kb il PP A R

gl s

$1voa

faquszaen

yssansmsgisnidlsman

VsSNEMINYIL wey e foanlazAng

NOIUIIBNTMS way.wg3 dandu un3%and nenv
W AN 91739ATTAUN UNUAAD UNA
weyFo1 nanzadiad unBNYA AIWITT
way Awanssa noRviiassd uw.nqu ANgls
un.oufnd Fuiaung uw 315 Fusmud
wey Ay Wadla wey.3nsam Inna
weywssoiy 3lneades wey.Aignanwal Ay
wey.nunade pantiumi wey. AT erTeTeydn

oAAUSIRNEMS un g Aloumedaud W.7. 2528
WEY.AUN YWOSTANY WA, 2529-W.9. 2531
R L A RERLLER AT WA, 2531-0.A. 2535
uWgY 1A LAEITI WA 2535-N.1. 2537
N ANUA 91739 TAM WAl 2538-W.9.2539
un.au gnintess WA 2540-W.9.2542

aninnuNINg pusmaNnaznss 503 $u 9 i 2 vouguite masyianlni
¥20v71e uanedl nqammna 10320

fmuaeen Slaz 4 a1y Ehuanw, Sguiou, fueou, SUNAN)

maveniy dal¥Tnohifinyam urendnanaummdiamisvalszmang
tznzﬁamqaﬂ‘s:ﬁﬂ:mmmawq%‘gﬂnuﬁa'luﬂm*nﬂ'lm dmvdaule
sasoveaniu 147 neynsfing prindiadu dninaunsms (udan
arennFnilaz 200 um edaneiivas 70 VM)

F¥avimaruim wadlvasse fAeiand

fnd TsaRuidonufamsiit o.oguduiund Ins 02-411-1523

M3E1513ANITIHY

Ui 18 atiudl 3 nsngian-iueneu 2545
il alszmang
muum’n'Jmﬁafﬂiﬂﬁwﬁ'quﬁnuﬁnuazlmnﬁﬁﬂd
1Jszmmwuasri:w.hwzm’naumuu.nxﬁmimmnﬁﬁ'ﬂﬂ

Ny N3ing gaudiadu




Thai Journal of Dermatology

Vol.18 No. 3 July-September 2002

Editor Porntip Puvabanditsin, MD

Associate Editor Nucha Niumpradit, MD

Editorial Board Chasuree Sitakalin, MD Wiwat Korkij, MD
Somyot Charuwichitratana, MD Nopadon Noppakun, MD
Preya Kullavanijaya, MD Apichati Sivayathorn, MD
Pimonpun Gritiyarangsan, MD Krisada Duangurai, MD
Somsak Tanrattanakorn, MD Jirot Sindhvananda, MD
Siripen Puavilai, MD Chitralada Vibhagool, MD
Punkae Mahaisavariya, MD Srisupalak Singalavanija, MD
Kanokvalai Kulthanan, MD Siriya Areechareonlert, MD

Past-Editors Thada Piamphongsant, MD 1985
Kanok Bunyaratavej, MD 1986-1988
Somyot Charuwichitratana, MD 1988-1992
Ham Wongwaisayawan, MD 1992-1994
Somyot Charuwichitratana, MD 1995-1996
Puan Suthipinittharm, MD 1997-1999

Vol.18 No. 3 July-September 2002, Thai Journal of Dermatology (ISSN 0125-8680) is published tri-monthly
Postmaster Send address change to Dr.Somyot Charuwichitratana
9"Floor, Royal Golden Jubilee Building. 2, Soi Soonvijai, New Petchburi Rd, Bangkapi,
Huaykwang, Bangkok 10320. Tel.02-7166857, 02-7166661-3 ext.9012

Annual subscription rate200 Baht per year; 70 Baht per issue.




FHINAUSATINNG

(- w |
aanaNuNNER v s szing lne

v [l
Aauasiuny 2545 09 Ul wwou 2547

WYNTIAN LRIEY naazIti¥d
guwen R T €] fanzau
@YIEMS UW.UNAD UNA
m3gygn UNAQUY a9gls
Yszswdheivims wnidn | Ayanay
Ujau unlszing Senuun
wenziou wn.audnd duinung
aNens Ny NSANG gmsadu
Yszmndatug noy.q337n3 Temaasd
ASIUNIINAN Ny Avaniin ngALSINIIA
uw.au LUEATITR 2£2Y
WN.CTUOR NPIATIAN
N2y f¥aru1iu
dnlhauanau omsaunszngd 507 ¥ 9

-: da s - )
1@yl 2 YeuguE Iy mysyidalna
#aune et pgamwa 10320
Tn3. 02-7166857 130 02-7166661-3 fd 9012

4 - 1 a d o L7 ] P 1 C)
1num‘ﬂé’-smwasmu‘uﬂmuﬂmnamﬂmmnummllmﬂ':zmﬁ'lﬂu (HOYIUMANUNTO

Y = - & - - ] 5 o ar -
foraniiing  Twnsenfedunnsfaniuvesfifoulaommemnii - mnauUMERINNI - 130

nesussansmshisuiudeariuiesdmanely




The Council of Dermatological Society of The Thailand.

March 2002 — April 2004

President Dr.Preya Kullavanijaya
Vice President Dr.Chasuree Sitakalin
Secretary General Dr.Nopadon Noppakun
Treasurer Dr Krisada Duangurai
Scientific Dr.Vichit Leenutaphong
Social Dr.Somsak Tanrattanakorn
Registration Dr.Somyot Charuwichitratana
Editor Dr.Pomtip Puvabanditsin
Public Relations Dr.Apichati Sivayathorn
Council Members Dr.Pimonpun Gritiyarangsan
Dr.Puan Suthipinittharm
Dr.Natta Rajatanavin

Dr.Suwirakorn ~ Ophaswongse

Office Dermatological Society of Thailand
9" Floor, Royal Golden Jubilee Building. 2, Soi Soonvijai,
New Petchburi Rd, Bangkapi Huaykwang, Bangkok, 10320,
Tel.02-7166857, 02-7166661-3 ext. 9012




AuugthawmSugfnus

mms TsafambafiuTonomomi3nmemalsafmiuazdesiiivades Taomiveyuldun
anudmingifiunnine uasiiundadeidunmdingy unsdiFeadunuisingueziiundadediv
nlne msldnn Inelvdandnvemeuynsuntiusiusiasanu msudadwidenguilulne wie
madouiuimiliandnvesnyudineaon Moinsinguiituludeany nolilddadnianun
ondufemmezdsiududosnysing hiduduiss loadasfminundenguiasnan@oamslgfminm
Sanquitlunin
Uszianveaunanu
unanuiidandnuierndy Twusfunty (original article) 5109MA1Y (case report) UNAIIM
ﬁu‘d"mmi (review article) UNAMINMIYsgN YRmng unussenimssaviedeussansmsuazun
assamduiimineay unanwiidanliRessndeaiuily “nsesTsaiamis” foelinvafiu
wioagluszniemsfiersandiedusilunsasdy
msnsonduaiiy
mnuiduaty Mnszaudunuua 21"7x 284w, (8',x 11) nenszaA ISO A4 Ruvimiudes
Fuussita Windeveunszamusazdnlivfesndr 2.5 s fuianiadore Ui Tastumihlmidmiy
uaaziade naziuiiaund Byvuuen
1. Title pages Tdatlunn nouaznmndangy (Fouuonurni) Taousaznmnlszneudae
1.1 #eideq
1.2 Fofiinusnnim deduardenna wourtanud (geqa)
1.3 goudihen
1.4 FouazioguesdiinusnsuanveulumswIvuduntiy sw%‘m?awduéu
(short running title) lafifiu 40 F28nws RuW 1 Jussinangaves tite page
2. 3080 (Abstract) Haz MAIRTY (Key words)
2.1 0900 (Abstract) Srumanufidunndingy Fesendanguliiiu 150
f1 uazumoenin Inelsiiiu 300 1 Srumanuiidunin ine Sesdenn
Inouazmuidangy luinuediaz 150 M

2.2 7¢1 key words 30 short phrases 2-5 i1



3. tileideq
3.1 inuiduntuuazswougiie W nonSonmsangquild
32 unAnuiuden 19n wlneindy
33 unAnuiiwusduntiu Yszneudas unh Gintroduction) Taquazitms
(materials and methods) @ (results) 391581 (discussion)
3.4 unanulsznndy nsdsnideveuiiedes Tinssmunnumnzay
4. infinausenia (Acknowledgemnts)
5. 18N1381984 (References) N13819850ne3 19951Y Vancouver Tannoaviso
dduiigudsuiledes hildSwamusasnysvoedinug
n1sdedosms W19mu Index Medicus
favgamslowenaidieds
umaniami s ms
5.1 unn'nuuwa"l'lrf#aéﬁwuinnﬂuﬁ’ﬁ'ﬁmw 6 nu nTedoun (G wnnd 6
au Wl 3 auusnaday et al) Tnolddoananounnz 1sinsoamnussnney
Aadn0the
Sorter NA, Wasserman T1, Austen KF. Cold urticaria : release into
the circulation of histamine and eosinophil chemotactic factor of anaphylaxis
during cold challenge. N Engl ] Med. 1976; 274 : 687-90.
duenasidunu Ino Widsuderouumanassd
aunut yowqud, Taiadusniusiiad : 3 sznaimomaznide
WNTANMN. UNNUANMAS 2518; 4 : 165-71.
5.2 giiwusidungulumissanm
The Committee on Enzymes of the Scandinavian Society for Clinical
Chemistry and Clinical Physiology. Recommended method for the determination
of gamma-glutamyltransferase in blood. Scan J Clin Lab Invest 1976: 36 :
119-25.
wiladle
5.3 fiinusnuiAn
Osler AG. Complement : mechanisms and functions. Englewood Cliffs ;

Prentice-Hall, 1976.



