 4 to evaluate the improvement

achieved at the end of therapy as significant, moderate, mild or as no improvement,
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Primary endpoints : percentage change in clinical severity score and the number of patients

achieving more than 70% improvement

Secondary endpoints : global improvement and frequency of side-effects in each group

recorded at the second and 4" weeks and graded as mild, moderate or severe

Chi-square test and independent samples t-test, Repeated measures ANOVA and least square

difference (LSD) multiple comparison tests

Yes

Bilim and Orva pharmaceutical companies (ketoconazole cream and metronidazole gel)

Seckin D, Gurbuz O, Akin O. Metronidazole 0.75% gel vs. ketoconazole 2% cream in the treatment of facial seborrheic dermatitis: a

randomized, double-blind study. J Eur Acad Dermatol Venereol. 2007 Mar;21(3):345-50.

Siadat A. 2006
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Randomized, double-blind vehicle-controlled trial

Iran

Patients with seborrheic dermatitis, confirm by dermatologist, age > 18 years
- use systemic antibiotics or topical zinc, selenium or salicylic acid in the recent 2 weeks or retinoic
acid in the recent 30 days or systemic antifungal or immunosuppressive drug in recent 3 months
- systemic illness and pregnant and lactating women

56 (18/38)

53 (16/37)

3(211)

18-54, mean 27.4 in metronidazole group, mean 25.5 in vehicle group

18/38

Metronidazole 1% gel

Vehicle (hydroxypropy! cellulose0
On face

8 weeks

Baseline, 2, 4,6 and 8 weeks after starting the treatment

Severity score: 4 parts of face (eye brow, retroauricular areas, dorsal side of nose and nasolabial

folds), 4 signs(erythema, scaling, pruritus, papules) were evaluated and scored from 0-3 in each
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areas(0=absent,1=mild, 2=moderate, 3=severe), maximum score was 48.

Severity of itching : evaluated by visual analogue scale (VAS) ; point 0 = no pruritus, point 10= most
severe pruritus. point 1 -3 = mild, point 4 - 6 = moderate and 7 — 10= severe pruritus.

Student’s t test

No

No

Siadat AH, Iraji F, Shahmoradi Z, Enshaieh S, Taheri A. The efficacy of 1% metronidazole gel in facial seborrheic dermatitis: a double

blind study. Indian J Dermatol Venereol Leprol. 2006 Jul-Aug;72(4):266-9.

Singwahanont P. 2007

A8NN9ANEN
o o s -
diinsanmsAnen

A
ANUN

inourin1sAmdin

INFANITARDAN

AU (N/2)
. &
[NUIUNALIATU (N/2)

o o o
AUIUNDBUR (N/1)

Randomized, double-blind, three parallel group comparison

SWU, BKK, Thailand

ageZ 10 years, both sex, clinical diagnosis of SD at least 1 site (face, ear pinnas), recurrence of

SD at least 3 times a year or persistent,

Lesion only at scalp, history of allergic contact dermatitis that use topical glucocorticoids,

ketoconazole cream or clotrimazole cream, sensitivity to macrolides groups, take topical treatment

or systemic treatment for SD in 2 weeks before study entry, respectively, immunodeficiency, HIV

infection SD which co-infection with bacteria, virus or fungus, severe SD that involved large area

and need systemic treatment, pregnancy and lactation

90 (30/30/30)

71 (22/24/25)

19



a1y @) mean 31.84+9.98

WA (TE/AEN) 34/56
NITUNTNLLTES

n. Active : TA 0.02% cream, maintenance : ketoconazole 2% cream

4. Active : TA 0.02% cream, maintenance : clotrimazole 1% cream

A. Active : pimecrolimus 1% cream, maintenance : pimecrolimus 1% cream

35nsl%en All treatments apply twice daily

FTELIIAINNTANE 2 phase : disease active phase = 1-2 weeks, maintenance phase = 2 weeks

NABIARNNA Baseline, 1 X 2™ week, 1 week after maintenance phase, 12 weeks after maintenance phase
MITANAANE

NAAWENARTIN Mean clinical score : sum of mean erythema score and mean scaling score, 0 - 2 = mild, 2 - 4 =

moderate, 4 - 6 = severe

Long term efficacy : no. of patients with clear of lesion and no recurrence at 12 weeks after

maintenance phase

Short term efficacy : no. of patient with clear of lesion or reduction of severity = 90% at 1 week after

active phase

RGPS IEN Evaluate by doctor and questionnaire to patients

A0R Descriptive, chi-square test, one-sample Kolmogorov-Smirnov test

ITT No



MSAUUAYY No

Tenre Renmzuud. 2550, By lwus (.. (Aa3nen)). Add. Author 1usi3 gasnnieng, T wasdan.

Skinner Jr RB. 1982

FEMsANEN Double-blind vehicle controlled trial
o o s -
diinsanmsAnen

#01UN Tennesse, USA

inourin1sAmdin SD

WNLFANTARDEN -

UGN (N/2) 37

. d
[UIUNALIATU (N/1)
. 4.

AIUIUNNBURY (/1) -
ang (1) -

WA (T8I/9EN) -

NITHNTNLTES
n. Ketoconazole 2% cream
9. Vehicle cream
Aannslden Scalp, face and ears twice daily
FTUZNANNIANEN 1 month, if vehicle group not improved, they were placed on the 2% ketoconazole cream for a open
study
ARARNKA Baseline, every 2 weeks
MITANAANE
HAANENINARLN Clinical severity score : 8 sites (scalp, hairline, eyebrows, bridge of nose, nasolabial folds, ear
canal, posterior aspect of ear, and chest), 4 categories (erythema, scaling, papules, and pruritus),
4 point scale (0 = clear, 1 = mild, 2 = moderate, 3 = severe )
Global evaluations : total clearing (95-100% improvement), good (75-95% improvement), fair (50-
70% improvement) and poor (< 50% improvement)
M. ovalis colonization
ansdinaAe -
A0 )
ITT No
mMeauuaYY No

Skinner Jr RB, Noah PW, Taylor RM, Zanolli MD, West S, Guin JD, et al. Double-blind treatment of seborrheic dermatitis with 2%

ketoconazole cream. Journal of the American Academy of Dermatology. 1985;12(5, Part 1):852-6.