5.4 fiwusidlungulumiunu
American Medical Association Department of Drugs. AMA drug evalutions.
3rd ed. Littleton : Publishing Sciences Group, 1977.
5.5 finusvavau uatiussangmanieramihluns@owiy
Rhodes AJ, Van Rooyen CE, comps. Textbook of virology : for students
and practitioners of medicine and the other health sciences.5th ed. Baltimore :
Williams and Wilkins, 1967,
5.6 S1ammizunlaunmiia
Weinstein L. Swartz MN. Pathogenic properties of invading microorgnisms. In :
Sodemson WAJr, SodemanWA, eds. Pathologic physiology:mechanisms of disease.
Philadelphia : WB Saunders. 1974 : 457-72.
5.7 $WUVDINUWNY
National Center for Health Statistics. Acute conditions : incidence and
associated disability, United States July 1968-June 1969. Rockville, Md :
National Center for Health Statistics, 1972. (Vital and health statistics. Series
10 : Data from the National Health Survey, No 69)[DHEW publication No
(HSM) 72-1036].
lona13du 9
5.8 unp Ml Fefinnswiu
Shaffer RA. Advances in chemistry are starting to unlock mysteries of the
brain : discoveries could help cure alcoholism and insomnia, explain mental
illness. How the messengers work. Wall Street Joumal. 1977 Aug 12: 1
(col 1), 10 (col 1).
5.9 umauensmsTeilng uiensmsnufAeu
Rouche B. Annals of medicine : The Santa Claus culture. The New Yorker
1971 Sept. 4 : 66-81.

6. 1914 (table) RusiiEhuriond 19 uduazm TS s Wurioundemuiidnde
fudlodos mesuiududnladhaldms Taoldinfemnodmividsessaifo
diudil *oee)| 9,44 00 weee]|[] 99

7. dwssmeam duduumanunneldl#nn Inevienwndangquedilastianils Gee

o 4 = i & I @ 4-, @ Ao
Srdunmamuided s luiedosnmuszney amawly post card ¥13-M1 ¥HIA 3x5 12 (TuAToIMIY



| A |
-

HARIVOUUNYOIMNUAZ A UTVOIN MUY sticker WiDUTS Aimusudaaiindann tunsdifdunm
i Widutuglalad viunfeamnouansworyuvesnm ddviivesnm uardedinutuunsougin’lad
. - - ' = 1 a o

ussnelinmlifuilunsenmdnusmmile  domioufunm dmiuununmuaznsmIiFoudqe

[ 1 4 4 = o d
ninduunszaINea nudweaseaiinfiunly nsmseeldfuduunsesas 20 aty

msdaunaIw deduniiy 2 ya uazunutoya (diskette) wiouvanuoudsdaginfiuymanunlsznnla

uwndndansiing gavadingy
TMININe Mmadnergimany
AZUNNEMEAT QWIasnsaiu Ing iy
wadnaiu ngamna 10330

In3.02-2564253 60 103 Tnsms 02-2564253 61D 102

E-mail fmedphy@md2.md.chula.ac.th

AN BNFINANUNNERINIT

fheneg nganuds

Wgiwndanen ng3dnsian

miwlinimls maiviewsmand
anzurmemans Tsawenasnsud
DUUNIZTN 6 1vangyiIn
NTANNA 10400

ns. 02-201-1141




MUY

o 3 s
WHEAUAUY

=p

& ¥ L |
ﬂml'ﬂﬁuﬂﬁﬂﬂﬂﬂﬂ 114114ﬂﬂ11}1ﬁﬂll'|15‘“ﬂ 87-91

ogwise Ja'lng

nisfnufSvufsuenadume i tuiu @i5a® uas 42000%) 92-99
Tuninunlsananitdwuazaoniiy

3 Fv1gind

auw uh23%m

RERLTE) udlandna

WYy WAdEUIAY

unmmﬁmj’mms
¢ o o
aaaIunNe g 100-114

- 4 - -
NINNg Qaumndu

Mol

31094128 Langerhans cell histiocytosis (aW1zfifamls 115-122
AIMIN  aiyad

wifind  gaudindu

unaa UNAY

msfinmIReIiiosvesYME

amSmndiaonod 1 123-125
wisiad  Fadandie
Uszing oFNUUN
unAR UNAw



nlTendihosed 2

Iy rinilygn
T ﬂuqﬁ'ﬂ
unAa UNAN

= [ o
awilimindihoson 3
MINTIN madyad
nyyind  niedides

unAn UNAN

- ) o
amlsmndihenod 4

Y fadaduius

126-129

130-132

133-135



Contents

Original articles

Gold Allergy in Ramathibodi Hospital 87-91
Penpun Wattanakrai

Creams (Lamisil® and EU 2000®) in the Treatment of Tinea Corporis/cruris 92-99
Siri Chiewchanvit
Sayam Kaewvichit
Wandee Taesotikul

Nongnuch Vanittanakom

Review aritiles

Langerhans cell 100-114
Porntip Puvabanditsin

Case report

A Case Report of Skin Limited Langerhans Cell Histiocytosis 115-122
Darawan Sawawiboon
Porntip Puvabanditsin

Nopadon Noppakun

Continuing Medical Education (CME)

CME Patient | 123-125
Hathairat Choengwiwatkit
Pravit Asawanonda

Nopadon Noppakun



CME Patient II 126-129
Vich Tampanya
Wannasri Sindhupak

Nopadon Noppakun

CME Patient 11 130-132
Darawan Sawawiboon
Kanyarat Kraivichian
Nopadon Noppakun

CME Patient IV 133-135

Chuchai Tanglertsampan



Vol.18 No.3 Original articles &z

Gold Allergy in Ramathibodi Hospital

Penpun Wattanakrai MD.

ABSTRACT:

WATTANAKRAI P. GOLD ALLERGY IN RAMATHIBODI HOSPITAL. THAI J DERMATOL
2002; 18: 87-91.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, RAMATHIBODI HOSPITAL, RAMA
VI ROAD, BANGKOK,THAILAND.

Before the late 1980s, gold allergy was believed to be rare. In the last decade however, many reports have
shown the prevalence of gold allergy in patch test studies ranging from 0.8 to 13.0%. The objective of this 2-year
retrospective analysis was to determine the prevalence of allergic reactions to gold in the Ramathibodi Hospital patch test
clinic. Gold was a common allergen causing contact dermatitis in our clinic. Of the 233 patients tested, 12 (5.15%) had a
positive patch test to gold. All gold allergic patients were females. The clinical relevance and presentation of gold allergy

will be reviewed and discussed.

Keywords: gold, allergy, allergic contact dermatitis




88 Wattanakrai P

Thai J Dermatol, July-September 2002

UNAALD:

Wignssa Jandlns Muidudaiomes lulsswenviasnsud Nsmslsafana 2545; 18: 87-91.

wie TsadImil MATIegsMmans aagunnemans 1sane111a5 1WA Y Ine1denitaa

' ] 9 A 1 1) v 1 1 a aa Yt
NOUUALT9 A.A. 1980 MIUANDINDNINUADULNUDY Lmﬁl’u‘lf’Nﬁ‘Ul]'ﬂNT’LIU?vlﬂlli'lﬂi'luﬂ’ﬂll‘ljﬂ‘l.lﬂiﬂﬁ

]
@

1 i d )
uRnesINNIINAdeUHNUIRANRaAIMTIsEnIe 0.8 B1 13.0% Tagilszasdvesmsiinsevdounds 2 Uil o

AnugnveInsuAneslundtinnageuiuuidudalsmennasruniud

o 9y

' A Y a & 9/
wanuimeudluaungiine Iifaduud

duieldveslundinlaslusaudihoiinaaeuionmua 233 310 wu 12 190 (5.15%) IMranaaeuimeslaoyn

o a

swdumemdgs  anwddgmendinuazdnyuzninainvosiuuiness Id s mazinaueIinsizdluse

v v
=4
U

¥ @

o o w y & v
ANTIAY: NOJ, UW, HULWTUNT

Introduction

Before the late 1980s, gold allergy was believed to
be rare, this was assumed based on the paucity of patch
testing with gold salts and a perception that gold is an
inert metal. However in the last decade many reports of
selective patch testing have shown the prevalence of
gold allergy ranging from 0.8 to 13%'?. This study
presents the data on gold allergy in the Ramathibodi
Hospital patch test clinic.

Material and methods

Table 1 Gender in gold allergy

This was a retrospective analysis of the patch test
results from our clinic in a 2-year period (February
2000 - January 2002). Gold was patch tested as gold
sodium  thiosulfate  (0.5%  in  petrolatum),
(Chemotechnique, Dormer Labs, Ontario, Canada)
along with 29 other allergens in our standard screening
tray. Patch tests were done routinely in patients
presenting with possible contact dermatitis with the
Finn Chamber (Epitest Ltd, Tunsula, Finland) method
according to the recommendation of the International

Contact Dermatitis Research Group.

Patients Female Male
Gold allergic (N = 12) 12 0
All tested (N = 233) 184 49
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Results

During 24 months, a total of 233 patients were
patch tested. Twelve of the 233 patients (5.15%) had a
positive patch test to gold. Clinical and demographic
information shown in Tables 1,2. All of the twelve
patients with allergic reaction to gold were females.
However women accounted for 78.9% of the total
subjects tested (Table 1). Nine of the 12 patients had
their ears pierced. A history of reaction to jewelry was
positive in 3 of the 12 gold-allergic patients. Only 1 of
the 12 gold patch test positive patients gave a history of
reaction to gold jewelry. No occupational gold exposure
or dental gold was present in these 12 patients.

Only 3 of the 12 patients with a positive patch test
to gold were considered to be clinically relevant. One
patient had no other positive allergen. The 2 other

patients were nurses and were also patch test positive to

thimerosal which was not relevant to their dermatitis.
All 3 admitted to frequently wear gold jewelry and
presented with dermatitis on the face with some
dermatitis on the eyelids, neck and/or ear lobes. These
3 patients were considered relevant to gold allergy
because their dermatitis cleared after gold avoidance.
Rechallenge with gold jewelry was done in 2 of the 3
patients with recurrence of the lesions. One patient
denied rechallenge because she was afraid that her
dermatitis would flare up.

The other 9 patients that were patch test positive to
gold were not considered to be clinically relevant either
because they had other relevant allergens (shown in
Table 3); had no current contact to gold explaining their
dermatitis; or did not try gold avoidance so the

relevance was undetermined

Table 2 Primary location of dermatitis and clinical presentation in gold allergic patients

Location Clinical presentation No. patients positive to gold (N =12)
Hands chronic hand eczema 2
dyshydrosis 1
Hands and feet dyshydrosis 2
Scattered, generalized generalized eczema 2
nummular eczema and prurigo 2
simplex/nodularis
Face Ill-defined patchy eczema on face, neck, 3

eyelids, earlobes
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Table 3 Other positive contact allergens in the 12 gold-allergic patients

Allergen No. in gold-allergic patients

Thimerosal 6

Neomycin 3

Nickel 2

Paraphenylenediamine 1

Cinnamic aldehyde 1

Carba mix 1

Table 4 Percent prevalence of gold al]ergyl’2

Report Patients Screened (N) Positive to Gold (%)

Sweden, 1994 823 8.3
N. Ireland, 1995 278 4.6
England, 1996 100 13.0
Germany, 1997 872 5.1
Portugal, 1997 2,853 0.8
Scotland, 1997 373 24
NACDG, 1998 4,101 9.5
Singapere, 1998 345 6.4
Israel, 2000 406 8.4
Ramathibodi, 2002 233 5.15

Discussion and review’

These findings show that gold allergy is common
than previously believed. In this 2-year period of patch
testing the prevalence of gold allergy was 5.15%. Table
4 summarizes the prevalence of gold allergy in routine
patch test screening series.”

In 1987, Fowler reviewed various reports of gold

allergya and suggested gold sodium thiosulfate (0.5 %

pet), also known as sodium thiosulfatoaurate, to be the
best patch test allergen. Currently it is the most
commonly used allergen to detect gold hypersensitivity
worldwide. Gold sodium thiomalate (injectable
therapeutic gold) may also be used. Gold leaf, gold
scrapings and metallic gold may yield false-negative

reactions in gold sensitive patients. Gold chloride and
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potassium dicyanoaurate may cause irritant reactions
and are not reliable patch test allergens.3

All three of our patients that had clinically relevant
reactions to gold presented with dermatitis on the face,
neck, ears and on the eyelids. Dermatitis on the neck
and earlobes are considered to be sites in direct contact
with gold necklaces and earrings. Gold may also cause
dermatitis at sites beyond direct contact. The clinical
presentation of facial and eyelid dermatitis is unique.s
Fowler’ reported 2 women with eyelid dermatitis and
gold allergy in 1988. Ehrlich and Belsito later also
noted this unusual presentation of gold allergy and
reported that 7 of 17 patients (43.8%) with gold allergy
had eyelid dermatitis. It is postulated that incidental
contact with gold from the hands or fingers may allow
the allergic reaction to develop on the more sensitive
facial or eyelid skin; similar to the “ectopic dermatitis”
caused by allergy to tosylamide formaldehyde resin in
nail polish.z'l

Women have a much higher prevalence of gold
allergy than do men: like in nickel allergy, presumably
because of their greater use of jewelry and more
frequent ear piercing. Data from the NACDG on gold
allergy show that of the gold allergic individuals, 90.2%
were women which was significantly different from the
62.8% of women totally patch tested.”> NACDG also
found nickel allergy present in about one third of those
allergic to gold.2 In our series only 2 of the 12 female,

gold allergic patients had concomitant nickel allergy.

Many reports have reported that patients with dental
gold are more likely to have positive patch tests to gold
than those without dental gold.s'8 Gold allergy has been
related to causing oral lesions, oral lichen planus and
may also cause lichenoid lesions at sites of contact with
dental gold.3'9 In our series none of the 12 gold allergic
patients had dental gold.

In conclusion, gold is a common allergen. Gold
allergy is common in females and in addition to
dermatitis at sites of jewelry contact may cause facial
and eyelid dermatitis. However the majority of patients
with positive patch test to gold salts can tolerate most
gold contact without clinical relevance. This may be
because metallic gold is an inert metal and is relatively
difficult to solubilize.
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Comparative Study of Terbinafine
® ®
Creams (Lamisil and EU 2000 )

in the Treatment of Tinea Corporis/cruris

Siri Chiewchanvit MD,
Sayam Kaewvichit B Pharm PhD (Pharmacy),
Wandee Taesotikul B Pharm MSc (Pharmacology),

Nongnuch Vanittanakom Dr rer nat.

ABSTRACT:

CHIEWCHANVIT S*, KAEWVICHIT S**, TAESOTIKUL W*** VANITTANAKOM N¥****,
® ®

COMPARATIVE STUDY OF TERBINAFINE CREAMS (LAMISIL AND EU 2000 ) IN THE

TREATMENT OF TINEA CORPORIS/CRURIS. THAI J DERMATOL 2002; 18: 92-9.

"DEPARTMENT OF INTERNAL MEDICINE, FACULTY OF MEDICINE,
" DEPARTMENT OF PHARMACEUTICAL SCIENCE, FACULTY OF PHARMACY,
" DEPARTMENT OF PHARMACEUTICAL CARE, FACULTY OF PHARMACY,

““DEPARTMENT OF MICROBIOLOGY, FACULTY OF MEDICINE, CHIANG MAI UNIVERSITY,
CHIANG MAI, THAILAND.

.® B
Objective: To compare the efficacy of terbinafine creams (Lamisil = and EU 2000 ) in the treatment of

tinea corporis/cruris.
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Method: The study was designed as a prospective, comparative, randomized, parallel-group and double-
blind study. Out-patients of the Dermatology Clinic, Maharaj Nakorn Chiang Mai Hospital, aged between 17-59
years, with a clinical diagnosis of tinea corporis/cruris confirmed by positive microscopy and culture were
randomized to receive treatment once daily for 1 week with 1% terbinafine cream, either Lamisil® or EU 2000®.
Patients were assessed at week 0, 1, 2, 4 and 8. At each visit, signs and symptoms of erythema (redness), scaling,

papulation, vesiculation and pruritus were scored and skin scrapings were taken for mycological examination.

Results: Thirty patients were included in the study, i.e. 16 treated with Lamisi1® and 14 with EU 2000®.
Demographic data showed that patients in the two treatment groups were comparable with regard to previous
therapy, age, duration of disease, size and location of lesions. The causative organism was Trichophyton rubrum in
all patients. More than 50% efficacy in week 2 and the highest efficacy (about 90%) in week 4 were seen in both the

® ® :
Lamisil and EU 2000  group. There was no difference in overall efficacy between the two groups (p>0.05) at

each visit week.

® . ' ; p :
Conclusion: Efficacy of EU 2000  cream in 1 week s treatment of tinea corporis/cruris is no different

®
from that of Lamisil ~ cream.