Stratigos J.D. 1988

A8nN9ANEN Randomized double-blind, parallel group comparison study
diinsanmsAnen
A07uA Belgium

inourin1sAmEin SD



INUFANITARRAN

AU (N/1)

. 4,

[UIUNALATU (N/2)

. d .

UUIUNDDURAY (N/T)

ang (1)

WA (TE/AEN)
NTUNTNUTLS

n.

q.

ada v

25M19 e

FTELIIAINNIANEN

AFARNNEA
NMSIAHRANE

NAAWENIARTIN

v a
BINITUINLAEN
/DR
ITT

MeAUUAYY

78

72 (36/36)

6

18-78 (median 34) in ketoconazole group, 18-73 (median 32) in hydrocortisone group
36/36

Ketoconazole 2% cream
Hydrocortisone 1% cream
Once daily

1 month

Start, after 2 weeks, and after 1 month of treatment

Severity score : 8 sites (scalp, retroauricular area, eyebrows, hairline, nasolabial folds, sternum,
external ear canal, and bridge of the nose) graded in 4 categories (erythema, scaling, papules, and
itching) on a scale of 0-3, with O=absent, 1= mild, 2= moderate, and 3= severe

Global evaluation : total clearing (95%-100% improvement), good (75% - 95% improvement), fair
(50%-75% improvement), poor (<50% improvement). Response = sum of total, good, and fair
improvement

Mann-Whitney U test

No

Stratigos JD, Antoniou C, Katsambas A, Bohler K, Fritsch P, Schmolz A, et al. Ketoconazole 2% cream versus hydrocortisone 1%

cream in the treatment of seborrheic dermatitis. A double-blind comparative study. J Am Acad Dermatol. 1988 Nov;19(5 Pt 1):850-3.

Unholzer A. 2002

=
A8n9AnNE
o o s
giindannisAnin
4
#01uA
inourin1sAmdin

INUFANITARDAN

UGN (N/2)

. &
[UIUNALIATU (N/1)
. 4.
AUIUNNBULY (/1)
ang (1)

WA (T8/EYN)

Multinational, multicenter prospective randomized double-blind parallel group comparison, Nov

1995- Sep 1997

14 centers in Australia and New Zealand

Adults male or female with moderate to severe facial seborrheic dermatitis

Hypersensitivity to ciclopiroxolamine, skin disease in face, such as acne, rosacea or dermatophytic
infection, severe progressive disease in particular HIV infection, participated in another clinical trial
within 30 days preceding the beginning of the study, pregnant or nursing women, excessive use of
cosmetics, topical or systemic treatment with antimycotic agents or glucocorticoids within 14 days
prior to study entry and systemic treatment with short acting and long acting antihistamine within 7
days and 2 months prior to study.

189 (92/97)

189 (92/97)

0

45.1£16.7 in ciclopiroxolamine group, 44.5%15.0 in vehicle group

139/50



NITUNTNLLTS

n. Ciclopiroxolamine cream 1%
. Vehicle
A5n15lden Twice daily as a thin film to the affected skin areas and to clinically unaffected skin areas

surrounding them to the extent of approximately 2 cm

STEZANNTANEN 29 days
ANRARINES Baseline, 7, 14 and 28 days
MITANAANE
NARNENIIARTIN Global evaluation : 0=complete absence of signs or symptoms, 1= mild involvement, 2= moderate

involvement and 3= severe involvement

Primary efficacy: improvement of seborrheic dermatitis bhy at least one category in this global
evaluation from baseline to the end of treatment

Secondary efficacy : 1. reduction of sum scores of clinical sign from baseline to end of treatment
(the symptoms and signs comprising itching, burning, erythema and scaling evaluated in 4 point
scale : 0= absent, 1= mild, 2= moderate and 3= severe manifestration 2. patients evaluated
cosmetic acceptability : excellent, good, fair and poor

The patient’'s compliance by investigator: yes, questionable, not assessable, no

RS RNGIN At the end of treatment, the investigator and the patient globally assessed tolerability : excellent,

good, fair and poor

/DR The van Elteren test : explorative analysis of the secondary efficacy variables
ITT Yes
msﬂﬁ’umqu Aventis Pharma Deutschland GmbH, Bad Soden, Germany

Unholzer A, Varigos G, Nicholls D, Schinzel S, Nietsch KH, Ulbricht H, et al. Ciclopiroxolamine Cream for Treating Seborrheic

Dermatitis: A Double-Blind Parallel Group Comparison. Infection. 2002;30(6):373.

Vardy DA. 1999

ABmsAnm Randomized, double-blind, placebo-controlled trial
duingsanmsAnen
amw‘?‘i Israel
inourin1sAmdin Clinical diagnosis of seborrheic dermatitis, wash out 2 weeks of topical medication
inousin1sAnaan Age < 18 years, pregnant
AUIUGN (/1) 46
Suauflagasy (n/a) 44
Sniinensa (n/) 2
a1g (ﬂ) 44.3 in alo vera group, 45.7 in vehicle group
LWL (TNI/UEYN) 16/28
NITUNTNLTES
n. Alo vera emulsion
. Vehicle (Aquosum cream)
501514 Gentle massage, twice daily
FTUZINAINNIANEN 4-6 weeks
ARARNNHA Baseline, weekly intervals

NSIARAANS



NARNENNARTIN

v -
BINITUINEALN
/00
ITT

MeAUUAYY

Physicians ; 3 categories were rated : erythema and scaliness (none, mild, moderate or severe)
and pruritus (none, some or severe). Numbers of facial sites with clinically evident SD (hair-line,
eyebrows, eyelids, nasolabial folds, chin, posterior auricular area, external ear and other sites)
Physicians and patients ; Global improvement : resolution, substantial, some improvement, no
change or worse. Responders = resolution and substantial improvement, non-responders = some
improvement, no change or worse.