Key words: terbinafine, Lamisil, EU 2000, tinea corporis, tinea cruris
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Introduction

Topical application of antifungal agents is
considered the treatment of choice for
dermatophytosis. Most of the available drugs are
fungistatic, requiring long term treatment to prevent
relapses. Terbinafine is a new synthetic allylamine
antifungal drug, which provides high cure and low
relapse rates after a short period of treatment because
of its fungicidal action"””, It is an effective and well
tolerated therapy for a wide range of superficial
dermatophyte infections, i.e. tinea pedis"s, tinea
corporisz'6 and tinea cruris™’.

EU 2000®, a 1% terbinafine cream, is available

’ . . .® :
in Thailand together with Lamisil , an innovator

product. In this double-blind study, the EU 2000®
used in the treatment of tinea corporis/cruris was
compared with Lamisil®. This comparative study
was performed to gain information, which will be
helpful for physicians, pharmacists, and drug
consumers in selecting an appropriate drug.
Confidence in therapeutic efficacy will also be
enhanced.
Materials and methods

The study was approved by the ethical committee
of the Faculty of Pharmacy, Chiang Mai university.
Thirty four out-patients of the Dermatology Clinic,
Maharaj Nakorn Chiang Mai Hospital, aged between

17-59 years, with a clinical diagnosis of tinea
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corporis/cruris confirmed by positive microscopy
agreed to join the study. Patients were not included if
they had received systemic antifungal drugs in the
preceeding 4 weeks or topical antifungal therapy
during the previous 2 weeks.

The study was designed as a prospective,
comparative, randomized, parallel-group and
double-blind study. Patients were randomized to
receive treatment once daily for 1 week with 1%
terbinafine cream, either Lamisil® (Lot No. 828 LO,
MFG date 10/2000, Exp. Date 10/2005, Novartis) or
EU 2000® (Lot No. 020544, MFG date 17/5/2001,
Exp date 16/5/2004, Union Drug Labs. Ltd.,
Thailand). For both drugs, each cream was repacked
in the same type and shaped containers in order to
ensure that the physician and patients did not know
which drugs they were using. Patients were assessed
at week 0, 1 (end of treatment), 2, 4 and 8 (follow up
visit). At each visit, signs and symptoms of erythema
(redness), scaling, papulation, vesiculation and
pruritus were scored on scale 0 to 3 (0 = absent, 1 =
mild, 2 = moderate, 3 = severe). At each vis'it, skin
scrapings were taken for mycological examination,
i.e. KOH preparation microscopy and culture in a
Sabouraud’s agar, with the results recorded as
positive or negative. Clinical efficacy was defined
when the total scores of signs and symptoms were £
2. Mycological efficacy was defined as a negative
microscopy finding and negative culture. Overall

efficacy was rated as effective if patients showed a

complete cure, i.e. a negative microscopy finding and
negative culture with no or minimal residual signs
and symptoms (total score < 2).

The Mann-Whitney U test was used to compare
the total scores of signs and symptoms between the
two groups at each visit week. The Chi-square or
Fisher exact test was used for testing the null
hypothesis that EU 2000® has the same overall
efficacy as Lamisil®,

Results

Thirty four out-patients were enrolled in the
study. However, 4 patients (1 in the Lamisil® and 3
in the EU 2000® group) were excluded from the
study after treatment was started because the culture
for dermatophytes, which requires 2 weeks of
observation, proved to be negative (delayed
exclusion). Therefore, 30 patients remained in the
study, i.e. 16 treated with Lamisil® and 14 with EU
2000®.

Demographic data showed that patients in the
two treatment groups were comparable with regard to
previous therapy, age, duration of disease, size and
location of lesions. The causative organism was
Trichophyton rubrum in all patients for both the
Lamisil® and EU 2000® group. Fourteen patients
(10 in the Lamisil® and 4 in the EU 2000® group)
had received previous therapy. Most of the therapy
was topical antifungal treatment. The mean age of
the patients was 28.9 £ 11.9 years in the Lamisil®

®
and 34.6 £ 12.7 years in the EU 2000  group. The
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duration of disease for both groups was not different
(t-test, p>0.05), i.e. 54 L 6.7 months for the
Lamisil® group and 6.6 £ 6.6 months for the EU
2000® group. However, there was only 1 female in
16 patients of the Lamisil® group, while there were

®
6 females in 14 patients of the EU 2000  group.

Table 1 Average total scores of signs and symptoms (& SD)

Before treatment, the most common signs and
symptoms were pruritus (100%), erythema (100%),
scaling (100%) and vesiculation (16.7%). The
average signs and symptoms, measured by the sum
of scores for these factors, were similar in both
groups, i.e. 7.9 X 1.2 for the Lamisil® group and 8.1
+ 0.9 for the EU2000" group (p>0.05).

Week Lamisil® EU 2000® group
0 7.88 £ 1.20 8.071£0.92
1 250%1.21 2.00t0.88
2 0.69 £0.79 0.70 £ 0.80
4 044 %0.73 0.44 £ 1.09
8 1.00 & 0.64 1.55 X 1.01

Note:-There was no significant difference between the two groups at each visit week (p>0.05).

S =~ N W & OO O N O ©

Average total scores of signs and symptoms

Treatment week

: " .. ® ®
Figure 1 Average total scores of signs and symptoms at each visit week. (0) Lamisil  group, (M) EU 2000 group
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Clinical efficacy

A rapid decrease in signs and symptoms was

®
symptoms in the EU 2000 ~ group at each visit week

showed no significant difference from that in the

shown at week 2 and 4 (1 and 3 weeks after Lamisil® group (p >0.05).
treatment) for both the Lamisil® and EU 2000®
group (Table 1, Figure 1). The decrease of signs and
Table 2 Mycological efficacy
Week Lamisil - group (%) EU 2000® group (%)
0 0/16 (0) 0/14 (0)
1 6/16 (37.5) 6/14 (42.9)
2 11/16 (68.8) 7/14 (50.0)
4 14/16 (87.5) 13/14 (92.9)
8 10/16 (62.5) 12/14 (85.7)

Note:-There was no significant difference between the two groups at each visit week (p>0.05).

100

80

60

40 -

% Mycological efficacy

20

Treatment week

Figure 2 Mycological efficacy at each visit week. (o) Lamisil® group, () EU 2000® group
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Mycological efficacy Lamisil® and EU 2000® group was demonstrated.

Mycological efficacy, were measured at each No significant difference in mycologic clearing was
visit week (Table 2, Figure 2). About ninety percent seen between the Lamisil® and EU 2000® group at
of mycologic clearing at week 4 of both the each visit week (p> 0.05).

Table 3 Overall efficacy

Week Lamisil ¥ group (%) EU 2000® group (%)
0 0/16 (0) 0/14 (0)
1 3/16 (37.5) 5/14 (42.9)
2 11/16 (68.8) 7/14 (50.0)
4 14/16 (87.5) 13/14 (92.9)
8 10/16 (62.5) 11/14 (85.7)

Note:-There was no significant difference between the two groups at each visit week (p>0.05).

100
]

80
>
(8]
3]
$ 60
()
T
o 40
O
X
20
0 |
0 1 2 3 4 5 6 7 8 9
Treatment week

® ®
Figure 3 Overall efficacy at each visit week. (0) Lamisil group, () EU 2000 group
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Overall efficacy

The overall effectiveness were similar to the
mycological efﬁcacy (Table 3, Figure 3). More than
50% efficacy in week 2 and the highest efficacy
(about 90%) in week 4 were seen for both the
Lamisil® and EU 2000® group. There was no
difference in the overall efficacy between the two
groups at each visit week (p>0.05). Recurrence was
noticed at follow up week 8, i.e. 25.0 % in the
Lamisi]® group and 14.3 % in the EU 2000® group.
Discussion

As in previous reports, terbinafine can be
detected for more than 7 days after cessation of
topical applicationz'“. This may be because of
accumulation of terbinafine in the stratrum
corneum'”. The signs and symptoms were clearly
relieved at week 2 (1 week after treatment) and the
highest efficacy was found at week 4 (3 weeks after
treatment). No side effects were found during the
therapy.

The decrease of signs and symptoms, and the
mycological and overall efficacy in the EU 2000®

group at each visit week were not different from that

in the Lamisil® group (p>0.05). Therefore, it may be
concluded that, in this study, there was no difference
between the use of Lamisil® and EU 2000® in the
treatment of tinea corporis/cruris. However, the
recurrence rate at week 8 was still high in both
groups. A repeated course of therapy at week 4 may
be beneficial in both groups.

This article was supported by a grant from Union

Drug Labs. Ltd., Thailand.

References

1. AHFS Drug Information. Bethesda, MD: The
American Society of Health-System Pharmacists,
1999:3057-8.

2. Bakos L, Brito AC, Castro LC, et al. Open clinical
study of the efficacy and safty of terbinafine cream
1% in children with tinea corporis and tinea cruris.
Pediatr Infect Dis J 1997;16: 545-8.

3. USP DI 2000, Vol I: Drug information for the health
Care Professional, 20th ed, Englewood, CO;
Micromedex,2000: 2918-20.