Recorded by the physicians and/or patients

Mann-Whitney nonparametric test, Chi-squared test.

No

No

Vardy DA, Cohen AD, Tchetov T, Medvedovsky E, Biton A. A double-blind, placebo-controlled trial of an Aloe vera (A. Barbadensis)

emulsion in the treatment of seborrheic dermatitis. J Dermatol Treatment. 1999;10:7-11.

Veraldi S. 2008
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e (1)

WA (TEI/AEN)
NISUNTNLES

n.

a.

Aannslden

TTEUZNANNIANEN

NANFARNNNA
MITARNRANS

NARNENNARTIN

A pilot, randomized, double-blind, parallel-group, vehicle-controlled phase IV study

Italy and USA, winter and spring (Feb-May 2005)

Age = 18 years, clinical diagnosis of SD localized to the face and IGA score of 2 (mild) or 3
(moderate) at study entry and mild to moderate erythema and scaling = 2 sites (forehead, retro-
auricular flds, eyebrows, eyelids, nose, nasolabial folds), topical or systemic medications : 14-day
wash-out period

Any concomitant dermatitis (eg. Acne, rosacea, contact dermatitis) on the face, history of allergy to
the component of MAS064D, participation in previous study sponsored by Sinclair Pharmaceuticals,
current pregnant or breast feeding, unwillingness of any female candidate to agree to use adequate
birth control, history of substance or alcohol abuse or any others psychological condition that might
have adversely affected patient’'s co-operation with the study measurements, HIV positive or AIDS
60(40/20)

58 (40/18)

2 (0/2), loss F/U after baseline visit

49.79416.05 in MAS064D group, 44.882£9.38 in vehicle group

47/13

MAS064D (sebclair) (40)

Vehicle (20)

Rescue medication : 7-day course of desonide 0.05% cream in patients who experienced a flare of
SD during the study and who required non-study measures to control signs and symptoms. Patients
were withdrawn from the study if they required any interventions additional to this rescue
medication.

Three times daily, apply on face and continue even if their condition resolved

28 days

baseline (d1), d14 (2), d28 (£2)

Primary endpoint : IGA score at d28 compared with baseline [graded on a scale of 0 (clear) to 4



v a
AINITTNLALN

A0

ITT

MeAUUAYY

(serious0], a score of 0 (clear) or 1 (almost clear) are success, a score of 2 to 4 (mild, moderate or
serious) are failure
Secondary endpoint :
- IGA score d14 ; investigators assess of erythema and scaling in 0-3 sclae
- patient assessment of burning/stinging and pruritus grade on 100 mm VAS ; 0=none/excellent,
100= extremely bad.
- Patients’ assessment of global response to study substance graded on a score of -1 (worsening
from baseline) to 3 (complete resolution)
- resort to rescue medication
- QOL; questionnaire at the end of trial in terms of “much happier/much more satisfied”.
“happier/more satisfied”, “feel same”, less happy/satisfied”,
- Opinions on various cosmetic aspects of the study substances and their preparedness to continue
using which ever substance they had been randomized to
Reported by patients or observed by investigators were recorded
Fisher's exact test, Student’s t-test (parametric variables),Chi-squared/Fisher's exact test (non-
parametric outcomes)
Yes

No

Veraldi S, Menter A, Innocenti M. Treatment of mild to moderate seborrhoeic dermatitis with MAS064D (Sebclair), a novel topical

medical device: results of a pilot, randomized, double-blind, controlled trial. J Eur Acad Dermatol Venereol. 2008 Mar;22(3):290-6.

Warshaw E. M. 2007

A8NsANE Randomized double blind placebo controlled, single center
diinsanmsAnen
amiﬁ'{ USA. Sep 03- Nov 04
Inourin1sAmdin Age >18y, moderate to severe facial seborrheic dermatitis ( facial target area erythema score at
least 2 and facial total target area score at least 4), no active bacteria, viral or fungal infection of
head and neck
INDUFINNIARAAN

allergy to component of pimecrolimus cream 1%,active perioral dermatitis, acne vulgaris, rosacea,

poorly control chronic condition(cancer, neurologic conditions or HIV infection) and pregnant and

nursing women



UGN (N/2) 96 (49/47)

ﬁﬁuquﬁﬂfgﬁm (n/a) 94 (47/47)
ﬁﬂuquﬁa@uﬁa (n/a1) ITT=94,PP=87, withdrawn 2 (vehicle group)
ang @) 59.5£13.9 in pimecrolimus group, 59.6£16.2 in vehicle group
WA (T8/MEDN) 85/11
NITUNTNLLTEY
n. Pimecrolimus cream 1%
. Placebo
35nslden Thin layer twice daily for 4 weeks
STEZANNTANEN 4 weeks
NARARNNA Baseline, 2", 4" weeks
MITANAANE
NAAWENARTIN Assessments for the face and chest : Total target area score = sum of erythema and scale target

area scores(0-6scale), IGA of disease severity : 5-point scale of 0 (clear, no clinical evidence of

seborrheic dermatitis overall), 1 (almost clear, minimal evidence),2 (mild, mild evidence),3

(moderate, moderate evidence), 4 (severe, severe evidence)

Primary efficacy : change from baseline of total target area score at week 4

Secondary efficacy : change from baseline of erythema and scale target area scores t week4,

percentage of patients who were clear or almost clear at week 4 for facial IGA and chest IGA



v a
ANITINLALN

ITT

MeAULAYY

Two-sample t test, Fisher’s exact test

Yes

Novartis Pharmaceuticals. Department of Veterans Affairs Cooperative Studies Clinical Research

Career Development Award

Warshaw EM, Wohlhuter RJ, Liu A et al. Results of a randomized, double-blind, vehicle-controlled efficacy trial of pimecrolimus cream

1% for the treatment of moderate to severe facial seborrheic dermatitis. Journal of the American Academy of Dermatology.

2007;57(2):257-64.

Wheatley D. 1982
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Randomized, double-blind parallel group comparison

Patients with SD without secondary infection
55 (28/27)

54 (28/26)

1(0/1)

15-75 (mean40.4%£2.4) of all patients

33/22

Hydrocortisone 17-butyrate (Locoid)
Betamethasone valerate (Betnovate)
3 weeks

Baseline, the end of 1, 2 and 3 weeks

- total score : sum of 5 symptoms (pruritus , erythema, scaling, crusting and ulceration), each being
assessed on a 4-point scale : 0 = none, 1 = slight, 2 = moderate, 3= severe., but the pruritus was
assessed separately in relation to the other symptoms together

Paired t- test

No

Topical corticosteroids in seborrhoeic dermatitis. A report from The General Practitioner Research Group. Practitioner. 1982

Jun;226(1368):1178-9.



Zienicke H. 1993
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LWL (TN8I/UEYN)

NITUNTNLLTS

e ey
217 e

FTELIIATNNTANEN

AFARNKA

Multicentre randomized double-blind cotrolled trial

Germany

SD of facial skin diagnosed cliically, = 16 years, without HIV infection

Received topical treatment during the previous 2 weeks or systemic treatment during the previous 4

weeks, pregnant, known hypersensitivity to imidazole derivatives

100

Bifonazole 1% cream (Mycospor®)

Vehicle

Once daily

4 weeks

Baseline, after 2 and 4 weeks, and after 6 weeks of follow-up



NMSIARAANS

NARNENNARTIN Clinical : Scores of 0 (absent) — 3 (severe) for erythema, papules, infiltration, scaling, itch; global

rating of the success of treatment using the following scoring system : 0 = no improvement or

worsening, 1 = slight improvement, 2 = marked improvement, 3 = healing

Mycological : quantitative determination of Malassezia furfur from microscopy and culture

ANIINLAEN 0 = no SEs, 1 = acceptable, minor SEs, 2 = severe SEs
AR Chi-square or Fisher's exact test
ITT No
MeAuUAYY -

Zienicke H, Korting HC, Braun-Falco O, Effendy |, Hagedorn M, Kuchmeister B, et al. Comparative efficacy and safety of bifonazole
1% cream and the corresponding base preparation in the treatment of seborrhoeic dermatitis. Mycoses. 1993 Sep-Oct;36(9-10):325-

31.
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Christiansen JV. 1977

%@ﬁ'm Efficacy of Bufexamac (NFN) Cream in Skin Disease : A Double-Blind Multicentre Trial

8nn3AnE Randomized double-blind, multicentre, three parallel group comparison

%L%i'fmﬁnm 207 patients suffering from atopic dermatitis, allergic and non-allergic contact dermatitis, and
dermatitis seborrheica with symmetrical lesions

NITUNTNLTY PZ 62A cream versus 0.1% triamcinolone acetonide or 1% hydrocortisone cream or placebo
cream, 4 weeks

NARNE Heal of lesion by doctors grading

o

\WENaNARBEN

UAPINAANEIINVRRIMRENEUYNTHA

Christiansen JV, Gadborg E, Kleiter |, Ludvigsen K, Meier CH, Norholm A, et al. Efficacy of bufexamac (NFN) cream in
skin diseases. A double-blind multicentre trial. Dermatologica. 1977;154(3):177-84.

Freeman S. 2002

%@d‘ﬂ\i Efficacy, cutaneous tolerance and cosmetic acceptability of desonide 0.05% lotion (Desowen®)
versus vehicle in the short-term treatment of facial atopic or seborrhoeic dermatitis

A8nnsAnE Randomized, double-blind,multicentre, parallel-group comparison study

éﬁﬁﬁ"’mﬁﬂwﬁ 81 adult men and women 18-60 years, mild to severe facial atopic or seborrhoeic dermatitis

NTLNTNLLI desonide 0.05% lotion (Desowen®) versus vehicle, 3 weeks

NAANS Global assessment of clinical improvement

mﬁlm@?{ﬁma@ﬂ uARSHAGHE TN TR AaMIE ALY 2 TR

Freeman S, Howard A, Foley P, Rosen R, Wood G, See JA, et al. Efficacy, cutaneous tolerance and cosmetic
acceptability of desonide 0.05% lotion (Desowen) versus vehicle in the short-term treatment of facial atopic or

seborrhoeic dermatitis. Australas J Dermatol. 2002 Aug;43(3):186-9.




Lundell E. 1975

%’aﬁl‘m A double blind trial of a new topical steroid formulation containing Desoximetasone against
Fluocinolon acetonid cream

A8nN3ANEN Randomized, double-blind left-right comparative trial

EJ:Lgﬂ’]?'QNﬁﬂW] 50 patients suffering from endogenous eczema

NITLLNTNLLTS Desoximetason 0.25% (Ibaril®) versus fluocinolone acetonide 0.025% cream, 4 weeks

NAANS Compared overall preference

LW?!BJ@‘I?]I inaan WAMHAANEIINTREIMRENIaLYNTTia

Lundell E. A double blind trial of a new topical steroid formulation containing desoximetasone against

fluocinolonacetonid cream. Z Hautkr. 1975;Suppl 2:17-9.

Meenan EOC. 1972

T304 Metosyn-A New Steroid for Topical Use
8nn3AnE Randomized, double-blind parallel group comparison
%L%i'fmﬁnm 35 patients with psoriasis, eczema/dermatitis (either seborrhoeic, contact, or atopic)

NITULNTNLTN

Metosyn (0.05% fluocinonide) versus 0.1% betamethasone 17 valerate cream

%

NAANE

Compare efficacy which drug is “superior’, “equally” or “inferior” to another one

o

\MBNATIAREAN

WARINAANEIINVRIHIMRENELYNTHA

Meenan FO. Metosyn--a new steroid for topical use. J Ir Med Assoc. 1972 Feb 19;65(4):89-90.