4. Davis R, Balfour JA. Terbinafine. A
pharmacoeconomic evaluation of its use in
superficial fungal infections. Pharmacoeconomics
1995; 8:253-69.

5. Leenutaphong V, Niumpradit N, Tangwiwat S,
Sritaveesuwan R, Muanprasat C. Double-blind study
of the efficacy of 1 week topical terbinafine cream
compared to 4 weeks miconazole cream in patients
with tinea pedis. ] Med Assoc Thai 1999; 82: 1006-9.

6. Van Heerden JS, Vismer HF. Tinea corporis/cruris:
new treatment options. Dermatol 1997; 194 suppl 1:
14-8..



100 Review aritiles Thai J Dermatol, July-September 2002

Langerhans cell

Porntip Puvabanditsin MD.

ABSTRACT:
PUVABANDITSIN P. LANGERHANS CELL. THAI J DERMTOL 2002; 18:100-14.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.

Basic knowledge of Langerhans cell (LC) is revised, including the origin, the life cycle and function of LC.
The immunohistochemical properties, immunolabelling stainings and the morphologic electron microscopic

findings were described in detail.

Key words: Langerhans cell, antigen presenting cell
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G.6/[3L4 = QG/BM integrins
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1. Light Microscope
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Mlddunuadi uaiieaninravesmsdonla
] =2 (=] aa
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v
: a o q4 o [
iodide 3 fouili ldMudnyuzglinves LC
Y o 1 d' a dqy
1AFauuIn uAEieI9In melanocyte AATH
wudu 39 leusoez lduenwad L 14

1.1.3 Supravital technique with Quinone-Imine

4
dyes 1935 1@529%1 LC 14 unfixed skin uadiia

v
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Hvzdouia melanocyte Adouazdszanaslunm

o -] ] aa
susas v luidlundey

4 &
MW 2 Buccal mucosa sheet mz’fﬂnmmz

Fu epidermal §oUAY ATPase (V018 X 100)°

" &
/WA 3 Buccal mucosa sheet FIUNINNIY

14
IN1ZHU epidermal E0UAI0 ATPase (V010 X

400)°

1.1.4 Enzyme histochemical methods’ 11l ®
L) a a o
inmcuaamau"lqswmﬂwmwummzmu"lmu
annsoafeudadurnnrialdlagnudil LCves
YYBE NYATIN Az A9 Rhesus 923 membrane-
bound formalin resistant, sulfhydryl-dependent
adenosinetriphosphatase (ATPase) Taous il
P A oa A4y ¢
mu'lcnuuwmuuu ADUIIULEIDYULITAD (cell

v
membrane) Y93 LC uaz lunwvuiou laafiilu
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epidermal cell 84 uay WU Fad R ATPase-
positive NERY DOPA-negative tf 4® a0 1¥uen
LC 89n310 melanocyte 18 330150530 14AIMITS
Faonmwrzsunitatind (epidermal sheet)
WANNAUAIY basal layer 190U laduazdon

é [ e e
ATPase 917U LC HIT8NYUE dendritic (§9019

v ¥
2 uay 3) wmmmum"mmwaﬁ'ﬂaminﬁu

a
N

Amia 1@

a o . &
HNINN 4 Buccal mucosa AR cross-section 1®
fioudan CD,, uarasdumiaves LC s

basal 1% suprabasal layer (X 100)°

i 9
mwii 5 foudu CD,_ 1ty LC Aaditana

iWudaudnyuztiu dendritic cell
(X 400)°

MNN 6 AImTauSHu Outer forearm f’fﬂn
o o ;
CD,, afwidsuenogadiu v LC i

ANy reticulate patten FAIIY (X 400)°

MANN 7 1889 LC NS lower labial

mucosa (3890t u discrete pattern (X 100)

' v
Uyl ATPase Hithlahldunoidessy
mimugumsnaeuiisvesmIneluwaduas
a Y o A' 1 o
p1nueInUMIwenledszninn  LC  fu
keratinocyte LAZEIWUI1 ATPase U89 LC ﬁﬂﬂl

v
autifmileuiy ATPase ¥ed actomyosin A91 U
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2. Immunolabelling proceduresl

a Y . v @

1m31% monoclonal antibody 0NN IANHUL
¥4 LC Taol¥3% immunofluorescence 30
immunoperoxidase WUHAINHAOUBUALY (U

2.1 panhematopoietic marker CD,;

2.2 Class I MHC encoded HLA-D region

2.3 CD,, antigens

2.4 S-100 protein

2.5 Cytoskeleton antigen vimentin IEWUUH
intermediate-sized filaments Y93 LC

2.6 Birbeck granule-associated antigen e ld
mAb Lag

& o

Tag cp, wwwulu LCc  wluwsnu
membrane surfacc 1130 cytoplasm ¥®3 LC o
9 a adg o P A4 a
YDUITAATUUFALIU  (NIWN 4-8) LIAZINBINA
msenuvesiImisiimaduainsiialusesiiu
Aansaasiany cp,, 18 Sudlu surface marker
NANgAYeY LC a9 HLA-DR antigen WU

¥
mwizlu LC anAmialndiminiu
P I3 A dao a
CD45 antigen %$WU1NL“ﬁaﬁnﬂ‘UNﬂﬂNﬂ1Luﬂ

o lunszgn

MNA 9 LC 91NNADIRaNssAIDIaNAToU gNATIAAa LC granule 3010 19000’
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MWA 10 QNATLAAI LC granule 85000°

o i
3. anyazey LC 1349A5I9NY  electron
% 1,3,16
mlcroscope
1u1) f.7.1961 Birbeck ttazame 1ddnyusad
a]ﬁﬁﬂﬁ1wg1%ﬁﬂﬂ58§ electron microscope LAY

®Munsouen  LC 990N keratinocyte LAY

v
o

melanocyte 1@ lasdnyauziwad LC Tasi Ao
() Clear cytoplasm
(I1) A lobulated and convoluted nucleus
(IIT) The absence of desmosomes and
tonofilaments cﬁqtﬂuﬁnymmm keratinocyte
(IV) The absence of premelanosomes and

melanosomes Futludnyuzvouyad melanocyte

(V) The presence of a special type of
organells fio Wy ‘Langerhans cell granule’ n30
‘Birbeck granule’

3.1 General features

Iﬂfj’vni”)"lﬂ LC ﬂzﬂ{jiﬁfﬂﬁlu keratinocyte Tai
iM Y intercellular space @74 nucleus ﬁfl ANYUY
w1z Ao lobulated (1M} 9) M5 folded uA
vrenfieranudnnmenan1iudu u
cytoplasm U84 LC Usenouday organelles a1y
pt1andAi waddinuioiteaiunts
duns1zi 1Us@u Taunull mitochondria, smooth

118 rough endoplasmic reticulum LAY centrioles
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Golgi apparatus ¥any M :mmmmflu vesicle
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b .
11 wenIINTUTINY Golgi apperatus NUANYUY
W fuzzy coat 1 internal surface Y89 membrane

Y A . a o
AU LATIND cross section mnmuuﬁ'nzwu

Anymdoun LC granules

y ° é 1 A v 1
MNA 11 7 I$1999 Langerhans granules Fadrleiila nyngﬂimfluﬁ'w (cupped shape) (mW]’hﬂ) uay

ad
iunu (dise shape) (Mmv) Tagldganmainndesganssmisianaseutszney’
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3.2 Langerhans granule"z'ﬁ‘”"s'l7

Birbeck 8¢ Breathnach lAUssonednum
b4
granule fiuiu rod-shaped  trilaminated
A 1
cytoplasmic organelle 93 striated density 9gNII
ARNLAZOIINY expanded AT3L/aw Justundio
ANYMUZYDY tennis racket (MW 10) Tﬂtjvlﬁ‘ﬁﬁ
o 1617 ] o
WUIWIWAN iﬂi’N'UG\I granule 4 71 LC 9
IS g , =) :i
fignunuzilu disc 50 cup shape structure (MWHA
d’w ] 9/ ad ]
11) LC granules 84 linsumdhnnmiueu 1n
msIvoirun liwy enzyme activity e granule
t 4 1
flannsodeudad osmium-zinc-iodide @IuUNUN
o/ d' = o =)
Y99 LC granules Saudufondosiulaell 2
a A
nyug Ao
3.2.1 ‘Secretion theory’ %991 LC granules U1
3 a9 o A
910 Golgi apparatus laolidaaiUaYU D
() WU LC U central portion ¥B4
cytoplasm WINATM cell membrane
) Hdnvaziiiu vesicle A& Golgi
) highly organized internal structure
uaa3911u granule Tmsdunsigrinioly
av) Andifion osmium-zinc-iodide 1AL
iU Golgi apparatus U@ lnumMsAadfINa1IN
cell membrane
aday o ' 9 9
nquiilidedaudalaonui  msdenddin
! 3 e i a a ayyd
osmium-zinc-iodide WUNMIAAT 14N lysosome
.endoplasmic reticulum (1Q% perinuclear space dav
. CL N
ozt granule 41910 Golgi apparatus 1 livezdl
5 P A ' < ) v
synthetic activities tMapay vana1 lasagUiiey
. ¥ t 4
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14 wa = o v
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granule UGS nuveuvo uraduaziie granule
A cell membrane ﬁi):ﬁ]ﬂﬂﬂﬂq' intercellular
space LlAENT zmmi’hfj extracellular compartment