Nolting S. 1983

%Ld?lm Therapy erythrusquamousdermatoses ; Betamethasone dipropionate plus salicylic acid
compared with betamethasone dipropionate-solution

8n3ANE Randomized, double-blind parallel group comparison and open labeled study

éL‘ﬁ’]éQNﬁﬂﬂﬂ 100 patients with erythrosquamous dermatoses

NITUNTNLLTS Diprosalic® ointment(betamethasone dipropionate 0.05% plus salicylic acid 20%) versus
betamethasone dipropionate 0.05% solution, 21 days

NAANS Clinical improvement, plasma cortisol and salicylates.

LW?!BJ@‘I?]I inaan waRNAANEINTREIMRENIALTANE TR

Nolting S, Hagemeier HH. [Therapy of erythrosquamous dermatoses. Betamethasone dipropionate plus salicylic acid

in comparison with betamethasone dipropionate solution]. Fortschr Med. 1983 Oct 6;101(37):1679-83.




Rosenberg EW. 1971

%’aﬁ;m Fluocinonide : Preliminary Evaluation of a New Topically Applied Corticosteroid

5nn3AnE Randomized, double-blind, left-right comparative trial

%L%i'fmﬁnm 24 patients with bilateral and symmetrical lesions of various corticosteroid-responsive dermatoses
NITUNTNLLT Fluocinonide 0.05% cream versus betamethasone valerate cream 0.1%

NAANE Clinical response, compared effectiveness

Lwlmﬁ Taan TR ATHenuraeuadng (excellent, moderate, or no response) 13atinafmian

Rosenberg EW. Fluocinonide. Preliminary evaluation of a new topically applied corticosteroid. Arch Dermatol. 1971;
104: 632-3.

Viglioglia P. 1990

%’ﬂﬁlm Once-daily 0.1% Mometasone Furoate Cream versus Twice-daily 0.1% Betamethasone Valerate
Cream in the Treatment of a Variety of Dermatoses

A8N15ANEN Randomized, investigator-blind, parallel-group trial

B’ilﬁ’ﬁ FANANE 69 patients with allergic contact dermatitis, atopic dermatitis and other steroid-responsive
dermatoses.

NITUNTNLLTY Mometasone Furoate 0.1% Cream versus Betamethasone Valerate 0.1% Cream,21 days

NARNE Global evaluation of clinical improvement (clearance of signs and symptoms)

mam‘?‘;ﬁ@@ﬂn UAPINAANE TNV RN UNA TR

Viglioglia P, Jones ML., Peets EA. Once-daily 0.1% Mometasone Furoate Cream versus Twice-daily 0.1%

Betamethasone Valerate Cream in the Treatment of a Variety of Dermatoses. J Inter Med Res. 1990;18:460-7.

NSIRNA/HAaaNEas LN ldTALA Y

Binder R. 1972

TniTaq Comparison of fluocinonide in a double-blindstudy with betamethasone valerate
5nn3AnE Randomized, double-blind, left-right comparative trial
%L%i'fmﬁnm 36 patients with bilateral symmetrical lesions of psoriasis, atopic dermatitis, seborrheic

dermatitis or eczematous dermatitis

NITUNTNLLTY 0.05% fluocinonide cream versus 0.1% betamethasone valerate cream, 14 days
NAANS Clinical improvement, compared effectiveness : superior/equally/inferior

o o = = a = . a & s A B
WIRNAYIAAABN uBeuieudsz@ananmingfansaundnenaiannile “superior”,”inferior” 1138 “equally

effective NdeNBNTIA

Binder R, McCleary J. Comparison of fluocinonide in a double-blind study with betamethasone valerate. Curr Ther

Res Clin Exp. 1972 Jan;14(1):35-8.




Bonnetblance J.M. 1990

Fni3q Treatment of seborrheic dermatitis with benzoyl peroxide
5nn3AnE Randomized, double blind, placebo controlled trial
%L%i'fmﬁnm 59 patients over 18 with typical seborrheic dermatitis

NITULNTNLTN

Benzoyl peroxide versus placebo, 4 weeks

%

NAANE

Clinical improvement of each symptoms grading in good, moderate or severe

1%

WENATARREN

2INNIRUIMNETEYNEN 3 Auiazesdanie TipsunnAmia

Bonnetblanc JM, De Prost Y, Bazex J, Maignan-Gayrard P. [Treatment of seborrheic dermatitis with benzoyl peroxide].

Ann Dermatol Venereol. 1990;117(2):123-5.

Parish LC. 1976

T304 A Comparison of Betamethasone Benzoate Gel and Betamethasone Valerate Cream
5nn3AnE Randomized, double-blind parallel group comparison
EJLL%]’W?"JN%HEW 121 patients with psoriasis, seborrheic dermatitis, localized neurodermatitis, and eczematous

dermatosis

NATHNTNTS

Betamethasone benzoate 0.25% gel and Betamethasone valerate 0.1% cream

o

NAANE

Improvement of clinical score

o

WENATARREN

nadnFszyiieedn il ANuansnszndanIngy

Parish LC, Witkowski JA. A comparison of betamethasone benzoate gel and betamethasone valerate cream. Cutis.

1976 May;17(5):972, 84.

Peter R.U. 1991

Fai3q Treatment of seborrhoeic dermatitis with ketoconazole compared to a drug-free skin care cream
A8nn3AnE Randomized, double-blind placebo controlled trial
%L%i'fmﬁnm 60 adult patients with seborrheic dermatitis of face and/or upper body

NITULNTNLTN

2% ketoconazole cream (Nizoral) versus substance free care cream, 4 weeks

%

NAANE

Improvement of three symptoms (itching, redness, scaling) score

1%

WENATARREN

WRBLTEUANULITRdUsazaINT NN 2 ngudNmisetieandn

Peter RU, Korting HC. [Treatment of seborrhoeic eczema with ketoconazole in comparison with an active agent-free

cream]. Arzneimittelforschung. 1991 Aug;41(8):852-4.




Reinhard W. 1974

Fni3q Comparative studies with Halcinonid and fluocortolone for local application

5nn3AnE Randomized, double-blind, split left-right comparison

%L%i'fmﬁnm 140 patients with bilateral symmetrical dermatitis

NITUNTNLLTN Halcononide versus fluocortolone.

NAANS Comparative result of no difference, left or right superior in efficacy of treatment
NI o oI/ 'y = U = a a = g
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Reinhard W, Weber G, Petres J. [Comparative studies with Halcinonide and fluocortolone in local administration]. Z

Hautkr. 1974 Apr 1;49(7):267-72.

Snyder BL. 1969

%’ﬂﬁlm A Double Blind Evaluation of Fluocinolone Acetonide Solution in the Treatment of Seborrheic
Dermatitis of the Face

A8N15ANEN Randomized, double-blind, left-right comparative trial

B’ilﬁ’ﬁ FANANE 67 patients of both sexed, ages ranged from 15-60 with varying degrees of seborrheic

dermatitis of the face

NATHNTN LTS

Fluocinolone acetonide solution 0.01% versus vehicle, until the patients could identify the

different
NAANE Overall preference
A o o & Ny P a Ao
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Snyder BL. A double blind evaluation of fluocinolone acetonide solution in the treatment of eborrheic dermatitis of the

face. Pa Med. 1969 Jun;72(6):68-9.

Tomoka MTKH 1973

%Ld?lm Clinical efficacy of the Fluocinonide in various dermatoses

A8n13ANEN Randomized, double-blind, left-right comparative trial

Q:L%ﬂﬁ"'mﬁﬂ‘tr’] 84 patients with bilateral and symmetrical eczematous lesions including seborrheic dermatitis
NITLLNTN LT Fluocinonide acetate cream 0.05% versus betamethasone 17 valerate, 2 weeks

NARNE Clinical improvement

Lulﬂqmﬂﬁﬁm%ﬂ 1ﬂﬁ5¢;ﬂQﬂTiﬂ seborrheic dermatitis sLuﬂ@;sJ Fluocinonide acetate cream 0.05%

Lundell E. A double blind trial of a new topical steroid formulation containing desoximetasone against

fluocinolonacetonid cream. Z Hautkr. 1975;Suppl 2:17-9.
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Aertgeerts P. 1985

%Ld?lm Comparison of Kamillosan® cream (2 g Ethanolic Extract from Chamomile flowers in 100 g
Cream) Versus Steroidal (0.25% Hydrocortisone, 0.75% Fluocortin Butyl Ester) and Non-
steroidal (5% Bufexamac) Dermatic in the Maintenance Therapy of Eczema

A3n3AnE Randomized, split left-right comparison

ﬁL"’ﬁ’]é’mﬁﬂE’l 161 patients, aged 15 — 81 years with symmetrical eczematous diseases

NATLNINLLTY Kamillosan® 2% cream versus steroidal (0.25% Hydrocortisone ointment, Fluocortin Butyl
Ester 0.75% ointment/cream) and non-steroidal (Bufexamac 5% cream)

NAANS Clinical response (global evaluation) : which left or right are better or same

wiRNATIAnREN {fjtlnaTsn seborrheic dermatitis 1es 1 918 TlawsnuFauisuiss@nsnnls

Aertgeerts P, Albring M, Klaschka F et al. [Comparative testing of Kamillosan cream and steroidal (0.25%

hydrocortisone, 0.75% fluocortin butyl ester) and non-steroidal (5% bufexamac) dermatologic agents in maintenance

therapy of eczematous diseases]. Z Hautkr. 1985 Feb 1;60(3):270-7.

Nolting VS. 1985

%Ld?lm Treatment with Topical Corticosteroids in Severe or Resistant Dermatoses

A8nN3ANEN Randomized, double-blind parallel group comparison

N:L%ﬂﬁ‘quﬁﬂ‘ﬂ’] 80 patients with resistant or severe corticosteroid-responsive dermatoses

NNTUNTALLEN Betamethasone dipropionate 0.05%cream versus desoximetasone 0.25% ointment, 14 days
NAANS Cleared completely or markedly improved of clinical signs and symptoms

wiANaTiAmEan fftlaeilsn seborrheic dermatitis e 1 918 TlaunsauBauisudss@ngnmls

1985;33(4):140-4.

Nolting S. [Treatment with topical corticosteroids in severe or resistant dermatoses]. Derm Beruf Umwelt.
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Cuelenaere C, 1992

G304 Use of Topical Lithium Succinate in the Treatment of Seborrhoeic Dermatitis
A8n3AnE Double-blind, placebo-controlled cross-over trial
éﬁﬂﬁ"’mﬁﬂwﬁ 30 adult patients aged between 16 and 65 years of either sex, with seborrheic dermatitis on the

face and/or the trunk

NITLNTNLTN

8% lithium succinate ointment versus placebo, 10 weeks

%

NAANE

Percentage of clinical improvement from baseline

o
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Cuelenaere C, De Bersaques J, Kint A. Use of topical lithium succinate in the treatment of seborrhoeic dermatitis.

Dermatology. 1992;184(3):194-7.

Efalith Multicenter Trial Group 1992

%’aﬁ;m A double-blind, placebo-controlled, multicenter trial of lithium succinate ointment in the treatment
of seborrheic dermatitis

33n19AN Randomized, double-blind, placebo-controlled cross-over and parallel trial

éﬁﬂﬁ"’mﬁﬂwﬁ 227 adult out-patients with clinical diagnosis of seborrheic dermatitis

NITHNTNLTS

8% lithium succinate ointment versus placebo, 10 weeks

o o

NOANT

Mean parcentage improvement of clinical score

o
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1 cross-over design TlugnsnaansaousaznguuasaunisAnm luszazusn
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A double-blind, placebo-controlled, multicenter trial of lithium succinate ointment in the treatment of seborrheic

dermatitis. Efalith Multicenter Trial Group. J Am Acad Dermatol. 1992 Mar;26(3 Pt 2):452-7.
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Dupuy P. Ciclopiroxolamin 19/57 (33%) : lesional vehicle 36/72 (50%) : lesional Local tolerance on