3.2.2 ‘Endocytosis theory’ t%ﬁ 991LC granules
11910 cell membrane Tavlidomivayu fio

(I) Membrane Y94 granules 'ﬁﬂ {éaﬂ Y cell
membrane JdnynzABLii0aiU

an an olu granules '71 AANY cell membrane
wuhinuseliie iy extracellular compartment

(I1T) Granules ﬁ @A fU cell membrane @ 3 U
1anﬁ organelle Hou

(IV)ﬁéW‘U LC granule 1u vacuoles @Qaﬂ’h
W lysosome

(V) ﬁé' WU LC granule-like structure 3¥1 319
cell membrane 11‘!93‘1]’30 monocytic leukemia
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wing ¥
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. l U Yy a o dl @
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Indeterminate cell"”
Indeterminate cell 13 4 dendrite cell 8 n %1l A

nilauenmiion1n LC 1ag melanocyte 9zwy lu
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T cell (activated T helper cell T,, cytotoxoic T
lymphocyte T,) 43 CD, 1ag CD, UuAI T cell
vz muantiifives T cell 100 CD, Tcell fio T
helper cell (T )ua¢g 19U class IT MHC restricted
uay CD,T cell v T cytotoxic cell (T,) V& 1
Class | MHC restricted

T, cell9zQnnszdulag complex U8
HOUAIIUUAY class Il MHC molecule UHHIVDY
APC (antigen presenting cell) 1?’t'mjwf'f1uaztﬁu
Suadunguiaad (cone) AiflANUT I AY
complex YD I DU ALIUNAE class II MHC
molecule RBARUTNINTEAU T, cell Fausn uaz

waa lalalaioanun 2 gluuuiuand ey fe

1. T, 1 response R T, 1 subset %S‘rl’g\i'lcﬂﬂ
Tmifiduasulfiianisdnay nseduuunlnas
vauaz T cell u13ia Aaed1avelaTalad
19 IL-1, IFN-Y ez INF-[3 snfudriimsnszdu
T,1 M3nouaueaii 1dvziunun cell-mediated
immune response

2. T, 2 response n3o T, 2 subset %zné’q IL-4,
IL-5, IL-6, IL-10 Saviwmihifindnlunisnszdu B
cell 1¥na10iilu plasma cell was nasusuAVDA
0P UN15A0UAUBIUUY humoral immune
response

d2U T, 92QnnszAuTAY complex YB3
HOUALIULAY class | MHC molecule ﬁe;juuﬁa
vouzadduosiinldonl wu wadiande’s
fanoraduise Sunsauq 1 waditmue
(target cells) tazdndl la Ta lasiunesiiaoin T, o2
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v

A%e Teell vesiminfinanIsABUAUBING
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ua‘uamuﬂﬂc'n?mi’x'ﬂu‘guﬁwﬁ”wzﬁ«umums
goulusAuvualng 1idlu peptide Sonvuau
N3 551 antigen processing ﬁiammfu peptide 9%
gniiliAafy MHC molecule n1g luiwadiiiu
peptide-MHC complex uazi’?umuviam peptide-

14
MHC complex 9@ uaoadunIeguuiusad
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wazrinaue 1WA T cell U5 vuaun1siiGon
antigen presentation waa"ﬁﬁm ﬂ’ﬁi‘luﬂﬁtjﬂﬂ
Hazu A UOLOUAIIUITUN 71 antigen presenting
cell (APC) 1ioavInIsad i undvaynyiiadl
class I MHC molecule 8 UUAILAL U191 A ]
class Il MHC molecule UH A% a8 430 V:f\i‘lf‘u
waayniiaduiiu Apc 18 udlaoia'ld 151300
ad i uaueueuRion (peptide) Y class 1
MHC molecule 1# iy CD," T cell 50 T_duiu
target cell HAZITUNIYAATINUAUD peptide gy
class Il MHC molecule 1¥un CD; T cell 50 31
Tt antigen presenting cell (APC)
msudsgduazsivaue’
Lﬁmﬁmmuﬁmu‘nﬁﬂ MHC-restricted T cell
sgnnazdu 2 duneu ndvldTunouRuTA
iy msfudluduusn e TCR wuiy APC-
bound peptide MHC complex ifuﬁam T cell iy
costimulators B, | (CDy), B, (CD,) t4a¢ cytokine
(TNF-Q, IL-1B) aznszdumaddedumziily
waduaznldouiiu effector H3e memory cell
1AY CD,, 1U T cell 3zimeiy B, ¥11¥ifa anti-
apoptotic protein (Bcl-X, ) 148 cytokine 1Y IL-2
a1 costimulator 5"1:“] ﬂz‘ﬁwﬁﬂmq T
lymphocyte WUIIMIMIZAUYDY APC-T cell 9%
MR uAiY lymphocyte  function associated
antigen (LFA) 1 Y84 T cell 1M2AY intercellular
adhesion molecule (ICAMs) Y83 APC U CD,
V09 T cell WINEAY LFA-3 Y03 APC uazdall
ligand BnwatediFzasuling ingda ves

APC AU T cell WUUYY 19U heat-stable antigen

Thai J Dermatol, July-September 2002

(CD, /CD,, ligand L), CD,/ CD, /L, CD, L/ CD,,,
0X,,L/OX,(CD,,) uag RANK L/RANK M3
IMzYe3 ligand aldeioaTumsdadayiu
sennuwad
1. Immune surviellance function
' v
Amlaazitoys1en 1y barrier Fuuenga
VoI NMuFIRsFuR T UM ITHasdulan
ey LC danudnglunisaediu virus uaz
. a ] Y
tumor associated antigen Tavselsenme
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i 4
rumamardesiumsgnamvesmsaaie lasa
NusURIMS
2. Contact hypersensitivitym'w
Tu U A.#.1976 Silberberg" wazAMy WU
d}, A Ao ' 9 & o Y a
ieiwehll LC agaln wwanunsagndmirldine
contact hypersensitivity 18 uatewenlaisl Lc
¥ ' '
vieieaiben LC gniaesad UVB uieldumn
corticosteroid  AUFUATMITHOUAIIUE laitAa
i
MgmI¥miiil uaned Le Hdaudidylums
Mldifa allergic contact dermatitis HaZHINy
) a a Ao 9/
mmmsusudnuluysnunll LC fesusnain
liifamsuddiesnszdumsiia  suppressor T
¥ a a o a
cell 18 nazmsmansueudnuludSuasines
M1%iAa tolerance ‘1Rigufiu
3. Graft rejection
lu epidermal allograft Ia positive LC Wuda
present ‘Resident Leucocyte Allograft’ Mldinail
. — T
stimulus @41Y191 allosensitization ¥4 Streilein LLAY

¥ 3y '
aug 1dnaaeilasld mouse comea Ugnerouu
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A wudd 19 graft A% LC udavziinnis
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todefilinane Langerhans cell
Wudveusuiud L Hduneideefiy
immune response vp4313n10 udazdalinsu
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Ssdoanslaletan (Ultraviolat light) "™

1.5
didovaroniuldfdnyinavesdad
dan31 12 Teiande LC Taonwun

1.1 Low dose UVB i a1 114 cell surface
ATPase activity CD“,+ Y93 LC aAad tagueng
vy dnyuzveuradnldounasliie
$maunazgls 19909 granule A2u

12 UVA uag PUVA imavirlfiiinisan
$1uIUAVRUBAE ATPase+ tiag CD, " msfised
ganalaTemnfinade LC forvdawalifszuy
nsfleafuvessranisdelafauaziiodeman
o'l i iimsunsnszaeves hifauazuzisa
¢

2. Ionizing radiation'

X-radiation 148 ¢ Grenz rays Wi 1% iinsan
31UIUVDI CD,,” Uag ATPase+LC nu*ﬁuﬁuqm
auialumsidiu alloantigen presenter A

3. Chemical agents

3.1 Glucocorticoids

@ v g 3 i

AN 1A topical corticosteroid treatment
g > o & v
IUAY 1 A3 ﬁ‘lunmmu SiaeedVd ‘HifJﬂ'ﬁTﬁ
intraperitoneal administration (50 mg/kg) ‘114141;1,
WU LC U unanas

3.2 Retinoids

A et ° % E7 a o

esninlafimsioniionlslulsarimia

naelsane inflammatory disorders,

hyperproliferative, neoplastic conditions, (iag UV
accelerated aging sufu3aldnmsAnyiravea
retinoid A9 LC Taof3suunaviuwudiiinig
wasuulasves LC uAvIeswaunduwyi il
wafvadeefiu LC
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A Case Report of Skin Limited

Langerhans Cell Histiocytosis

Darawan Sawawiboon MD,
Porntip Puvabanditsin MD,

Nopadon Noppakun MD.

ABSTRACT :

SAWAWIBOON D, PUVABANDITSIN P, NOPPAKUN. A CASE REPORT OF SKIN
LIMITED LANGERHANS CELL HISTIOCYTOSIS. THAI J DERMATOL 2002; 18:
115-22.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.

We reported a case of skin limited Langerhans cell histiocytosis (LCH). A 57 year old Thai woman
presented with multiple skin papules and nodules on her face and trunk for 4 months. The histopathology
finding immunohistochemistry, and electron microscopic examination are diagnostic for Langerhans cell
histiocytosis. She was treated with combination of excision biopsy, electrocauterization, intralesional

triamcinolone acetonide injection and cryotherapy with satisfactory results.

Key words: Langerhans cell histiocytosis, surface marker
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History:

A 21 year-old woman from Laos presented with
asymptomatic multiple flat-topped papules on her
face and limbs, and generalized reddish-brown
macules on her trunk. These lesions first appeared
since she was 3 years old and gradually increased in
numbers.

No one in her family has the same skin lesion.
Physical examination:

There are multiple discrete, skin-colored,
slightly verrucous, flat-topped papules that resemble
verrucae plana on her face and her limbs.
Koebnerization was also noted. On her trunk, there
are slightly scaly surface, reddish-brown macules

resembling lesions of tinea versicolor.(Fig 1,2)

Histopathology:

The epidermis shows mild papillomatosis,
hyperkeratosis and irregular acanthosis (Fig 3). The
keratinocytes are swollen, and posses abundant

basophilic cytoplasm. (Fig 4) There is a mild
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superficial perivascular lymphohistiocytic infiltrate

in the upper dermis.

Fig 2
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3. Which disease is inherited by autosomal
recessive?
A. Tinea versicolor
Epidermodysplasia verruciformis
Plane xanthoma

Macular amyloidosis

m o e v

Urticaria pigmentosa
4.  Which type of human papilloma virus (HPV)

does not turn malignarcy

A. HPV3
B. HPV4
C. HPVS5S
D. HPV38
E. HPV9

5.  Which treatment is not recommended in this

Fig 4 H&E X 40
patient?
Self assessment: Question 1-5
cryotherapy
1.  What is your diagnosis? B, phototherspy
. Ti icol
A inea versicolor & setnoid
B. Epid dysplasi iformi .
pidermodysplasia verruciformis D. interferon

£ RO KBRS E. cholecalciferol

D. Macular amyloidosis

E. Xeroderma pigmentosum

Epidermodysplasia verruciformis

2. Koebner's phenomenon presents i ; ; ; ; .
e e . Epidermodysplais verruciformis (EV) is a rare

A, ‘tinea versicolor inherited condition. Affected individual presents

B. epidermodysplasia verruciformis with a wide range of HPV subtype including

C. plane xanthoma 5,8,9,12,14,15,17,19-25,36-38,46,47,49 and 50.
D. macular amyloidosis Susceptibility to EV is usually inherited in
E. xeroderma pigmentosum autosomal recessive manner, though X-linked
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inheritance has been reported from one family. The
infection leads to the development of disseminated,
persistent flat-wart like and macular lesions, usually
starting in early childhood. There are two clinical

subtypes of EV.

1. EV caused by HPV-3 and HPV-10: lesions
are flat-wart like most often seen on the arms, legs,
face and back of hands. This subtype rarely turns
malignant. The histopathology is undistinguishable
from those of verruca plana.

2. EV caused by EV-specific viruses (HPV-5,
8,9, 12, 14, 15, 17, 19-24): skin lesions are reddish
or pigmented or depigmented, scaly flat macular
plane warts, mainly on the trunk, but also on the
face, neck and arms, clinically resembling pityriasis
versicolor. Upon 3% or 4" decade, about half of EV
patients start developing multiple precancerous
lesions (AK, Bowen’s CIS) which evolve into
nonmelanoma skin cancer. The tumors develop
particularly on sun-exposed skin and are most often
associated with HPV-5 or 8. Histopathologically,
EV lesions can be distinguished from verrucae
plana by the finding of the large, swollen
keratinocytes with vacuolated, basophilic granular
cytoplasm in the stratum granulosum and stratum
malpighii. These cells are arranged in clusters or
columns. As the lesions progress to show

atypicality, the nuclei of the keratinocytes become

larger and hyperchromatic and cellular maturation is
more disorderly.

There is no definitive therapy for EV.
Experimental  therapies include intralesional
administration of interferons and retinoids. To date,
these have resulted in only a partial or transient
effect. In advanced HPV-related carcinomas, an
experimental therapy involves treatment with a
combination of 13-cis retinoic acid and interferon
alfa or cholecalciferol analogues. For localized
multiple malignant lesions, autotransplantation of
skin from uninvolved skin has been reported with
success in preventing further development of
cancers. UVB and UVA exposure as well as x-ray
irradiation should be avoided. Surgical and
electrosurgical removal and cryotherapy are used
for the treatment of benign and premalignant
lesions. Surgery is also indicated for the treatment

of malignant lesions.
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History:

A 27-year-old woman presented in March 2002
with an increase in number of painful new lesions
on her left hand. These lesions, which first appeared
since she was 10 years old, throbbed more severely
after cold temperature. Simple excision of her left

subungual lesions on the thumb provided

symptomatic relief without recurrence, but scar
formation was noted. However, new lesions have Fig 1
continued to develop in the same areas in which the
original lesions occurred. No family history of
similar skin lesion.
Physical examination:

Left hand: tortuous, bluish, tender, subcutaneous
nodules of the thumb and index finger with mild

atrophy of the index finger and pterygium formation

on the proximal nail fold of the left thumb. There

Fig 2

are also ill-defined areas of tender, bluish patch on
her left thenar eminence. (Fig 1,2) Histopathology:

The section shows well circumscribed nodules

composed of many vascular and uniform cuboidal -
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cells embedded in the mucinous stroma ( Fig 3). The
vascular spaces are lined by flattened endothelial

cells. There are many uniform, basophilic, cuboidal

cells peripheral to these endothelial cells (Fig 4).

Fig 4 H&E X 40

Self Assessment :Question 1-5

1. Painful skin tumors are all EXCEPT one
lelomyoma

neurilemmoma

angiolipoma

glomus tumor

m o o = »

pilomatrixoma
2. Your diagnosis is

A. leiomyoma

neurilemmoma
neurofibroma

glomus tumor

m 9 o W

pilomatrixoma

3. The tumor cells of this pationt are derived from
. fibrobast

endothelial cell

A
B
C. nerve cell
D. muscle cell
E

skin appendage

4. The provisional diagnosis can be confirmed by

A. Auspitz'sign

B. Nikolsky's sign

C. Darier's sign

D. Love's test

E. button-hole sign
5. The treatment of choice is

A. radiation
chemotherapy
cryosurgery

surgical removal

o o W

oral retinoid

Glomus tumor

Glomus tumors are hamartomas derived from the
glomus body, a dermal arteriovenous anastomosis
important in the control of peripheral blood pressure
and temperature. Glomus tumors can be divided into
the more common solitary type and the rare multiple

type, which is divided into regional, disseminated,
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and congenital plaque-like types. The most recent
histologic evidence points to glomus cells being a
type(s) of smooth muscle cell. Histochemical
staining reveals glomus cells to be positive foe
vimentin and alpha-smooth muscle actin, but
negative for desmin.

These modified smooth muscle (glomus) cells
are derived from a segment of the Suquet-Hoyer
canal of the glomus body. According for less than
10% of all reported cases of glomus tumors, multiple
glomus tumors (glomangiomas) are benign lesions,
with one third of the cases appearing before the
second decade of life. Unlike the autosomal
dominant inheritance of the disseminated type, the
regional or localized type and the congenital plaque-
like types manifest no familial tendency. Regional
glomangiomas occur over a limited portion of the
body, usually an extremity, and generally spare the
face. and trunk.

Clinically, glomangiomas appear as discrete blue
or purple papules or nodules, usually several
millimeters in diameter, but lesions larger than 3 ¢cm
in diameter have been described. The lesions are
often asymptomatic, but they may produce
tenderness and even paroxysmal attack of pain.

The suspected lesions can be tested for a
provisional diagnosis by using Love's test which
consists of applying pressure over the painful area
with the head of a straight pin. The other test is the

Transillumination test. For this test, the patient is

taken to a dark room and a light is projected beneath
the pulp. By giving a different colours in
transillumination, the tumour can be localized and its
size estimated easily. The latter test is proper for the
subungual lesion.

Histologically, the glomangioma does not have
the fibrous capsule found in the solitary glomus
tumor. Also, it has larger irregular vascular spaces
and displays more narrow and focal aggregates of
glomus cells peripheral to the endothelial cells than
the solitary glomus tumor.

The clinical  differential  diagnosis  for
glomangioma includes blue rubber bleb nevus,
angiolipoma,  angioleiomyoma, neurilemmoma,
leiomyoma, eccrine spiradenoma, and melanoma,
while the histologic diifferential diagnosis also
includes cavernous hemangioma and
hemangiopericytoma.