2000 e 1% cream aggravation 10 (17%), aggravation 24 (33%), all lesions and AEs

erythema 5 (9%), dryness erythema 9 (12%), were recorded
3 (5%), pruritus 1(2%) dryness 2 (3%), throughout the study
pruritus 1(1%) period

Elewski B.E. Ketoconazole 2%  59/427 (14%) : 43 (10%) vehicle 60/420 (14%) : 41 NA

2007 foam burning, 1 (<1%) pruritus, (10%) burning, 2 (<1%)

17 (4%) reaction dermatitis, 3 (1%)
pruritus, 16 (4%)
reaction

Elewski B Ketoconazole 2% 11/229 (4.8%) : burning 6 vehicle 13/230 (5.6%) : burning Observed by

2006 gel (2.6%), erythema 4 (1.7%), 6 (2.6%), erythema 3 physician and

reaction 1 (0.4%) (1.3%), reaction 4 reported by patients
(1.7%)

Green C.A. Ketoconazole 2%  NA vehicle NA NA

1987 cream and
ketoconazole 2%
shampoo

Koca R. 2003 Metronidazole 6/48 (12%) mild dryness vehicle 0/30 (0%) Dryness, increased
0.75% gel and erythema erythema, increased

pruritus, burning
were recorded
throughout the study
period by 0-3 score
each

Parsad D. Metronidazole vehicle 2 = mild dryness

2001 1%gel

Pierard G.E. Ketoconazole 2%  0/23 vehicle 0/16 Observed by

1991 emulsion physician and

reported by patients

Satrino R.A. Ketoconazole NA vehicle NA Burning, itch,

1987 2% cream and tightness, erythema,
2% foam- papules, scaling
shampoo

Skinner RB. Ketoconazole NA vehicle NA Not mentioned in

1985 2% cream methods

Siadat A. Metronidazole 1/26 (3.8%) : redness, vehicle 1/28 (3.6%) : increase NA

2006 1%gel pruritus small papules




Unholzer, A. Ciclopiroxolamin

2002 e 1% cream
Zienicke H. Bifonazole 1%
1993 cream

Chosidow O. ketoconazole 2%
2002 foaming gel
Seckin D. Ketoconazole 2%
2007

cream

Katsambas A.
1989

Ketoconazole 2%

cream
Ortonne Ketoconazole 2%
J.P.1992 foaming gel

Pari T. 1998 Ketoconazole 2%

cream

Stratigos J.D.
1988

Ketoconazole 2%

cream

Dreno B. 2003 ketoconazole 2%

10/92 (10.9%)

7 times

57/149 (37%) : lesional
aggravation 15%,
erythema 10%, dryness
11%, edema/acute
dermatitis 2%

At 2 weeks 7/26 (27%) :
2= 1 AEs = burning 5/27
(18%), erythema 1/27
(3.7%), pruritus 3/27 (11%)
At 4 weeks 9%

1/24 (42%) : dryness

5/29 (17%) : 4 dryness, 1
burning sensation, 1

itching

NA

1/36 (2.8%) : dryness, skin

tension

34/136 (25%) : erythema,

vehicle

vehicle

Ciclopiroxolamin

e 1% cream

metronidazole

0.75% gel

hydrocortisone

1% cream

betamethasone
dipropionate

0.05% lotion

clobetasol 17-
butyrate 0.05%
cream
hydrocortisone

1% cream

Lithium gluconate

9/97 (9.3%)

4 times

31/154 (20%) : lesional
aggravation 8%,
erythema 5%, dryness

6%, scaling 1%

At 2 weeks 4/27 (15%):
= 1 AEs = burning
3/27 (11%), erythema
2/27 (T%), pruritus 1/27
(3.7%)

At 4 weeks 4%

2/26 (100%) : dryness
1/24 (4.2%), 1/26
(9.6%) burning
sensation

16/30 (53%) : 7
dryness, 2 burning
sensation, 1 burning
sensation+pustule, 2
itching, 3 pain, 1
increase seborrhea

NA

2/36 (5.6%) : skin
tension 1/36 (2.8%),
burning sensation 1/36
(2.8%)

40/152 (26.3%) :

Itching, burning,
erythema, scaling
Not mentioned in
method, itch,
burning, tightness,
erythema, papules,
scaling

NA

Mild to moderate

NA

NA

NA

NA

Mild to moderate,

cream burning sensation, 8% ointment erythema burning reported
dryness: sensation, dryness, URI  spontaneously by
patients

eAasAlAdLIARTRER
Cullen S.I. Betamethasone 0/10 (0%) vehicle 0/10 (0%) NA
1973 benzoate 0.025%