Complete surgical excision has been reported to
be the most successful therapy and does not usually
result in recurrence. But it may result in scar
formation in some cases. Sclerotherapy using
23.4%NaCl solution for five sessions over a period
of 6 months has been reported to be very successful
for multiple glomus tumors without leaving any
apparent scars. The lesions were each injected with
approximately 0.2 ml of the hypertonic saline,
however, it should be noted that some hyper- and
hypopigmentation occurred, but these changes

improved over a 6-month period post sclerotherapy.
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Sclerotherapy with 33% sodium tetradedecyl sulfate

has also shown success in destroying multiple

glomus tumors of the leg; 2 ml of solution was

injected initially and at 4 weeks, and resulted in

complete disappearance of the lesions. Another

treatment for multiple glomus tumors involves argon

and CO, lasers. There is a report case using pulsed

ruby laser with improvement
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CME Patient 111

Darawan Sawawiboon MD,
Kanyarat Kraivichian MD.

Nopadon Noppakun MD.

Division of Dermatology, Department of Medicine, Faculty of Medicine, Chulalongkorn University, Bangkok, Thailand.

History:

A 3 years old healthy girl presented with 2 years
history of non-pruritic, multiple brownish macules on
forehead, nose, neck and scalp.
Physical examination:
There are multiple discrete dark brown macules on
forehead, bridge of nose, neck and scalp.(Fig 1)

Her general physical examinations were normal.

Lymph node, liver and spleen were no enlarged.

Fig 1

Histopathology:
The section shows dense perivascular

mononuclear cell infiltrate, in the upper dermis (Fig

2). The infiltrate is composed of lymphohistiocytes
and mononuclear cells with large basophilic
cytoplasm  (Fig 3). Giemsa stain reveals
metachromatic granules in the cytoplasm of these
cells (Fig 4). The epidermis also shows an increase
of melanin pigment in the basal cell layer.
Self Assessment :Question 1-5
1. Your diagrnsie is
A. ashy dermatosis
B. Kaposi sarcoma
C. histiocytosis
D. urticaria pigmentosa
E. lichen planus
2. The useful test for clinical diagnosis is
A. Darier's sign
B. complete blood count
C. serology test for HIV
D. X-ray skull
E

patch testing
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Fig 4 Giemsa stain X 20

3. The most common associated symptom of UP is

A. pruritus

B. diarrhea

C. bronchospasm
D. angioedema
E. syncope

4. The course of the disease will

A. gradually turn to systemic mastocytosis after
puberty
B. gradually spread to involve the whole body
after puberty
C. be stable through adult life
D. be resolve during adolescence
E. be blistering during adult life
5.  Effective skin treatment is
A. potent topical corticosteroid
systemic corticosteroid
H, antihistamine

cyclosporin

m o 0w

retinoid

Urticaria Pigmentosa

Mastocytosis in infants and children is an
unusual disease characterised by an excess of mast
cells in body tissues. The skin is the most common
organ involved in children and may be the only
manifestation of the disease. Mastocytosis can
present from birth to adulthood with adult onset
disease generally being more severe.

Etiology and pathogenesis:

Mastocytosis appears to be the clinical
expression of the production and function of mast
cells caused by distinct activating somatic mutations
in ¢c-KIT. KIT is a type III transmembrane tyrosine
kinase with an extracellular domain that binds mast
cell growth factor, also known as SCF (stem cell
factor). However pediatric expression of these

abnormalities is seen predominately in paediatric
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onset mastocytosis with extracutaneous disease.
There has been no identified c¢-KIT abnormality
reported to date in familial mastocytosis.

Clinical presentations:

Approximately 65% of individuals with
mastocytosis present with disease in childhood, 55%
of these patients have manifestations of disease by
the age of 2 years.

The remaining 35% of those that develop their
disease after puberty are classified as adult onset.

Children with cutaneous mastocytosis typically
present with a spectrum of findings from solitary or
multiple mastocytomas to urticaria (UP), or diffuse
cutaneous mastocytosis (DCM).

Children with more extensive skin involvement
are more likely to exhibit systemic symptoms. UP is
the most frequent form of cutaneous mastocytosis.
The lesions of UP appear as red- brown macules,
papules, or plaques. These lesions are of varying size
with the highest concentration usually on trunk.
Darier s sign, present in the majority of patients with
cutaneous mastocytosis.

The most common associated symptom of UP is
pruritus which varies in degree of intensity and
chronicity. Bullae and blistering may appear in the
first few years of life and must be distinguished from
other bullous disease of childhood. When the lesions
of UP are not associated with systemic disease, there
is tendency for such lesions to fade during
adolescence.Skin lesions of UP histologically show

an accumulation of mast cells within the papillary

dermis with variable extension throughout the
reticular dermis and into subcutaneous fat.

Treatment:

Therapy for mastocytosis is focused on providing
symptomatic relief. Patients and parents should be
counselled on avoidance of key triggers of mast cell
degranulation such as extremes temperature, certain
medications, and Hymenoptera exposure.

- Antihistamine to block the H1 effects.

- H, antagonist may be useful to alleviate the
symptoms associated with hypersecretion of gastric
acid.

- Oral disodium cromoglycate.

- Interferon alfa2b has been used to treat several
adult patients with mastocytosis.

Prognosis:

The course of disease in paediatric onset cases is
often benign in that there is no progression to
systemic disease and there is a tendency to resolve
during adolescence.

Children whose mastocytosis persists into
adulthood may experience a progression to systemic

involvement.
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CME Patient IV

Chuchai Tanglertsampan MD.

Division of Dermatology, Pramongkutklao Hospital, Bangkok, Thailand.

History:

A 40-year-old nurse presented with a 2 year
history of itchy skin rash on hands that developed
after wearing rubber gloves. She had no systemic
symptoms. She was in good health and had no
history of atopy. Physical examination revealed
excoriated dermatitis on both hands (Fig.1,2).

Self assessment: Question 1-5

1. From the above clinical presentation, your
differential diagnosis includes all of the following
EXCEPT

A. contact dermatitis

B. contact urticaria

C. dermatophytosis

D. eczematous psoriasis

E. lichen planus
2. Potassium hydroxide preparation was negative
for fungus. Patch, prick and use tests were
performed. She had positive patch test reactions to
nickel and thiuram mix. The prick and use tests
were positive for rubber gloves. What is (are) your
diagnosis?

A. Allergic contact dermatitis

Irritant contact dermatitis
Contact urticaria

Aand C

m o 0w

Band C

Fig. 1

Fig. 2

What is the antioxidant in rubber?

A. Carba mix
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PPD mix

Thiuram mix

o 0 w

Mercapto mix
E. Mercaptobenzothiazole
4. What is not the test for natural rubber latex
allergy ?
A. Prick test
Patch test
Provocative use test

Wear test

m o 0w

latex radioallergosorbent test

5. The patient who has latex allergy can expose to
A. hypoallergenic rubber glove

polyethylene glove

banana

passion fruit

W o 0 w

avocado

Rubber allergy (Type I and IV hypersensitivity
reactions)

Rubber allergy is an important occupation
health problem for an increasing number of
patients. It may produce a type I urticarial reaction
(natural rubber latex allergy), or more commonly,
a type IV delayed eczematous dermatitis. Type IV
hypersensitivity reactions to rubber product,
typically associated with chemical added to rubber
during processing, consist of localized dermatitis.
It is diagnosed by patch test. The allergens in a

standard tray are mercapto mix,

mercaptobenzothiazole, thiuram mix, carba mix
and black rubber mix(PPD mix). PPD mix is the
only antioxidant in the standard tray while others
are accelerators.

Type I hypersensitivity reactions is an IgE
mediated immediate reaction to natural rubber
latex (NRL) proteins with clinical manifestations
ranging from contact urticaia to anaphylaxis.
Evaluating NRL allergy begins with the pertinent
history and physical examination. Then, the patient
is evaluated by use test, skin prick test or latex
RAST (Radioallergosorbent test). Since standard
test allergens are not available, "home-made"
preparations for prick tests are routinely used. The
use test with latex gloves should be started with a
one finger test because whole hand exposure risks
anaphylaxis, especially if performed on
eczematous skin. A wear or use test is carried out
with fingers cut form the suspected gloves and
applies to a dampened finger of the patient. The
appearance of one or more hives at 15-30 minutes
is considered positive. If the one-finger test result
was negative, the entire glove is doned 15-30
minutes. A vinyl glove serves as a negative
control. Resuscitation equipment that contains no
NRL compounds should always be available in the
event of anaphylaxis. The latex RAST measures
specific IgE antibodies to NRL but is not useful for
screening because it lacks sensitivity. However ,

most patients with previous anaphylaxis are RAST
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positive. Persons with latex allergy are treated &

with complete natural rubber latex avoidance. 3

Some investigations have revealed common

allergens in fruit such as banana, avocado, kiwi, 4.

chestnut, passion fruit and papaya. s,
6.
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