gel vs.
Harris J.J. Betamethasone NA vehicle NA NA
1972 17-valerate 0.1%

lotion
Piérard- Hydrocortisone 0/20 (0%) betamethasone 0/20 (0%) NA

Franchimont

C. 1999

17-butyrate

dipropionate




emulsion

de la Brassine  C 48.401-Ba 0/20 (0%) betamethasone 0/19 (0%) Reported and
M. 1984 cream valerate 0.1% observed
(halomethasone cream
0.05%)
Majerus J-P Sicorten” cream 0/11 (0%) Betnelan” cream 0/11 (0%) Patients reported
1986 (halometasone (betamethasone
0.05%) vs. valerate 0.1%)
Wheatley D Hydrocortisone 0/28 (0%) betamethasone 1/26 (3.8%): red and NA
1982 17-butyrate lotion valerate lotions tender scalp
(Locoid®) (betnovate@)
Firooz A. Hydrocortisone 1/19 (5%): burning pimecrolimus 1%  7/18 (39%): burning NA
2006 acetate 1% sensation cream sensation
cream
Rigopoulos D. Betamethasone 1/9 (11%): burning Pimecrolimus 1% 3/11 (27%): burning
2004 0.1% cream sensation cream sensation
Singwahakul Triamcinolone 1/60 (1.67%) : itching pimecrolimus 1% 19/30 (63.3%) : 11
P. 2007 0.02% cream cream burning, 1 folliculitis, 4
stinging, 1 erythema, 1
dryness, 1 itching
ek AaRANTY
Warshaw E.M.  Pimecrolimus 1%  22/47 (46.8%) : local mild vehicle 16/49 (32.7%): local Patient reported
2007 cream and transient skin mild and transient skin
reactions reactions
ENgNAL
Dreno B. 2002  Lithim gluconate 7/66 (10.6%) : burning vehicle 9/63 (14.3%) : burning
8% ointment sensation 4/66 (6%), sensation 5/63 (8%),
erythema 2/66 (3%), erythema 3/63 (5%),
pruritus 1/66 (1.5%) pruritus 1/63 (1.6%)
Piérard- Ketoconazole 2%  NA vehicle NA
Franchimont + desonide
C. 2002 0.05%
Vardy DA. Aloe vera gel 1/24 (4.2%) Exacerbation vehicle 4/20 (20%)
1999 of symptoms exacerbation of
symptoms
Veraldi S. MAS064D 1/40 (2.5%) : Itching, vehicle 0/18 (0%) Judgement by
2008 (sebclair®) burning sensation, investigators
erythema
RCT= randomized controlled trial, DB= double-blinded, CO=cross-over, NI=non-inferiority, MC=multicenter, PG=parallel group,
OL=open-label, ITT=intention to treat

KC=ketoconazole, CIC=ciclopiroxolamine,
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Ketoconazole 2% 427 43 1(<1%) 17 (4%)
foam (10%)
Ketoconazole 2% 149 15 16 22 edema/ acute
foaming gel (10%) (11%) (15%) dermatitis 3 (2%)
Ketoconazole 2% 29 1 (5%) 1 (5%) 4 (14%)
foaming gel
Ketoconazole 2% 229 4(1.7%) 6(2.6%) 1(0.4%)
gel
Ketoconazole 2% 23 0 0 0 0 0 0
emulsion
Ketoconazole 2% 27 1(3.7%) 5(18%) 3(1%)
cream
Ketoconazole 2% 24 1(4.2%)
cream
Ketoconazole 908 20 55 (6%) 5 (0.5%) 0 21 22 18 (2%)

(2.2%) (2.3%) (2.4%)
Metronidazole 27 2 (7%) 3 (11%) 1(3.7%)
0.75% gel
Ciclopiroxolamine1 57 5 (9%) 1(2%) 3 (5%) 10
% cream (17%)
Ciclopiroxolamine1 154 8 (5%) 9 (6%) 13 (8%) Scaling 1 (1%)
% cream
Ciclopiroxolamine 211 13 (6%) 1(0.5%) 12 23 Scaling 1 (0.5%)

(5.7%) (11%)
tMARSAlARLARTRER

Hydrocortisone1 26 1(3.8%) 1(3.8%)
% cream
Hydrocortisone1 36 1(2.8%) Skin tension 1
% cream (2.8%)
Hydrocortisone 19 1(5%)
acetate 1%
cream
Hydrocortisone 81 0 3(3.7%) 0 0 1(1.2%) 1(1.2%)
acetate
Hydrocortisone 20 0 0 0 0 0 0 0
17-butyrate
emulsion
Hydrocortisone 28 0 0 0 0 0 0 0

17-butyrate

emulsion
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Hydrocortisone 17- 48 0 0 0 0 0 0 0 0
butyrate
Betamethasone 20 0 0 0 0 0 0 0
dipropionate
Betamethasone 50 2 (4%) 0 2 (4%) burning sensation+
dipropionate pustule 1 (2%), pain
3 (6%), increase
seborrhea 1 (2%)
Betamethasone 17- 19 0 0 0 0 0 0 0
valerate 0.1% cream
Betamethasone 17-- " 0 0 0 0 0 0 0
valerate 0.1% cream
Betamethasone 17- 9 1(11%)
valerate 0.1%
cream
Betamethasone 17- 39 0 1(2.6%) 0 0 0 0 0 0
valerate
Betamethasone 10 0 0 0 0 0 0 0
benzoate 0.025%
gel
Halomethasone 20 0 0 0 0 0 0 0
0.05% cream
Halomethasone " 0 0 0 0 0 0 0
0.05% cream
Halomethasone 31 0 0 0 0 0 0 0 0
0.05% cream
Triamcinolone 60 1
0.02% cream (1.67%)
gATHAADQRANAY
Pimecrolimus 1% 18 7 (39%)
cream
Pimecrolimus 1% 30 1(3.3%) 11 1(3.3%) 4 (13%) 1(3.3%) folliculitis 1 (3.3%)
cream (37%)
Pimecrolimus 1% 47 22
cream (46.8%)
Pimecrolimus 1% " 3(27%)
cream
Pimecrolimus 1% 106 1(0.9%) 21 1(0.9%) 4(3.8%) 1(0.9%) 22 1(0.9%)
cream (20%) (20.7%)
mmﬂq‘uéu’] LazeNuaan
Lithium gluconate 66 2 (3%) 4 (6%) 1(1.5%)
8% ointment
Aloe vera gel 24 1(4.2%)

Vehicle
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Vehicle 72 9 (12%) 1(1%) 2 (3%) 24
(33%)
Vehicle 420 41 3 (1%) 16 (4%) dermatitis 2 (<1%)
(10%)
Vehicle 230 3(1.3%) 6 (2.6%) 4 (1.7%)
Vehicle 30 0 0 0 0 0 0 0
Vehicle 16 0 0 0 0 0 0 0
Vehicle 28 Increase small
papules 1 (
3.6%)
Vehicle 10 0 0 0 0 0 0
Vehicle 49 16
(32.7%)
Vehicle 63 3 (5%) 5 (8%) 1(1.6%)
Vehicle 20 4(20%)
Vehicle 18 0 0 0 0 0 0
Vehicle 956 15 52 5(0.5%) 5(0.5%) 2(0.2%) 28 (3%) 36 dermatitis 2 (0.2%),
(1.6%) (5.4%) (3.8%) Increase small

papules 1 (0.1%)
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